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Overexpression of RNA binding protein La-related protein 1
is associated with hepatocellular carcinomas progression
and pathogenesis

Chan Xie, Dong-Ying Xie, Liang Peng, Zhi-Liang Gao

Department of Infectious Disease, The Third Affiliated Hospital,

Sun Yat-sen University, GuangZhou, China

Background: La-related protein 1 (LARP1), was first described in

Drosophila and shown to be required for spermatogenesis, embryo-

genesis, cell cycle progression and epithelial-mesenchymal transition

(EMT). However, the functional significance of LARP1 in human

cancer remains unknown.

Methods: We investigated LARP1 expression in 263 hepatocellular

carcinomas (HCC) paraffin-embedded archival samples using immu-

nohistochemistry. mRNA and protein levels of LARP1 expression in

15 HCC cell lines, and 6 paired HCC lesions and the adjacent non-

cancerous tissues were examined. Statistical analyses were applied to

derive prognostic and diagnostic associations between LARP1 and

clinical characters. The effect of endogenous LARP1 on cell invasion

and anchorage-independent growth ability was examined in vitro.

Western blotting and Immunofluorescence analyses were performed to

identify the effects of LARP1-overexpression or -knockdown on

expression of cell EMT markers.

Results: The expression of LARP1 was markedly upregulated in

HCC cell lines and surgical HCC specimens at both transcriptional

and translational levels. Immunohistochemical analysis revealed that

160 of 263 (60.8 %) HCC specimens exhibited high levels of LARP1

expression. Statistical analysis suggested the upregulation of LARP1

was significantly correlated with the clinical staging of the HCC

patients (P = 0.001), TNM classification (P = 0.002), and tumor

number (P = 0.045) and those patients with high LARP1 levels

exhibited shorter survival time (P \ 0.001). Multivariate analysis

indicated that LARP1 expression might be an independent prognostic

indicator of the survival of patients with HCC. Furthermore, we found

that ectopic expression of LARP1 induced, while silencing LARP1

inhibited, cell invasion and anchorage-independent growth ability.

Moreover, we demonstrated that the upregulation of LARP1 could

reduce the expression of e-cadherin and induce the expression of

fibronectin.

Conclusions: Our findings suggest that the LARP1 protein is a

valuable marker of HCC progression and may represent a novel

prognostic biomarker and therapeutic target for the disease.
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La-related protein 1 inhibits apoptosis through activation of notch
signaling pathway in human hepatocellular carcinomas

Chan Xie, Dong-Ying Xie, Liang Peng, Zhi-Liang Gao

Department of Infectious Disease, The Third Affiliated Hospital,

Sun Yat-sen University, GuangZhou, China

Background: Although chemotherapy is therapeutically efficacious,

drug resistance often leads to treatment failure in HCC patients.

Consider the Notch signaling pathway plays a key role in HCC

development, the present study was to examine the effect of La-related

protein 1 (LARP1) on chemotherapeutics-induced apoptosis in

hepatocellular carcinomas (HCC) cells, which is relatively insensitive

to chemotherapy, and the Notch signaling pathway involved in HCC

progression.

Methods: The correlation of LARP1 expression and clinical features

of HCC was analyzed in 263 paraffin-embedded archived HCC

specimens by immunohistochemical analysis. The effect of LARP1

on apoptosis induced by chemotherapeutics was examined in vitro,

using TUNEL (terminal deoxynucleotidyl transferase-mediated dUTP

nick end labeling) assays and Annexin V staining. Western blotting

and RT-PCR analysis were performed to examine the impact of

LARP1 on the Notch signaling pathway.

Results: The expression of LARP1 was markedly elevated in HCC

and correlated with tumor progression and poor survival of patients

with HCC. Upregulation of LARP1 significantly inhibited doxorubi-

cin-induced apoptosis, associated with down-regulation of the pro-

apoptotic protein Bax and induction of antiapoptotic proteins Bcl-xl,

c-IAP1, c-IAP2, and TRAF1. In contrast, silencing LARP1 expression

significantly enhanced the sensitivity of HCC cells to apoptosis

induced by chemotherapeutics in vitro. Moreover, we demonstrated

that upregulation of LARP1 activated the Notch signaling pathway,

and that silence of the Notch signaling pathway abrogated the anti-

apoptotic effect of LARP1 on HCC cells.
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Conclusions: Our results suggest that LARP1 is a potential phar-

macologic target for the treatment of HCC and inhibition of LARP1

expression might represent a novel strategy to sensitize HCC to

chemotherapy.
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Translational study focusing on the correlation of activated pAKT
and O8HdG (ROS) marker in cirrhosis
with and without dysplasia

Grace Guzman1, Bryan Rea2, Ada Quintana1, Rohini Chennuri1,
Shiraz Fidai2, Nissim Hay3, Scott Cotler4

1Pathology, 2College of Medicine, 3Biochemistry and Molecular

Genetics, University of Illinois, Chicago, 4Medicine, Division of

Hepatology, Loyola University Medical Center, Maywood, IL, USA

Background: Accumulation of ROS in human tissues can cause

damage to cell DNA and proteins. Animal studies implicate Akt in the

development of hepatocellular carcinoma and show that nuclear pAkt

phosphorylates FOXO transcription factors and excludes them from the

nucleus, thereby inhibiting FOXO transcriptional activity. Hence, we

hypothesized a direct relationship between pAkt and 8-OHdG levels.

Aims: To assess levels of pAkt and 8-OHdG, and to evaluate for an

association between pAkt and 8-OHdG (ROS) expression in human

liver tissues including normal controls, and non-dysplastic and dys-

plastic cirrhotic liver tissue.

Methods: We designed and analyzed a progression liver tissue array

derived from 100 liver explant specimens and 8 normal livers for the

expression of pAkt and 8-OHdG (ROS) by standard immunohisto-

chemistry. Staining was quantified by image analysis. Dysplasia was

defined as hepatocytes showing nuclear features such as hyperchro-

masia, atypia, or variable size, arranged in groups or dispersed, and

maintained the usual one to two cell thick plates (Anthony, J of

Clin Path 1973). Nonparametric statistical tests (Mann–Whitney and

Wilcoxon) and correlation coefficients (Spearman Rho test) were

employed using SPSS Statistics 17.0.

Results: Subjects were 62 % female; mean age: 50 ± 9 years; ethnic

distribution: 25 % African American, 37 % non-Hispanic white, 32 %

Hispanic, and 6 % other ethnicity; cause of liver disease: viral hepatitis

(54 %), alcohol (23 %); NASH (11 %); and other etiology (12 %).

Expression of nAkt was significantly greater in areas of dysplastic

than in non-dysplastic cirrhotic liver tissue (p = 0.016). There were

significant positive correlations between pAkt and 8-OHdG expression

in non-dysplastic cirrhotic (r = 0.65, p \ 0.001), and in dysplastic

cirrhotic (r = 0.55, p \ 0.001) liver tissue.

Conclusion: The current study shows a direct relationship between

activated pAkt and 8-OHdG (ROS) levels in non-dysplastic and

dysplastic cirrhotic liver tissue, indicating that activated pAkt

expression is associated with increased levels of oxidative damage.
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Iron uptake in cultured rat primary hepatocytes:
a role of Lipocalin-2

Shakil Ahmad, Sadaf Sultan, Giuliano Ramadori

Gastroenterology and Endocrinology, University Hospital,

Georg-August University Goettingen, Goettingen, Germany

Background: It is known that Lipocalin2 (LCN2) plays a major role

in iron transport and we have previously shown that LCN2 is a major

acute phase protein (TO-injected) and Liver is the main organ

responsible for its production under acute phase conditions. The

mechanism of iron transport by LCN2 is still unclear that whether it

acts through transferrin or non-transferrin bound iron (NTBI)

pathway.

Aims: The current study determines the LCN2 expression in cultured

rat primary hepatocytes during an acute phase condition. It also

determines the pathway through which LCN2 transports iron into the

cells.

Methods: Rat hepatocytes were treated with different concentrations

of FeCl3 (0.01 mM, 0.1 mM and 0.5 mM), cytokines (IL-1b, IL-6,

TNF-a 100 ng/ml) and both together. Then cells were harvested for

mRNA and protein isolation at different time points (6, 12, 24 h) after

treatment. Iron contents of the cells at different time points after

treatment were measured by Calorimetric FerroZine based assay.

Results: RT-PCR analysis showed upregulation of LCN-2 and TfR1

in cytokines treated hepatocytes, with maximum LCN-2 fold change

6.83 ± 0.983-folds and TfR1 7.485 ± 0.735-folds at 24 h of IL-1ß

treated hepatocytes. LCN2 was upregulated in FeCl3 treated hepa-

tocytes with maximum 2.726 ± 0.613-folds at 24 h of treatment

while TfR1 was downregulated in these cells. In cytokines + FeCl3

treated hepatocytes both LCN-2 and TfR1 were upregulated. Western

blot data confirmed the RT-PCR data showing similar gene expres-

sion trends of LCN-2 and TfR1 in cultured hepatocytes.

Conclusion: LCN-2 expressed more in hepatocytes during an acute

phase due to hyperferremia. It is involved in iron transport to hepa-

tocytes not only through Transferrin bound iron pathway but also

through non Transferrin bound Iron (NTBI) pathway and its high

expression in hepatocytes culture medium is to bind free iron avail-

able there to protect the cells from oxidative damage.
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Hematological and serological changes in rat under the influence
of Nerium oleander leaves extract

Tasleem Akhtar, Muddasir Hassan Abbasi, Nadeem Sheikh

Zoology, University of the Punjab, Lahore, Pakistan

Background and aims: Nerium oleander commonly known as

‘‘Kaner’’ is native to Indo-Pak subcontinent. All parts of plant are

reputed as therapeutic agents. Leaves extract used as fungicidal,

anticancer & cardiotonic. N. oleander also contains a mixture of very

toxic cardiac glycosides of cardenolides especially oleandrin and

neriine. Cardiac glycosides cause poisoning by inhibiting plasma

lemma Na+, K+-ATPase. The aim of the present study was to look at

the effect of N. oleander leaves extract on hematology and serology

of rats.

Methods: Wistar rats (175 ± 25 g) were divided into three groups

(n = 3), nominated as Con, T1 and T2. T1 and T2 were given

ad libitum access to N. oleander leaves extract for 3 and 7 days

respectively, whereas Con group was given with normal drinking

water and all the animals were kept under standard conditions with

12 h light/dark cycles. Later than all animals was scarified and blood

samples were taken for further dealing out. Data were analyzed using

Student’s t test and one way ANOVA.

Results: Hematological analysis showed significant increase in RBC

count (P = 0.01), hemoglobin (P = 0.002), hematocrit (P = 0.0003),

MCV (P = 0.01) and lymphocytes count (P = 0.04). Serological

analysis demonstrated significant increase in ALT (P = 0.03), bili-

rubin (P = 0.01), BSR (P = 0.01) and significant decrease in albumin
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(P = 0.005), total proteins (P = 0.02), cholesterol (P = 0.03), H.D.L.

(P = 0.02) & L.D.L. (P = \ 0.0001).

Conclusion: Taken together these findings, we can conclude that

N. oleander leaves extract significantly affects the hematological and

serological indices. Therefore, a detailed study including the purifi-

cation of chemical constituents of N. oleander extract is required

before the extract can be used for any kind of therapeutic purpose.

Topic: 1.a Cell biology

Absno: 383

Histological changes in the rat liver administered with the Nerium
oleander leaves extract

Tasleem Akhtar1, Muddasir Hassan Abbasi1, Mohsin Shafiq1,
Javaid Iqbal2, Nadeem Sheikh1

1Zoology, University of the Punjab, 2Department of Anatomy, Shaikh

Zayed Postgraduate Medical Institute Shaikh Khalifa Bin Zayed

Medical and Dental College, Lahore, Pakistan

Background and aims: Nerium oleander, is a small evergreen tree of

family Apocynaceae. It has been widely studied for medicinal pur-

poses for variety of maladies, including dermatitis, cardiac disorders,

eczema, cancer, skin diseases etc. This plant has also been reported

having noxious effects because of its number of components that may

show signs of toxicity. The present study was performed to scrutinize

the effect of N. oleander leaves extract on liver histology of the rats.

Methods: Wistar rats (175 ± 25 g), fed on normal rat chow, were

alienated into three groups (n = 3), designated as Con, T1 and T2. T1

and T2 were given ad libitum access to N. oleander leaves extract for

3 and 7 days respectively, whereas Con group was provided with

normal drinking water and were kept under standard conditions with

12 h light/dark cycles. After decided time period all the animals were

scarified, tissue samples were taken and histopathological changes

were deliberated via H & E staining.

Results: Histopathological studies have shown that in T1 group

noticeable infiltration of inflammatory cells likely the lymphocytes was

found with low level of vascular damage. In T2 group, relatively

increased proportion of binucleated cells in periportal area and inflam-

matory cells in perivascular area were found. Low degree of hepatocytic

necrosis and mild level of vascular damage was also observed.

Conclusion: Taken together these findings, we can conclude that N.
oleander leaves extract is potential inflammatory agent and it can set

the inflammatory response on to the animals.
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Mucosal-associated invariant T cells in the intrasinusoidal
compartment of healthy human livers

Juandy Jo1, Xin-Zi Tang1, Anthony T. Tan1, Elena Sandalova1,
Adeline Chia1, Kai Chah Tan2, Kang Hoe Lee2, Adam J.
Gehring1, Gennaro De Libero3, Antonio Bertoletti1

1Infection & Immunity, Singapore Institute for Clinical Sciences,

Agency of Science Technology and Research (A*STAR), 2Asian Unit

for Liver Transplantation, Gleneagles Hospital, 3Singapore

Immunology Network, Agency of Science Technology and Research

(A*STAR), Singapore, Singapore

Background and aims: Natural killer (NK) T cells are involved in

pathogenesis of autoimmune, infectious, and iatrogenic diseases in

animals, but they have not been well characterized in human paren-

chymal organs.

Methods: We collected mononuclear cells by perfusion of excised

right liver lobes from 20 healthy, adult liver donors. We analyzed

their composition, gene expression patterns and functions.

Results: Most of the T cells expressing NK markers were mucosal-

associated invariant T (MAIT) cells. MAIT cells constituted *15 %

of intrasinusoidal lymphocytes, produced T-helper (Th)1 cytokines

and were the dominant IL-17A + T cell subset in the intrasinu-

soidal compartment. MAIT cells can also secrete CCL20, a

chemokine that recruits Th17 cells. Despite expressing phenotypic

markers of T cell activation (CD69, HLA-DR and CD38), the

intrasinusoidal MAIT cells were not proliferating (they were Ki-67

negative), and their activation by beads coated with anti-CD3 and

CD28 was suppressed. IL-7, which is produced by hepatocytes

during inflammation, regulated T cell receptor-mediated activation

of MAIT cells, allowing them to increase the release of Th1

cytokines and IL-17A.

Conclusions: Most intrasinusoidal NKT cells in human liver are

MAIT cells, which can produce Th1 cytokines, IL-17A, and CCL20.

These activities are regulated by IL-7.
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Expression of CCR5 and CXCR4 on blood lymphocytes in HIV/
HCV coinfection patients depending on the stage of HIV-infection

Natallia Matsiyeuskaya, Vladimir Tsyrkunov

Infectious Diseases, Medical University of Grodno, Grodno, Belarus

Background: CXCR4 (CD184) and CCR5 (CD195) are predominant

coreceptors for HIV-1 entry into human’s cells. CXCR4 and CCR5

are also coactivation receptors associated with certain type of immune

response.

The aim of study: To measure the expression of CCR5 and CXCR4

on blood lymphocytes (BL) in HIV/HCV coinfected patients

depending on the stage of HIV-infection.

Materials and methods: Expression of CXCR4 and CCR5 were

studied in 2 groups of HIV/HCV coinfected patients: Group 1–40

patients without AIDS, Group 2–11 patients with AIDS. Monoclonal

antibodies (Becton–Dickinson, USA) were used. The cells were

analyzed using ‘‘FACSCalibur’’ flow cytometer.

Results: Expression of CXCR4 (%, median, ranges) on BL was

decreased in AIDS group in comparison with non AIDS (14.4

(3.7–30.6) vs. 9.9 (6.0–33.0). On the other hand expression of

CCR5+ on BL was increased in AIDS group in comparison with

non-AIDS group (29.3 (5.9–61.2) vs. 46.5 (35.5–61.3), p \ 0.03).

A relative parameter of CXCR4 expression on CD4+ T-lympho-

cytes was decreased significantly in AIDS group in comparison

with non AIDS (4.8 (1.0–17.9) vs. 9.9 (6.0–33.0), p \ 0.004). An

absolute parameter of CCR5 expression on CD4 + T-lymphocytes

was decreased significantly in AIDS group in comparison with non

AIDS (cell/mkl, 59.6 (13.3–210.0) vs. 31.4 (22.8–62.2), p \ 0.001).

Besides expression of CCR5 + on blood lymphocytes was posi-

tively correlated with AIDS (R = 0.50, p = 0.0002) and with

plasma viral load of HIV (R = 0.37, p = 0.02) in HIV/HCV

coinfected patients.

Conclusion: Opposite dynamics of CCR5+ and CXCR4+ expressions

on BL in HIV/HCV coinfection patients were marked with the

development of AIDS: CXCR4+ expression was decreased and

CCR5+ expression was increased. AIDS development was associ-

ated with decrease of CCR5+ and CXCR4+ expressions on CD4+

T-lymphocytes.
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Dose screening of Nerium oleander (N.O.) and acute-phase
response in rats: a hematological and histologic reflection

Muddasir Hassan Abbasi1,2, Sana Fatima3, Khawaja Abdul
Mujeeb1, Babar Khawar1, Nadeem Sheikh2

1Zoology, Government Science College Wahdat Road, 2Zoology,

University of the Punjab, 3University of Health Sciences, Lahore,

Pakistan

Therapeutic activity of plant extracts has always been of great interest

to look for the treatment of various diseases. The current study was

done with the objective to screen out the dose and concentration of

Nerium oleander, (N.O.) leaves extract to induce the acute phase

response (APR). Blood biochemical alterations and the histological

changes in the liver and muscle sections were then studied after 6 h of

sterile muscle abscess. The intramuscular injection of N.O. induced

an acute condition with hematological changes including leukocytosis

with neutrophilia and lymphopenia as well as increased hemoglobin

concentration and erythrocytic count. The Alanine aminotransferase

(ALT) and Aspartate aminotransferase (AST) activities were signifi-

cantly increased (P = 0.0003 and 0.0015). The normal architecture

was observed in H&E stained muscle section while in the liver section

sinusoidal widening was noted for 5 ml/kg dose of N.O. The higher

dose of N.O. (10 ml/kg) administration resulted in congestion and

moderate aggregation of inflammatory cells in hepatic sinusoid lumen

with vacuolization of cytoplasm. These results indicate that both of

the doses can induce an acute-phase reaction and excessive use of

ethno-medicines, like N.O. can significantly affect the hematology

and serology and histology.
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Effect of oral administration of TAA on the histology
of small intestine of Wistar rats

Nadeem Sheikh1, Neelam Younas1, Tasleem Akhtar1,
Muddasir Hassan Abbassi1,2, Mohsin Shafiq1, Javaid Iqbal3

1Zoology, University of the Punjab, 2Zoology, Government Science

College Wahdat Road, 3Department of Anatomy, Shaikh Zayed

Postgraduate Medical Institute Shaikh Khalifa Bin Zayed Medical

and Dental College, Lahore, Pakistan

Thioacetamide (TAA) was first introduced to control the decay of

oranges and then as a fungicide which is necrogenic and carcinogenic.

It is mostly used for inducing fulminant hepatic failure and liver

cirrhosis in animal models. The effects of TAA are not only limited to

the liver, but also extend where it produces many structural and

functional changes as in the thymus, kidneys, intestine, spleen and

lungs. Although TAA-induced hepatic pathology is well character-

ized, only a few reports have focused on the role of orally

administered TAA in the induction of intestinal disease (dysplasia,

Micro-adenoma). Therefore, present work was done to study the

histo-pathological changes in the small intestine of rat after oral

intake of TAA as gastrointestinal system is the longest site of expo-

sure to the outside environment in the human body and small intestine

is the site of absorption. The dose given to the experimental organ-

isms was 0.2 g/L of TAA in drinking water for 18 weeks when their

weight was 150 ± 25. After that animals were sacrificed and intestine

was excised and after processing hematoxylin and eosin staining was

used to analyze the histo-pathological changes. The present work

demonstrated marked damage in the tissue integrity and vasculari-

zation. It has showed the carcinogenic effect of TAA in intestinal

tissue of the rat. Exposure to TAA caused abnormal proliferation and

intestinal dysplasia. There was TAA induced hyperplasia and necrosis

among the cells of villi. All the intestinal lesions showed abnormal

morphology with increased cell proliferation and necrosis confirming

the oncogenic activity of the TAA.
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The Kiss-1/GPR54 system in regulation of liver lipid
and carbohydrate metabolism

Ewa Pruszynska-Oszmalek1, Przemyslaw Kaczmarek1,
Pawel Kolodziejski1, Maria Billert1, Maciej Sassek1, Dawid
Szczepankiewicz1, Joanna Sliwowska2

1Department of Animal Physiology and Biochemistry, 2Institute

of Zoology, Poznan University of Life Sciences, Poznan, Poland

Background: Kisspeptins (KP), play an important role in integration

of metabolic and reproductive systems. Interestingly, recent studies

revealed presence of Kiss-1/GPR54 in peripheral tissues including

liver. It was reported that Kiss-1/GPR54 pair are involved in direct/

indirect regulation of some crucial hepatic function e.g. oxidant and

antioxidant system. More recently the direct action of exogenous

Kisspeptin-10 on liver lipid metabolism was demonstrated in vitro.

Nevertheless, the local role of Kiss-1/GPR54 system in hepatocytes is

poorly understood.

The aim: This study was designed to elucidate the Kisspeptin-10

effects on liver lipid metabolism in relation to obesity and diabetes.

To address this problem we characterized the detailed Kiss-1/GPR54

expression profile in hepatocytes isolated from lean, obese (DIO), and

diabetic (T1DM and T2DM) mice. Than the effects of exogenous

Kisspeptin-10 on carbohydrate/lipid metabolism was determined

using the in vivo and in vitro approaches.

Material and methods: The female Balb/c mice were used to in vivo

studies. The lean, obese and diabetic (T1DM, T2DM) experimental

groups were developed from initial mice cohort according to previ-

ously used protocols. The acute effect of i.p. administered Kisspeptin-

10 on liver carbohydrate/lipid metabolism was assayed using pyruvate

tolerance test (ipPPT) and the blood lipid parameters determination.

Further analysis e.g. lipolysis (lipase activity, NEFA release) and

gluconeogenesis (glycogen content) were assignment in vitro on

isolated murine hepatocytes exposed to Kiss-1. The expression

studies were carried out using Real Time PCR and Western blotting.

Results and conclusions: The Kiss-1/GPR54 expression profile

appears to be strongly related to metabolic status. The Kiss-1 seems to

be negatively correlated with fasting and T1DM phenotype. Fur-

thermore, the GPR54 expression is alter in DIO animals. The

Kisspeptin-10 suppressed lipolysis, elevated cholesterol and slightly

increased glycogen content. However the Kiss-1 regulation pattern

was different in obese and diabetic animals.

The study was supported by NCN grant 2011/01/B/NZ4/04992.
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NK cell downregulation and altered function in HBV patients
treated with entecavir

Ping-Wei Zhao, Hui-Fan Ji, Jun-Yan Feng, Yan-Fang Jiang
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First Hospital, Jilin University, Changchun, China

Aims: This study aimed to investigate the NK cell phenotype and

function in chronic HBV patients and to study the effects of entecavir

therapy on these responses.

Methods: Peripheral blood NK cells was collected from 18 chronic

HBV patients and 14 healthy controls. The effect of entecavir therapy

on the phenotype and function of NK cells in chronic HBV patients

were characterized by flow cytometric analysis. ALT and AST con-

centrations, HBV viral loads in both groups, and potential associations

between the frequency of peripheral NK cell subsets and clinical

measures were determined.

Results: We found that CD3-CD56+ NK cells were significantly

reduced in chronic HBV patients compared to healthy controls.

Furthermore, we found that CD3-CD56+NKG2D+ and CD3-CD56+

NKP30+ NK activation receptor percentages in chronic HBV patients

were significantly more than healthy individuals who presented with

down-regulated expression following entecavir treatment. Spearman’s

correlation analysis revealed that the percentage of NKG2D+ and

NKP30+ NK cells were significantly positively correlated with serum

ALT levels. Characterization of NK cell degranulation indicated that

the frequency of CD107a+ NK cells in HBV patients (in response to

K562 stimulation) was significantly more than in healthy controls but

decreased following entecavir treatment.

Conclusions: Entecavir treatment of HBeAg-positive chronic HBV

infected patients not only led to a reduction in HBV DNA loads and

normalization of ALT and AST levels, but also resulted in the

recovery NK cell-mediated immunity.
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Peripheral B cell activation and exhaustion markers
in patients with chronic viral hepatitis

Liang Ma, Ping-Wei Zhao, Yan-Jun Cai, Yan-Fang Jiang

First Hospital, Jilin University, Changchun, China

Background: Chronic microbial infections are frequently associated

with B cell activation and polyclone proliferation. The study aimed to

analyse the distributions of B cells and subsets in peripheral blood of

patients with chronic viral hepatitis and observe their changes in

adefovir-treated patients.

Methods: A total of 39 patients with chronic HCV infection, 15 with

chronic HBV infection and 7 healthy controls were recruited. B cell

phenotype was assessed by flow cytometry using monoclonal anti-

bodies specific for CD38, CD27, CD86, CD95, and IgD. Peripheral

blood mononuclear cells were stimulated with CpGB ± IL-2. The

effect of adefovir treatment on B cell subsets in HBV patients was

determined. Serum ALT, AST, HBsAg, HBsAb, HBeAg, HBeAb

concentrations, HBV and HCV viral loads were measured. The

association between frequencies of B cell subsets and clinical mea-

sures were analyzed.

Results: The frequency of CD86 + B-cells were not significantly

different in chronic HBV patients, but were higher in HCV patients

compared with that in healthy controls. CD95 and IgD levels were

lower in HBV patients than in healthy controls. A significant negative

correlation occurred between the proportion of CD95 + B-cells and

HBV DNA viral load. There was no significant difference in B-cell

subsets between spontaneously resolved and chronic HCV patients.

After treatment with adefovir, the frequency of CD95 and IgD

expressed on B-cells were increased in HBV patients.

Conclusion: Activated B-cells and exhausted B-cells homeostasis are

common disturbed in HBV and HCV patients.
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The effects of interferon and steroid in regulatory T cells in liver,
spleen, and bone marrow in the mice

Resat Ozaras1, Esra Zerdali2, Esra Ozpinar2, Ecem Yanik2,
Bilgul Mete2, Burhan Cagcag2, Erkan Yilmaz2, Ilker Balkan2,
Mucahit Yemisen2, Fehmi Tabak2

1Infectious Diseases Department, 2Istanbul Cerrahpasa Medical

School, University of Istanbul, Istanbul, Turkey

Regulatory T cells (T-regs) maintain immune tolerance by affecting

other cells of the immune system. They play an important role in

autoimmune diseases, and prevention of graft rejection. Steroids sup-

press the immune system; they especially inhibit cytokine secretion of T

lymphocytes and beginning of cell-mediated immune response, and

also stimulate T-regs. Furthermore, interferons have immunomodula-

tory, antiviral and antiproliferative effects. They activate macrophages

and cytotoxic T-cells, and stimulate differentiation of T-regs.

In this study we aimed to evaluate the effects of interferon and

steroid on T-regs in liver, spleen, and bone marrow, and if they

achieve their well-known immunesuppresive/immunomodulatory

effects by T-regs. For this purpose 24 mice received intraperitoneal

(ip) injection for five days. Control group received 0.1 ml saline every

day. Interferon group received interferon alfa-2b 20000 IU on the

first, third and fifth days, and only 0.1 ml saline on the other days.

Steroid group received 5 mg/kg dexametasone in 0.1 ml saline every

day. Two days after the end of therapy, each mouse was given ip

anesthesia; portal vein was explored via laparotomy. Five ml of

bovine serum albumin (BSA) was given through portal vein. By

cutting inferor vena cavae, liver was provided to be perfused with

BSA. Then the mice were sacrificed. Liver, spleen and bone marrow

were obtained; T-regs were distinguished, and counted by flow

cytometry. Also cDNA expression of Fox-p3 in liver tissues was

studied by real-time PCR. Beta-actin primers were taken as control.

In flow cytometry, interferon, steroid and control groups did not

show significant difference in liver, spleen and bone marrow T-reg

counts. Fox-p3 gene expression however, showed a significant increase

in interferon group (3.07 times when compared to beta-actin) than

steroid (1.82 times) and control (0.77 times) (p \ 0.05).

Interferon use seemed to stimulate T-regs in the mouse liver.

Topic: 1.a Cell biology
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Thioacetamide tempted histological variations in the kidney
of wistar rats
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1Zoology, University of the Punjab, 2Zoology, Government Science

College Wahdat Road, 3Department of Anatomy, Shaikh Zayed

Postgraduate Medical Institute Shaikh Khalifa Bin Zayed Medical

and Dental College, Lahore, Pakistan

TAA is a thionosulfur containing compound that is necrogenic and

carcinogenic. It is mostly used as experimental carcinogen for hepatic

failure and liver cirrhosis in animal models. TAA toxicity is attributed to

the biotransformation of thioacetamide to TAA-5-oxide which is

responsible for the change in cell permeability, increased intracellular

concentration of Ca++, increase in nuclear volume and enlargement of

nucleoli and also inhibits mitochondrial activity which leads to cell
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death. It has been reported that after metabolism of TAA in kidney, GSH

level decreased which indicates the distortion of oxidant-antioxidant

balance and decreased organism antioxidant system efficiency. ROS is

responsible for different types of pathological changes in the kidney such

as changes in interstitial spaces with cellular infiltration.

The present work was done to study the histopathological changes

in the kidney of rat after oral intake of TAA as renal system is the

major site of exposure to these chemicals, as blood from the whole

body is filtered through the kidney. The dose given to the experi-

mental organisms was 0.2 g/L of TAA in drinking water for 18 weeks

when their weight was 150 ± 25 g. After that animals were sacrificed

and kidneys were excised and after processing hematoxylin and eosin

staining was used to analyze the histopathological changes.

The present work demonstrated marked damage in the tissue integrity

and vascularization. It has showed the carcinogenic effect of TAA in

kidney tissue of the rat. Exposure to TAA caused abnormal Mesangial

cell proliferation; glomerular tuft collapse and damage to proximal renal

tubules. All the necrotic lesions of glomeruli showed abnormal mor-

phology of kidney with increased cell proliferation and interstitial space

congestion confirming the necrogenic activity of the TAA.

Topic: 1.a Cell biology
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High functional in vitro liver model consisting of human ES/iPS
cell-derived hepatic lineage cells and endothelial networks

Sungho Ahn, Yoh-Ichi Tagawa

Graduate School of Bioscience and Biotechnology, Tokyo Institute

of Technology, Yokohama, Japan

Hepatocyte has specific polarity interacting with hepatocytes, extra-

cellular matrices surrounding liver sinusoids, or bile capillaries, to

maintain multiple hepatic functions in liver. Several decades have

been spent for development of hepatocyte culture system, but there

are still some problems for it. Hepatocytes can express their specific

functions only in the structural environment of hepatic tissue.

In this study, we aimed for constructing an human in vitro liver

tissue model (IVL), consisting of human embryonic stem (ES)/

induced pluripotent stem (iPS) cell-derived hepatic lineage cells

assembling around human umbilical vein endothelial cell (HUVEC)

network on EHS gel, ‘IVLhES/iPS & HUVEC’, for applying in drug

metabolism tests. IVLhES/iPS & HUVEC is similar to liver sinusoidal

structure, in which hepatocytes form linear cords around sinusoids.

Liver specific gene expression was confirmed in IVLhES/iPS & HUVEC

by RT-PCR analysis. For functional analysis, urea synthesis potential

and cytochrome P450 activities have been measured and showed

higher functions compared with human hepatic cell single culture

system. Also, bile canaliculi formation and transporters’ expression

were observed, indicating that hepatic cell polarity could be induced.

In conclusion, IVLhES/iPS & HUVEC showed higher hepatic poten-

tials than single culture system, and cell polarity could be induced

between hepatocyte and endothelial cells or bile capillary, as in vivo

liver tissue. Now we are trying to develop an in vitro liver disease

model based on this system, expecting to be applied in drug metab-

olism test in the development of new drugs.
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PPAR-alpha agonist treatment increases trefoil factor family-3
expression and attenuates apoptosis in the liver tissue of bile duct
ligated rats
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Background and aim: Peroxisome proliferators-activated receptor

alpha (PPARa) activation modulates cholesterol metabolism and

suppresses bile acid synthesis. Trefoil factor family (TFF) are mucin-

associated proteins that increase the viscosity of mucins and help

protect epithelial linings from insults. We evaluated the effect of

short-term administration of fenofibrate, a PPARa agonist, on TFF-3

expression, degree of apoptosis, generation of free radicals and levels

of proinflammatory cytokines in liver tissue of bile duct ligated

(BDL) rats.

Methods: Forty male Wistar rats were randomly divided into

four groups: I = sham operated, II = bile duct ligation (BDL),

III = BDL + fenofibrate (100 mg/kg/day), IV = BDL + vehicle (gum

Arabic). All rats were sacrificed on 7th day after obtaining blood

samples and liver tissue. Liver function tests, tumor necrosis factor

alpha (TNF-a), and interleukin 1 beta (IL-1 b) in serum and TFF-3

mRNA expression, degree of apoptosis (TUNEL) and tissue mal-

ondialdehyde (MDA, end-product of lipid peroxidation by reactive

oxygen species) in liver tissue were evaluated.

Results: Fenofibrate administration significantly reduced serum total

bilirubin, AST, ALT, ALP, and GGT, TNF-a and IL-1 b levels.

Apoptosis and MDA significantly reduced in fenofibrate group. TFF-3

expression increased with fenofibrate treatment in BDL rats.

Conclusion: PPARa agonist, fenofibrate significantly increased

TFF-3 expression and decreased apoptosis, lipid peroxidation in the

liver and attenuated serum levels of proinflammatory cytokines in

BDL rats. Further studies are needed to determine the protective role

of fenofibrate in human cholestatic disorders.
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Metformin induced G1/G0 cell cycle arrest through regulating
P21CIP, P27KIP and CyclinD1 in hepatocellular carcinoma
in vitro and vivo

Xubin Jing1, Xi Hu1, Xiaojun Tan1, Youfeng Li1, Qingjia Wang1,
Xianbin Cai1, Jiexiong Huang2, Jidong Cheng1
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The First Affiliated Hospital of Shantou University Medical College,

Shantou, China

Background: Hepatocellular carcinoma (HCC) is the most common

cancer with rapid progression, insidious early symptoms and poor

prognosis. Metformin is a type of antidiabetic medicine known as a

biguanide. Recent epidemiological data show that metformin could

reduce risk of cancer. Recently the vitro studies also suggest that

metformin can inhibit growth of tumor-derived cell lines. However,

the association between metformin and HCC and the mechanisms

involved in metformin in HCC induced antiproliferative action

remain unknown.

Methods: In metformin-treated HepG2 and PLC/PRF/5 cells, via-

bility of cells was detected by MTT assay, and cell cycle analysis was

performed by flow cytometry. PLC/PRF/5 xenograft model was

established in nude mice, and tumor volume was measured after

metformin treatment. The protein expression levels of AMPK and cell
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cycle regulators were assessed by western blot and immunohisto-

chemistry analysis.

Results: Metformin inhibits cell growth and induce cell cycle arrest

on HCC cells. Furthermore, metformin abrogated the growth of HCC

xenografts in nude mice. Importantly, p21CIP and p27KIP up-regula-

tion, cyclinD1 down-regulation and AMPK activation were involved

in the cell cycle regulatory mechanism of metformin in vitro and vivo.

Conclusion: Metformin induces G0/G1 phase cell cycle arrest

through p21CIP and p27KIP up-regulation and cyclinD1 down-regu-

lation in HCC, and our findings provide a theoretical basis for clinical

use of metformin on HCC.
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AMP-activated protein kinase activity to suppress
the proliferation of hepatocellular carcinoma
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Background: AMP-activated protein kinase (AMPK), a central

metabolic sensor, regulates lipid, cholesterol and glucose metabolism

in specialized metabolic tissues, such as liver, muscle and adipose

tissue. Recent studies have suggested that AMPK activators including

5-aminoimidazole-4-carboxamide-1-h-D-ribofuranoside (AICAR) and

metformin may suppress the tumor growth. However, an association

of AMPK and hepatocellular carcinoma (HCC) is unknown.

Methods: Human tissue samples were taken from 30 patients with

HCC undergoing curative hepatectomy at the First Hospital Affiliated

of Shantou University Medical College between 2005 and 2009. The

protein expressions of AMPK, cell proliferation marker (Ki67),

microvessel marker (CD31) were assessed by western blot or

immunohistochemistry. Following AICAR or metformin treatment,

viability of two HCC cell lines, HepG2 and PLC/PRF/5, was detected

by MTT assay, and cell cycle analysis was performed by flow

cytometry. PLC/PRF/5 xenograft model was established in metfor-

min-treated nude mice, and tumor growth was measured.

Results: In human HCC tissue samples, phosphorylated AMPK

decreased significantly in HCC as compared with paracancerous liver

tissue (P \ 0.05). AMPK activity was negatively correlated with Ki67,

differential degradation and tumor size (P \ 0.05) but not CD31,

hemorrhage or necrosis in HCC. This suggested AMPK may be the

target for anti-HCC, therefore the further experiments were performed:

AICAR and metformin treatment significantly inhibited proliferation of

PLC/PRF/5 and HepG2 cells and caused cell cycle arrest through

AMPK activation; in vivo, metformin could also activate AMPK and

abrogate the growth of HCC xenografts in nude mice.

Conclusion: Our findings suggest that AMPK activity suppresses the

proliferation of HCC and AMPK might be an effective target for

prevention and treatment of HCC.
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Peppermint oil induced hepatic acute phase response
and hemotoxicity

Nadeem Sheikh, Mohsin Shafiq
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Background: Acute phase response (APR) is innate immune response

posed by animals’ body during infections and other pathophysiological

conditions. So APR is a body’s leading response to characterize

abnormalities under effect of toxicity by organic chemicals. APR is

represented by variation in levels of certain serum proteins (acute phase

proteins), infiltration of inflammatory cells to the target tissues, varia-

tion in iron metabolism and hematological variations. Peppermint oil

(PO) is one of the most common essential oils to be used in medicine

(Antiemtic, Antispasmodic and curative drugs for Irritable bowel

Syndrome) and food additives for flavor, aroma and taste, but it is

reported to cause pulmonary edema and cytotoxicity, so investigations

were planned to inspect the adverse effects of PO on liver and blood.

Methods: Hematology and Hepatic Microanatomy of three treated

groups (Wistar Rats orally PO delivered i.e. T1 1.25 ml/kg, T2 =

2.5 ml/kg and T3 = 5.0 ml/kg. (n = 5)) were compared against

Control. Animals were sacrificed 6 h after dose, blood was extracted

from heart and liver was excised, washed and fixed in 10 % formalin.

Formalin fixed tissues were then processed for H&E staining.

Results: Marked elevations were detected in MCV, HCT, and MCH

with P values of One Way ANOVA 0.01, 0.02, and 0.009 respec-

tively. While intrusion of inflammatory cells was observed in hepatic

lobules, prominently to perivascular areas with no morphological

disturbances; a lower level single cell necrosis was also observed.

Conclusion: Inflammatory cells intrusion to perivascular and intra-

lobular areas of liver marks initiation of acute phase and lowers

degree of single cell necrosis. While elevated levels of MCV, HCT

and MCH collectively represents Macrocytosis and hyperchromic

anemia. Increase in HCT indicates lowering of serum Alb so to cause

water retention in tissues resulting in low blood plasma volume

referring acute phase response once again.
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of Genebank, Section of Taxonomy and Evolutionary Biology,

Leibniz-Institute of Plant Genetics and Crop Research (IPK-
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Tissues regenerative capacity is diverse among mammalians; the

abilities can even change in organisms of the same class as well as in

various classes. Farther more, the ability of restoration changes at

different developmental stages in the same animal. At the same time

reparative growth is different in case of various scales of organ

resection. Based on this investigation the processes taking place at the

early stage of reparative growth has become particularly important for

development of liver regeneration trigger mechanisms.

To establish the general principles involved in liver regeneration

we aimed to study hepatocyte transcriptional activity at the early

stage of reparative growth in different experimental models.

Experiments were carried out on adult snail, trout, newt, frog,

pigeon, rat, guinea pig and juvenile rats. Single and repeated resec-

tions of liver were used. Transcriptional activity was evaluated by the

intensity of C14-UTP uptake.
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We established that liver regeneration is realised by general

schema in phylogenetically distant animals. Analysis of transcrip-

tional activity curves shows that RNA synthesis reaches peak after 6 h

of liver resection (30 %) in rats, guinea pigs, and frogs. Relatively

weak expression of transcriptional activity is observed between 2nd

and 5th hours after the resection in juvenile rats, pigeons, newts and

trout’s liver. In comparison of animals mentioned above, early

response genes activity is delayed in 3 h in snails and in rats which

were undergo repeated resection of liver.

Based on our results we can conclude that on early stage of

reparative growth features of transcriptional activity is due to: 1.

different pattern of life and 2. functional state of organ.

Topic: 1.a Cell biology

Absno: 2313

Peroxisome proliferator-activated receptor gamma inhibits
mouse liver regeneration after partial hepatectomy
via the HGF/c-met ERK1/2 pathways
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Surgery, Zhongda Hospital, Southeast University, Nanjing, China

Background/aims: Peroxisome Proliferator-Activated Receptor gamma

(PPARc) is a nuclear receptor demonstrated to play an important role in

various biological processes. However, the role of PPARc on liver

regeneration remains unclear and controversial. Aim of this study was

to determine the effect of PPARc on liver regeneration upon partial

hepatectomy in mice and to elucidate the underlying molecular

mechanisms.

Methods: Eight- to ten-week-old female C57BL/6 J mice were sub-

jected to 2/3 partial hepatectomy by removal of the left and median

lobe of the liver. Before surgery, mice were either treated with the

PPARc agonist rosiglitazone, the PPARc antagonist GW9662 alone

or in combination with the c-met inhibitor SGX523. Serum and tissue

specimens were harvested and parameters, such as liver-to-body-

weight ratio, serum transaminases, alkaline phosphatase, glucose,

cholesterol, triglyceride levels, were assessed. To elucidate liver

regeneration and hepatocyte proliferation, immunohistochemical

analysis of PPARc, Ki67 and PH3 was performed. Components of the

PPARc-specific signaling pathway during liver regeneration were

identified by western blot (PPARc, STAT3, CyclinD1, HGF, c-met,

and ERK1/2) or RT-PCR (Tnfa and Il-6).

Results: Our results indicate that liver regeneration after 2/3 partial

hepatectomy is being inhibited by rosiglitazone and accelerated by

PPARc antagonist GW9662. Inhibition of c-met abrogates GW9662-

induced liver regeneration and hepatocyte proliferation. In addition,

STAT3 was found to be phosphorylated shortly after partial hepa-

tectomy while hepatic cyclin D1 expression was delayed in

rosiglitazone-treated mice. Similarly, HGF, phosphorylated c-met and

phosphorylated ERK1/2 protein levels were significantly down-reg-

ulated after rosiglitazone treatment with oppositional tendency after

GW9662 treatment.

Conclusions: These data support the concept that PPARc does inhibit

liver growth and hepatocellular proliferation by inhibition of the HGF/

c-met ERK1/2 pathways. These pathways may represent potential

targets during liver regeneration in response to liver disease and these

findings could thus impact on the future development of molecular

therapies in patients with liver disease.
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Altered Nrf2 gene expression leads to oxidative stress
in acute hyperammonemic rats
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Background/aims: Models of acute hyperammonemia (AHA) sug-

gested a role of oxidative stress in neuropathology of ammonia toxicity.

Nrf2 [Nuclear factor (erythroid derived 2)-like 2] is a transcription factor

which regulates gene expression at transcription level and protect a cell

against oxidative stress. In order to address this issue, we investigated

Nrf2 gene expression along with downstream genes and oxidative stress

parameters in frontal cortex and cerebellum of AHA rats.

Methods: AHA was induced in Wistar rats (150–180 g) by intra-peri-

toneal injection of ammonium acetate (10 9 103 and 8 9 103 lmol/kg

b.w.) while controls were given normal saline. Ammonia levels in blood

and oxidative stress parameters in frontal cortex and cerebellum were

investigated spectrophotometrically, whereas reactive oxygen species

(ROS) in blood were measured by flow cytometry. Gene expression of

Nrf2, heme oxygenase-1 (HO-1) and superoxide dismutase (SOD) in

frontal cortex and cerebellum was investigated by real-time PCR.

Results: Blood ammonia and blood ROS levels were increased

(P \ 0.01) in AHA rats compared to the controls. Nrf2 expression was

reduced both in frontal cortex and cerebellum regions (P \ 0.001).

HO-1 gene expression was increased in cerebellum (P \ 0.001) while

SOD gene expression was decreased in both frontal cortex and cere-

bellum (P \ 0.01). Lipid peroxidation levels increased both in frontal

cortex (P \ 0.05) and cerebellum (P \ 0.01) in AHA rats compared to

controls. SOD activity decreased both in frontal cortex (P \ 0.05) and

cerebellum (P \ 0.01). Catalase activity decreased only in cerebellum

(P \ 0.01). Activity of glutathione peroxidase (P \ 0.05) and gluta-

thione reductase (P \ 0.05) and glutathione levels (P \ 0.05) were

decreased in only frontal cortex.

Conclusion: Nrf2 gene expression decreases significantly with con-

comitant increase in oxidative stress markers, while activity of

antioxidant enzymes decreases significantly in AHA rats. Decreased

Nrf2 gene expression may be one of the factors in ammonia-induced

oxidative stress in AHA.
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Morphofunctional condition of hepatocytes of rats
with CCl4 induced liver cirrhosis
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Background: The research of hepatocytes population of rat at the

norm and cirrhosis was conducted.

Methods: Model of liver cirrhosis where there are the significant

changes in histostructure of organ similar to liver cirrhosis of humans

was obtained using the inhalant influence of carbon tetrachloride to

rats during 6 months. Using biochemical and cytofluorometric

methods was investigated the glycogen content in normal and
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cirrhotic rat liver at various time intervals after the administration of

glucose or fructose to starving animals.

Results: Mean level of hepatocytes ploidy of cirrhotic rat liver increased

by 9.3 % in contrast with norm. Dry weight of rat hepatocytes at cirrhosis

increased as compared with norm by 21 % and amount to 1154b ±

68 pg. Was determined that number of hepatocytes in 1 g of normal rat

liver was 2.48 9 108 cells and in cirrhotic liver was 1.94 9 108 cells.

Was shown that glycogen accumulation at the cirrhosis began only at

20–30 min after peroral administration of glucose or fructose to starving

rats and its rate by 32–37 % was lower than in cells of normal liver.

Nevertheless considerable loss of parenchyma mass at the cirrhosis the

total and specific of glycogen turnover in cirrhotic liver (52.2 and 0.60

accordingly) during refeeding of rat to glucose or fructose closely

approximated from norm. Using cytophotometric method was studied

dependence between the dimension of hepatocytes and glycogen content

in them in the normal and cirrhotic liver.

Conclusions: Was shown that at the norm and cirrhosis the dry

weight of hepatocytes and total glycogen content in them change in

proportion to gene dosage. In hepatocytes of different class of ploidy

of normal liver distinct correlation is observed between the dimension

of cells and glycogen content in them. In hepatocytes population of

cirrhotic liver this correlation is absent.
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role of phospholipase A2
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Cigarette smoke is a mixture of carcinogens that are responsible for the

development of cancer of various organs including colon. PLA2s have

been implicated in diverse pathological conditions, including inflam-

mation, tissue repair and cancer in response to cigarette smoke. The

different PLA2s, identified to date, can be classified into three groups:

secreted PLA2 (sPLA2), calcium-independent PLA2 (iPLA2) and cal-

cium-dependent cytosolic PLA2 (cPLA2). In this study we evaluated the

role of PLA2 isoforms in cigarette smoke-induced molecular changes in

colon cancer cells. The effects of different concentrations of cigarette

smoke at different time interval were assessed on two lineages of colon

cancer cells (HCT-15 and HT-29). The effect of cigarette smoke on cell

viability, reactive oxygen species, cell membrane integrity, cell apop-

tosis and proliferation was assessed by MTT, DCFHDA, DHE, DHR123,

FDA, AnnexinV-PI, and CYQUANT kit respectively. We screened both

cell lines for different PLA2 isoforms expression by using RT-PCR. The

cell viability, cell membrane integrity and proliferation, deteriorated

with time and increase in cigarette smoke concentration which may be

due to increased ROS production and apoptosis. Both the cell lines

expressed all the PLA2 isoforms except IIA, IIE, V, and VII. Expression

of IID was increased with higher concentration of cigarette smoke in

HCT-15 cells. It seems that at least IID form of PLA2 and ROS is

responsible for inflammatory reaction induced by cigarette smoke in the

colon cancer cells.
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Ferritin L and Ferritin H are differentially located within hepatic
and extra hepatic organs under physiological and acute phase
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Ferritin L (FTL) and Ferritin H (FTH) subunits are responsible for

intercellular iron storage. We previously reported increasing amounts

of liver cytoplasmic and nuclear iron content during acute phase

response. Aim of the present study is to demonstrate intracellular

localization of ferritin subunits in liver compared with extra hepatic

organs of rat under physiological and acute phase conditions.

Rats were administered turpentine-oil (TO) intramuscularly to

induce a sterile abscess (acute phase model) and sacrificed at different

time points. Livers were harvested for RNA and protein extraction.

mRNA and protein expression was quantified utilizing RT-PCR and

Western blot analysis respectively. Immunohistochemistry was per-

formed utilizing horse-reddish-peroxidise conjugated secondary

antibody on 4 lm thick section. Liver cytoplasmic and nuclear pro-

tein was used for Western blot analysis.

A significantly increased hepatic expression of ferritin sub-units

was observed at mRNA and protein level during acute phase

response. Additionally, a slight but non-significant increase in mRNA

expression of ferritin sub-units was observed in heart, spleen and

brain. By means of immunohistology, FTL was detected in cytoplasm

while a strong nuclear positivity for FTH was evident in the liver.

Similarly, in heart, spleen and brain FTL was detected mainly in the

cytoplasm while FTH demonstrated intense nuclear and a weak

cytoplasmic expression. Western blot analysis of cytoplasmic and

nuclear fractions from liver, heart, spleen and brain further confirmed

mainly cytoplasmic expression of FTL in contrast to the nuclear and

cytoplasmic expression of FTH.

The data presented demonstrate the differential localization of

FTL and FTH within hepatic and extra hepatic organs being FTL

predominantly in the cytoplasm while FTH predominantly in nucleus.

The nuclear localization of iron storage protein may suggest transient

storage of iron within the nuclei which might be used to satisfy the

high metabolic load known for the acute phase response.
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The ERK 1/2 could be involved in regulation of primary
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Background: The achievement of reproductive competence as well

as the normal sustenance of adult reproductive activity is highly

affected by the availability of nutrients. The mechanisms by which

metabolic information is relayed to the reproduction and vice versa

are not entirely clear. However, Kisspeptin and its cognate receptor,

GPR54 have been implicated as part of the neural network that signals

information about metabolic status to the reproductive axis. Recent

studies revealed presence of Kiss-1/GPR54 in peripheral tissues

including liver. The regulation of some crucial hepatic function by

Kisspeptin-10 (KP-10) were also demonstrated. More recently the

direct action of exogenous KP-10 on liver lipid metabolism was also

demonstrated in vitro. In addition, it was reported that activation of

GPR54 by kisspeptin results in ERK 1/2 MAPK phosporylation.
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The aim: We aimed to investigate the kisspeptin-related regulation

of proliferation and survival of isolated murine primary hepatocytes.

We further focused to elucidate the possible molecular mechanism

of KP-10 action. Regarding to recent references reports we initially

addressed our investigations to ERK1/2 Pathway involvement in

KP-10 signaling in the liver.

Materials and methods: The expression of Kisspeptin/GPR54 sys-

tem in primary hepatocytes was confirmed by the Real Time PCR.

The Caspase-3 activity, cell viability (MTT assay) and cell death were

assignment in vitro on isolated murine hepatocytes exposed to KP-10

with or without pharmacological blockade of ERK 1/2 pathway

(U0126). The ERK 1/2 phosphorylation was assayed using Western

blotting followed by particular specyfic antigen immunoprecipitation.

Results and conclusions: Our preliminary results indicate that

Kisspeptin-10 enhances hepatocytes survival in ERK1/2 dependent

manner. Here we demonstrated for the first time the direct ERK 1/2

activation by exogenous KP-10. However, the postulated Kisspeptin-

10tx regulation of hepatocytes biology should be verified and detailed

in further extensive studies.

The study was supported by NCN grant 2011/01/B/NZ4/04992.
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Circulating histones indicate diseases activity and exacerbate
inflammation in acute liver failure
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Introduction: Activation of systemic inflammatory responses syn-

drome (SIRS) may critically promote acute liver failure (ALF), but

the key factors that trigger SIRS in this process are unknown.

Extracellular histones are a newly recognized mediator released

and implicated in a variety of inflammatory states. It is likely that

the release of histones into the circulation initiates and amplifies

inflammation during the course of ALF. In this study, we used a

murine model of ALF caused by GalN/LPS, and human plasma

samples from patients with ALF to test a putative inflammatory role

of circulating histones.

Methods: Mice were given a lethal dose of GalN/LPS to induce ALF.

Hepatic function, liver histology and hepatocyte apoptosis as well as

circulating histones were measured. To further check the role of

histones, exogenous histones and anti-histone neutralized antibody

were administered to GalN/LPS-treated mice, respectively. Mean-

while, human plasma samples from ALF patients were analyzed for

the levels of circulating histones and the possible mechanisms asso-

ciated with cytotoxicity and activation of inflammation.

Results: GalN/LPS caused severe liver damage in mice, as evidenced

by increased ALT levels, massive hepatocyte apoptosis. Circulating

histones were found increased notably in GalN/LPS-treated mice and

correlated with ALT levels. Exogenous histones demonstrated potent

toxic effects by decreasing the survival rate in mice, whereas anti-

histone antibody significantly protected mice from death. Similarly,

circulating histones were elevated considerably in the plasma of

patients with ALF compared to healthy controls. It was found that the

plasma in ALF patients was cytotoxic to mouse primary hepatocytes

and activated mouse NPCs, whereas anti-histone antibody blocked

such the effect.

Conclusion: Circulating histones may act as a marker indicating the

severity of ALF. Besides, histones contribute to liver damage by exac-

erbating inflammation and blockade of circulating histones shows potent

protective effects, which may become a potential therapeutic target.
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Autologous mesenchymal stem cell (MSC) transplantationfor
Egyptian patients with end stage liver disease

Hosny Salama

Hepatology, Cairo University, Cairo, Egypt

Introduction: Liver transplantation has been the most effective

treatment for patients with end-stage liver disease, but is critically

limited by its expenses and shortage of available donor. The trans-

plantation of autologous bone marrow-derived stem cells holds great

potential for treating hepatic cirrhosis.

Materials and methods: This study was conducted on 40 patients

with end-stage liver failure After a written consent, patients were

randomized into two groups, each having 20 patients: (a) Treated

Group: For MSC treatment and (b) Control Group: They were given

standard medical treatment. Both groups were subjected to the fol-

lowing: (1) Clinical evaluation; (2) Laboratory investigations: Liver

and kidney biochemical profile, hepatitis serological profile, pro-

collagen-III peptides and (3) MELD and Child–Pugh score.(a) In

group I, Mobilization of Peripheral Blood Stem Cells (PBSCs) After

receiving G-CSF ((Geneleukim�, 300 lg) for 5 days. On day 6,

aspiration of Bone marrow MSC from the iliac crest was done.

A volume of 200-300 ml was aspirated, then separation of Bone

marrow MSC was done in the cell Lab. (b) Post treatment follow up
of the patients: Patients in both groups were followed regularly for six

months by clinical, biochemical and ultrasound examination.

Results: There was significant difference between treated group and

control group after two weeks till the end of the study in all laboratory

and clinical aspects according to serum bilirubin, albumin, INR, PC,

ALT folds, MELD score, Child Pugh score, performance score and

ascites. There is significant correlation coefficient between PIIINP

and prothrombin concentration, PIIICP and ascites after 3 months in

the treated group.

Conclusion: From this study, MSCT is a promising treatment modality

that improves the liver chemistry, fibrosis and performance status. Long

term follow-up with larger study population are recommended.
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Transplanted human bone marrow-derived mesenchymal stem
cells ameliorate carbon tetrachloride-induced liver cirrhosis
in rat

Chan Xie, Dong-Ying Xie, Liang Peng, Zhi-Liang Gao

Department of Infectious Disease, The Third Affiliated Hospital,

Sun Yat-sen University, GuangZhou, China

Background: To investigate the efficacy and mechanism of allogeneic

Human bone marrow -derived mesenchymal stem cells (hBMSCs)

transplantation for the treatment of hepatic cirrhosis.

Methods: hBMSCs were separated from healthy adults and charac-

terized by examining cell markers. SD rats cirrhosis model was

established by infusion of 6.0 ml/kg body weight of carbon tetra-

chloride (CCl4) mixed with olive oil (1:1 ratio), twice a week up to

7 weeks. Twenty rats were randomly divided into two groups: a model

group receiving continuous 3 ml/kg CCl4, and a cell transplantation

group receiving continuous CCl4 and transplanted with fluorescent-

labeled hBMSCs. All rats were sacrificed after 2 wk following the

initiation of the cell transplant. Pathological analyses and serum

biochemical tests were used to evaluate the efficacy of hBMSCs
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transplantation. RT-PCR and Western blotting were employed to

detect a smooth muscle actin (a-SMA) and human collagen I (Col-1)

expression in hepatic tissues.

Results: Gross morphological, histopathological examinations and

serum biochemical tests demonstrated that hepatic cirrhosis was suc-

cessfully established in the rats. GFAP-labeled BMSCs were strongly

and diffusely present near the expanding septa and in the perisinusoidal

spaces of sidual hepatic parenchyma; however, no fluorescent cells were

observed in sections from the untreated cirrhotic rats and few BMSCs

were stayed at lung and spleen. Following hBMSCs transplantation,

there was a significant reversal in the gross appearance, histopatholo-

gical properties, and serum biochemical parameters of the rat liver. In

addition, a-SMA and Col-1 mRNA and protein levels became signifi-

cantly lower than in the untreated cirrhotic group (P \ 0.05).

Conclusion: hBMSCs are able to survive in the livers of cirrhotic rats

without effect other organs. The transplantation of hBMSCs signifi-

cantly decreased the fibrosis formation and progression of CCl4-

induced cirrhosis, providing a new approach for the treatment of

fibrotic liver disease.
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Efficacy of autologous bone marrow derived mesenchymal stem
cell transplantation in patients with liver cirrhosis

Murat Kantarcioglu1, Ferit Avcu1, Yıldırım Karslıoğlu1,
Hasan Gurel1, Gurkan Celebi1, Bulent Karaman1, Aydin Aslan1,
Meral Akdogan Kayhan2, Ali Uğur Ural3, Sait Bagci1

1Gulhane Military Medical Academy, 2Turkiye Yuksek Ihtisas

Hospital, 3Bayindir Hospital, Ankara, Turkey

Background and aims: Several limitations and complications of

liver transplantation, urge the search for new treatment modalities in

patients with liver cirrhosis. Many studies encourage use of bone

marrow derived mesenchymal stem cells (MSC) for liver diseases. By

this study we assessed the changes in liver functions, fibrosis levels

and proliferation rates in cirrhotic patients after periferically autolo-

gous MSC transplantation.

Methods: 25 patients with biopsy proven liver cirrhosis, regardless of

their etiologies were enrolled. Bone marrows were obtained from

posterior iliac crests and sent to Aticell�/Trabzon for MSC expansion.

Patients received 1 9 106 MSCs per kg. via peripheral vein. Bio-

chemical parameters monthly, Periodical USG and CT imaging, liver

biopsies before and at sixth month were performed. Liver specimens

were assessed by hematoxylin eosin, Moc-31, Ki-67, CD 133 staining.

Results: Because of failure in MSC expansion, liver transplantation,

exitus due to cirrhotic complications; 13 patients were excluded. 12

patients had MSC transplantation. Clinical and biochemical

improvement were seen in 3 autoimmune, 1 cryptogenic and 2 non-

responder hepatitis C—cirrhotic patients. HCV RNA levels of the last

two patients both got negative after MSC transplantation. No side

effect was seen after MSC infusion and the procedure was well tol-

erated. Histopathologic examinations of liver tissues before and at the

sixth months revealed no difference regarding fibrosis, proliferation

and existence of progenitor cells.

Conclusions: Our data confirms the safety and feasibility of autologous

MSC transplantation via peripheral vein. Observing no difference in

histopathology of consecutive liver biopsies suggests that MSCs could

not reach the liver and possibly were held in lung capillary bed.

Improvement in patients with autoimmune, cryptogenic and nonre-

sponder HCV etiologies, may have happened through secreted

immunomodulator mediators by MSCs which is an ‘‘endocrine effect’’.
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Small molecule epigenetic inhibitors improve hepatic
differentiation of aged human Ad-MSCs by DNA demethylation

Xueying Yan1, Sabrina Ehnert1, Zhiyong Wang1, Paul A. de
Sousa2, Andreas Klaus Nussler1
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2MRC Centre for Regenerative Medicine, the University of
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Background: Adipose-derived MSC (Ad-MSCs) is potential to apply

in cell therapy treating many liver diseases. However, these cells

undergo an age-related functional deterioration. The DNA methyla-

tion pattern was reported to be relevant to stem cell development

and aging. This study aims to investigate age-related changes of

Ad-MSCs and the possibility to improve the hepatic differentiation in

aged Ad-MSCs using epigenetic inhibitor 5-Azacytidine (AZA).

Methods: Ad-MSCs were grouped into young (donor \45 years old)

and old ([60 years old). Their stem cell functions were evaluated by

expression of pluripotency genes (NANOG, OCT-4 and LIN28A) and

functional tests after hepatic differentiation: i.e. glucose/urea pro-

duction and Phase I/II enzymatic activity. Distribution of 5hmC/5mC

and TET gene expression was measured to assess the status of DNA

demethylation. Afterwards, Ad-MSCs was treated with AZA 20 lM

for 24 h. The assays above were compared between young and old

Ad-MSC as well as between those with/without AZA treatment.

Results: An age-related decrease of pluripotent markers NANOG,

OCT-4 and LIN28A was demonstrated in old Ad-MSCs, accompa-

nied with an impaired hepatic differentiation in respect of glucose

production and Phase I/II enzymatic activity. Old Ad-MSCs exhibit

lower expression of 5hmC, higher 5mC and reduced TET1/3 gene

expression. AZA treatment increased expression of pluripotent genes

and significantly improved hepatic functions i.e. it increased the

glucose plus urea production and phase I/II biotransformation. In old

Ad-MSC, AZA treatment also showed its demethylation effect by the

decease 5mC, while 5hmC along with TET2 and TET3 expression

was increased in the Ad-MSCs from old donors.

Conclusion: Decreased 5hmC level was found in aged Ad-MSC for

the first time in this study, which implies a reduced DNA demeth-

ylation involves in stem cell aging. AZA treatment is promising to

rejuvenate aged Ad-MSCs and optimize their application in regen-

erative medicine.
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Super-functional and high responsive in vitro liver model derived
from mouse ES cells and its application to a liver chip

Yoh-Ichi Tagawa, Miho Tamai

Graduate School of Bioscience and Biotechnology, Tokyo Institute

of Technology, Yokohama-shi, Japan

Hepatocyte in liver architecture faces sinusoids (the basal domain), bile

canaliculus (apical domain), and adjacent hepatocytes, that is, hepato-

cyte is polygonal and multipolar in liver but not in monolayer culture.

Hepatocytes can express the liver-specific functions in only this struc-

tural environment of hepatic tissue. Because primary monolayer culture

of hepatocytes lose structural polarity, it is difficult to use the culture for

assays of hepatic functions including drug metabolism. In recent, we
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succeeded to establish the murine ES cell-derived in vitro liver organ-

ogenesis model, IVLmES, consisting of not only hepatocytes but also

endothelial networks together with cardiac mesoderm differentiation.

The IVLmES has higher expression of liver-specific genes, potential of

ammonia degradation, and activities of cytochrome P450 s than those

in the primary culture of hepatocytes. Glucose level in the medium of

the IVLmES decreased at high insulin, while increased at the high glu-

cagon concentration, suggesting that glucose level could be controlled

in the IVLmES. Furthermore, multidrug resistance-associated protein 2

(MRP2) and organic anion-transporting polypeptide 2 (OATP2) were

confirmed to be functionable in the IVLmES, but not in the primary

culture of hepatocytes, suggesting that the IVLmES were succeeded in

having the hepatic multi-polarities. Also, the results of the IVLmES were

similar to those of in vivo liver perfusion experiment. Based on these

findings, the IVLmES is expected to be able to mimic in vivo functions in

the liver. Now, we are trying to equip the IVLmES with medium-cir-

culating system using micro-device like the blood, expecting close to

the in vivo metabolism system.
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The new strategy of autologous hepatocyte transplantation
for liver failure after massive hepatectomy

Sadahiko Kita1, Takamichi Ishii1, Katsutaro Yasuda1, Hokahiro
Katayama1, Takayuki Kawai1, Yukie Elena Yoshitoshi1,
Masatoshi Kajiwara1, Takahiro Ochiya2, Etsuro Hatano1,
Toshimi Kaido1, Shinji Uemoto1

1Surgery, Graduate School of Medicine Kyoto University, Kyoto,
2National Cancer Center Research Institute, Tokyo, Japan

Aims: Postoperative liver failure is one of the most critical compli-

cations of extensive hepatectomy for hepato-biliary cancer. Allo-

hepatocyte transplantation has been considered as an attractive

method for lethal post-hepatectomy liver failure, which could be an

alternative to liver transplantation. However, this therapy needs graft

hepatocytes from donors and immunosuppressive agents after trans-

plantation. On the other hand, resected livers of patients with hepato-

biliary cancers contain not only cancer cells but also large amount of

normal hepatocytes. In this study, we aimed to utilize normal hepa-

tocytes that existed in resected livers, and evaluate the effectiveness

of autologous hepatocyte transplantation in animal models of post-

hepatectomy liver failure.

Method: Post-hepatectomy liver failure was induced by 90 % hepa-

tectomy in F344 wild-type rats. Graft hepatocytes were obtained from

F344 transgenic rats carrying the enhanced green fluorescent protein

(EGFP) gene. The isolated hepatocytes were transplanted into mes-

entery of hepatectomized wild-type F344 rats. We evaluated the

engraftment of the transplanted cells using trans-illuminator, their

hepatic function at the implanted sites by immunohistology, and their

effects on survivorship of extensive hepatectomized rats. Then, to

evaluate the function of transplanted hepatocytes, we transplanted

into the mesenteries of Nagase analbumin rats (NARs), and measured

the serum level of albumin.

Result: The transplanted cells were successfully engrafted into recipi-

ents’ mesenteries, which were confirmed by detecting green fluorescence

and immunohistochemistry. At 7 days after transplantation, the survival

rate of the hepatocyte transplantation group (69.2 %) was significantly

improved (p = 0.00043) in comparison to that of the non-transplantation

group (7.7 %). Moreover, at 1 day after transplantation, rat-albumin was

markedly increased in serum of transplanted NARs.

Conclusion: This study demonstrates the possibility of the autologous

hepatocyte transplantation for treatment of post-hepatectomy liver

failure. Our results may open the doors to the possibility of the

autologous hepatocyte transplantation to prevent from post-operative

liver failure.
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Study of the immunoregulation mechanism of bone mesenchymal
stem cells in vitro

Hong-Li Song, Zhong-Yang Shen, Jie-Jing, Du

Tianjin First Central Hospital, Tianjin, China

Objective: To investigate the immunoregulation mechanism of

allogeneic bone mesenchymal stem cells (BM MSCs) on T lympho-

cyte cell proliferation.

Methods: Several BM MSCs and T lymphocyte cell from Wistar rats

were cocultured. There were 3 groups, comprising splenic lympho-

cyte/BM MSCs + ConcanavalinA (ConA) (experimental group),

splenic lymphocyte + ConA (control group), splenic lymphocyte

(blank). Detect the viability of T lymphocyte by 3-(4,5-Dimethyl-

thiazol-2-yl)-2,5-diphenyltetrazolium bromide (MTT), detect the

level of cell factor: tumor necrosis factor-alpha (TNF-a), interleukin-

10 (IL-10) and transforming growth factor-b (TGF-b) by enzyme

linked immunosorbent assay (ELISA), and detect the expression

percentage of Foxp3+ regulatory T cells by flow cytometry.

Results: (1) T lymphocyte cell proliferation were significantly lower

in experimental group compared with control group (P \ 0.05).(2)

TNF-a were significantly lower in experimental group compared with

control group (P \ 0.05). IL-10, TGF-b were significantly greater in

experimental group compared with control group (P \ 0.05). (3) The

level of regulatory T cell in experimental group were significantly

greater compared with control group (P \ 0.05).(4) With the extent

of time, the level of T lymphocyte cells were significantly decreased.

Conclusion: T lymphocyte cell proliferation are significantly lower in

experimental group compared with control group, so is the level of

TNF-a. But BM MSCs can secrete IL-10 and TGF-b and boost the

level of regulatory T cell to promote immune tolerance.
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Prediction of hepatocellular cancer stem cell microRNA

Cheng-Maw Ho, Jia-Ling Lee, Tzu-Min Huang, Yao-Ming Wu,
Ming-Chih Ho, Rey-Heng Hu, Po-Huang Lee

NTUH, Taipei, Taiwan, R.O.C.

Background: The aim of this study is to find out potential significant

microRNAs in hepatocellular cancer stem cells (CSC) by comparing

the microRNA profiling of hepatocellular carcinoma (HCC) to that of

embryonic stem cells (ESC).

Method: A total of 84 patients with HCC received primary resection

were enrolled in this study. HCC(T) and nearby non-tumor liver

(N) tissues were sampled for microRNA Illumina BeadArray and

validated by Real-Time PCR analysis. Ten samples from living donor

(D) livers were used as control. Candidate miRNAs were selected by

using paired-T or T test with FDR correction and p-value \ 0.05 and

TN (or TD) ratio [ 2 or \ 0.5. Selected microRNAs were further

reviewed to identify the very microRNAs significantly involved in

ESC microRNA profiling based on current literature.
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Results: Three of 15 differently expressed microRNAs were sieved

out to be ESC-related in TN comparison (up: miR 96; down: miR

199a-5p, miR 200a), 11 of 96 in TD comparison (up: miR 372, miR

34a, miR 221; down: miR199a-5p, miR 200a, miR 130a, miR 154*,

miR 494, miR 19b, miR 19a, miR 301a), and 7 of 57 in ND com-

parison (up: miR 34a, miR 221; down: miR 154*, miR 494, miR

19b, miR 19a, miR 301a). Selected miRNAs were associated with

pluripotency (miR 372, miR 494, miR 154*, miR 199a), lineage dif-

ferentiation or development (miR 154, miR 34a), control of epithelial-

mesenchymal transition (miR 200a, miR 200b, miR 429), and onco-

genic function (self-renewal) (miR 18a, miR 19a). microRNAs

associated with pluripotency (miR 494, miR 154*, miR 19a) were

found down-regulated in non-tumor liver tissues N compared to

healthy donor liver tissues D.

Conclusion: Selected microRNAs potentially significantly associated

with CSC in HCC were reported. Further mechanism of CSC

hepatocarcinogenesis is going to be investigated.
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Peptidyl-prolyl isomaerase Pin1 augments liver regeneration
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Peptidyl-prolyl cis/trans isomerase, Pin1, is a member of parvulin

family of PPIase enzyme that regulates post phosphorylation reaction,

and modulates cell signaling mechanism. Studies have shown the role

of Pin1 in normal and pathological condition. The role of Pin1 in

regeneration of liver is still unknown. In this study, In vivo and in vitro

experiments were carried out to analyze the direct role of Pin1 in the

liver regeneration. Pin1 was over expressed in the AML12 hepatocyte

cell line using adenovirus encoding Pin1 (Ad-Pin1) and TGF-b was

treated. In a separate study, Pin1 in hepatocytes was inhibited by

Juglone and treated with TGF-b. In vivo experiment was carried out by

over expressing Pin1 in the liver of mice using Ad-Pin1 and a single

dose of carbon tetrachloride (CCl4) was injected to induce liver injury.

Further, evaluation was done by the analysis of expression of cell cycle

proteins, serum markers and tissue histology.

Pin1 over expression in the AML12 cells significantly increased cell

viability when treated with TGF-b, compared to LacZ over expressed

cells. Similarly, TGF-b-induced cytotoxicity was increased when Pin1

was inhibited by Juglone. The increase expression of cyclin D1 in the

liver tissue after CCl4 injection was similar to the increase expression of

Pin1, with a peak expression obtained at 24 h. The increase expression of

PCNA was observed at 48 h and remained elevated up to 96 h after CCl4
injection. Numbers of PCNA positive hepatocytes were higher in Pin1

over-expressed mice compared to LacZ control mice. Pin1 over

expressing mice showed complete recovery of injury after 48 h, where

injury persisted up to 96 h in the control mice.

In conclusion, Pin1 augments liver regeneration in mice during

acute liver injury.
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EGR1 control the differentiation of BM-derived mesenchymal
stem cells into hepatocyte with mesenchymal-to-epithelial
transition

Hye-Lim Kim, Jung Hoon Cha, Na Ri Park, Si Hyun Bae,
Jong Young Choi, Seung Kew Yoon
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Background and aims: MET and the reverse process, EMT, both

occur in normal tissue, including gastrulating and regenerating tissue.

MET in hepatic stem cells is important to multiple processes,

including hepatic differentiation and liver development, regeneration.

EGR 1, transcription factor of early growth response gene family, is

induced in the responses to a number of growth and differentiation

factors. The aim of this study is to investigate that EGR1 acts as a key

regulator of EMT/MET in the process of hepatogenic differentiation

from BM-MSCs.

Methods: Based on the 2 step protocol, BM-MSCs were cultured for

hepatic differentiation. Pas staining and Urea production were per-

formed to verify the functionality of hepatic differentiation. To search

for novel proteins in BM-MSCs before and after differentiation,

protein/DNA array was performed. To determine the effect of EGR1,

BM-MSCs were infected by lenti-EGR1 and lenti-shEGR1. EMT

markers (N-cadherin, vimentin, a-SMA) and MET markers (E-cad-

herin, CK18) were identified during the hepatic differentiation of

infected BM-MSCs.

Results: During differentiation proceeds, stem cells change in shape

from spindle to polygon with larger size and tighter intercellular

connections. Intracellular glycogen and urea production was signifi-

cantly increased from day 1 to day 28. The mRNA expression of liver-

specific genes was upregulated. In order to study key regulator in

hepatic differentiation, we performed protein/DNA array. EGR1 in

differentiated BM-MSCs were significantly increased during the cul-

ture compared to undifferentiated BM-MSCs. Therefore, BM-MSCs

were differentiated after infected by lenti-EGR1 and lenti-shEGR1.

The forced expression of EGR1 induced MET related genes and liver-

specific genes, whereas downregulation of the EGR1 expression

decreased MET related genes and hepatic differentiation.

Conclusions: In this study, we identified novel factors in the process

of hepatic differentiation through inducing the MET process. Our

study suggests that EGR1 were expected to the ‘‘transcription factor

therapy’’ as novel strategy in future clinical treatment.
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‘‘Just transplanted’’ allogeneic mesenchymal stem cells in liver
specimen of a patient with Wilson cirrhosis

Murat kantarcioglu1, Deniz Torun1, Yildirim Karslioglu1, Ferit
Avcu1, Hasan Gurel1, Bulent Karaman1, Aydin Aslan1, Meral
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Introduction: Wilson’s disease is an autosomal recessive genetically

inherited disorder of copper metabolism, causing neurological, psy-

chiatric and liver disorders. Cirrhosis is the end stage of liver disease

in these patients, transplantation can be the only cure. Many studies

encourage use of allogeneic bone marrow (BM) derived mesenchymal

stem cells (MSC) for genetic liver diseases.

Case description: On behalf of establishing an alternative therapy;

we are performing an ongoing study titled ‘‘Efficacy of in vitro

expanded bone marrow derived allogeneic MSC transplantation via

hepatic artery in patients with Wilson cirrhosis’’ (ClinicalTrials.gov

Identifier:NCT01378182). A 32 years old, male patient with early onset
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liver cirrhosis due to Wilson’s disease was enrolled. BM was obtained

from posterior iliac crest of an unrelated, healthy volunteer female

donor and sent to Acibadem Labcell�/Istanbul for MSC expansion.

Patient received 7 9 107 allogeneic BM derived MSCs via hepatic

artery by angiographic catheterization. Patient did not receive any

immunosuppressive medication. No side effect or no allergic reaction

was seen after MSC infusion and the procedure was well tolerated. His

former liver biopsy was performed 72 h after transplantation. Liver

specimen was assessed by X, Y Fluorescein in situ hybridization (X,

Y-FISH) and histopathologic examination. Transplanted MSCs with

XX chromosomes were observed in the specimen (Fig. 1). The via-

bility, proliferation rates and differentiation capacities of transplanted

cells will be assessed by control biopsy at the 6th month.
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Effect of mesenchymal stem cell on hepatic fibrosis
in thioacetamide-induced cirrhotic rat model
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Background/aim: Cirrhosis is a long-term consequence of chronic

hepatic injury with fibrosis and no effective therapy except liver

transplantation is currently available for decompensated cirrhosis.

However, some practical limitations in liver transplantation lead us to

a need for new therapeutic paradigm in this field. Recent reports have

shown that the mesenchymal stem cells (MSCs) have the plasticity to

differentiate into some kinds of tissue cells and improve organ

function. Hence, we investigated the effect of direct inoculation of

human bone marrow derived MSCs (BM-MSCs) in thioacetamide

(TAA)-induced cirrhosis in a rat model.

Methods: Adult Sprague–Dawley rats were allocated into three

groups (each group, n = 15) as follows: G1, shame; G2, TAA-con-

trol; G3, TAA + BM-MSC. To induce cirrhosis, 200 mg/kg TAA

injection was done twice a week for 12 weeks in G2 and G3. 2 9 106

cells of amplified human BM-MSCs were injected directly into the

right liver lobe twice, at weeks 6 and 8 in G3. At 12 weeks, the effect

of BM-MSCs on cirrhosis was analyzed histomorphologically using

Laennec scores. a-Smooth muscle actin (a-SMA) expression by

immunohistochemical staining, relative expression of collagen type 1,

and transforming growth factor b (TGF-b) were also evaluated by

real-time reverse transcriptase-polymerase chain reaction.

Results: Laennec scores were 0, 5.4 ± 0.7 and 3.7 ± 1.06 in G1, G2

and G3, respectively. Histologically, BM-MSCs injected group (G3)

showed significant suppression of hepatic fibrosis compared with

TAA-control group (G2)(P \ 0.001). Expressions of a-SMA (%)

were significantly lower in G3 than in G2 (3.08 ± 1.26 vs.

7.00 ± 4.12, P \ 0.05). Also, the relative expression of collagen type

1 and TGF-b1 in RT-PCR were 0.64 ± 0.24, 2.06 ± 0.51,

1.32 ± 0.31 and 0.62 ± 0.28, 5.89 ± 3.05, 2.22 ± 1.41 in G1, G2

and G3, respectively P \ 0.005).

Conclusion: Our results showed that BM-MSCs could attenuate liver

fibrosis in rats with TAA-induced cirrhosis, raising the possibility for

clinical use of BM-MSCs in the treatment of cirrhosis.
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cells (AHSCT) in patients with primary biliary cirrhosis (PBC)
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Background: PBC is a liver disease in which an immune-mediated

injury targets the small intrahepatic bile ducts. It is proposed, the

AHSCT influence on the molecules of autoreactivity and then the

proinflammatory cells are eliminated. Consequently generation new

naı̈ve T-lymphocytes in patients is interrupted, it results to the res-

toration of the tolerance to autoantigens.

The aim of the study: to evaluate of efficiency of AHSCT including

to the PBC treatment. Indication: the refractory to the standard

therapy.

The methods: 10 patients with primary biliary cirrhosis: 4 with the II

morphological stage PBC, 2—III stage, 2—IV stage and 2—with

overlap syndrome: PBC IIIst + AIH. The AHSCT has realized by 2

stages: 1—aspiration of bone marrow suspension in the amount 200 ml;

phenotyping of cells by cell cytometer BD; isolation of the mononuclear

Fig. 1 Female MSC
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fraction and precultivation it during 24–48 h. 2—intravenous trans-

plantation of the cells suspension. The cytokines levels were

investigated in the cell supernatant and in the blood serum by ELISA.

The results: 7 days after AHSCT the tests have shown the decrease

of ALT level from 1.930 ± 0.300, Std. Deviation (SD) 0.949, to

1.466 ± 0.260, SD = 0.821, p = 0.007, of AST level from 1.926 ±

0.415, SD = 1.313 to 1.384 ± 0.207, SD = 0.655, p = 0.005, the

total bilirubin level from 60.184 ± 22.539 mkmol/l, SD = 71.275 to

43.619 ± 17.498, SD = 55.334, p = 0.005, the level of direct bili-

rubin from 44.751 ± 20.605, SD = 65.158, to 20.074 ± 11.447,

SD = 36.200, p = 0.007. The parameters of serum protein

69.688 ± 2.457, SD = 7.770, to 77.465 ± 1.172, SD = 3.706,

p = 0.005 and serum albumin 39.712 ± 2.853, SD = 9.0197, to

44.088 ± 2.619, SD = 8.282, p = 0.028 increased. Three months

later the levels of IL-10, IL-12p70, IL-17, IL-2 and IL-4 didn’t change

significantly, IFN-c level was increased (p = 0.005). IL-1b level

(p = 0.006) and TNF-a level (p = 0.005) decreased. The SF36

results showed significant improvement. These results have shown the

efficiency of AHSCT including to PBC treatment. But clinical trial

needs to histological confirming.
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Human bone marrow mesenchymal stem cells expressing
interferon-b gene significantly attenuate hepatocellular carcinoma
through inhibit AKT/FOXO3a pathway

Chan Xie, Quan-Shao ZHANG, Jun-Qiang Xie, Geng-Lin Zhang,
Liang Peng, Dong-Ying Xie, Zhi-Liang Gao

Department of Infectious Disease, The Third Affiliated Hospital,

Sun Yat-sen University, GuangZhou, China

Objective: This study aim to investigate using of bone marrow

mesenchymal stem cells (BMSC) genetically engineered to produce

interferon-b (IFN-b) as a gene delivery system to treat liver cancer

in vitro and in vivo.

Methods: We used ELISA to detect the IFN-b secretion in the BMSC

culture condition medium (CM) and measured the effect of BMSCs/

IFN-b on hepatoma cells proliferation by MTT and colony formation

assay. We used Brdu staining and cell cycle analysis to investigate the

effect of BMSC on hepatoma cell cycle. RT-PCR and Western

blotting was used to detect cell cycle related proteins and AKT sig-

naling pathway.

Results: MTT showed hepatoma cell had a lower growth rate from the

first three days when cultured in BMSC/IFN-b-CM compared to in

BMSC/vector-CM or DMEM culture group. The number of colony

forming and clone size detected in BMSC/IFN-b-CM cultured cells was

less than the control group. Co-cultured with BMSC/IFN-b-CM dra-

matically decreased the percentages of cells with incorporated BrdUrd.

In BMSC/IFN-b-CM treated liver cancer cells, the proportion of G1

phase cells increased but decreased in S phase of the cell (the ratio of S

phase cells for BMSC/vector:BMSC/IFN-b in HepG2: 20.5 ± 1.8 %:

11.2 ± 1.2 %, t = 7.53, P \ 0.01; Huh7: 24.7 ± 1.8 %: 12.7 ±

2.0 %, t = 7.87, P \ 0.01). BMSC/IFN-b inhibited HCC growth in

NOD/SCID mouse. Compared with the control group, P21 and P27

expression of hepatoma cells increased, while CyclinD1 and phos-

phorylation of Rb expression decreased when co-cultured with BMSC/

IFN-b-CM. It was mechanistically associated with suppression of Akt

activity and enhanced transcriptional activity of FOXO3a.

Conclusion: IFN-b gene modified BMSC can effectively inhibit the

proliferation of hepatoma cells in vitro and in vivo through inhibit

AKT/FOXO3a pathway. These results indicate that BMSC/IFN-b are

a powerful anti-cancer cytotherapeutic tool for HCC.
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Expression and significance of BMP-2 and BMP-4 in regenerated
liver of exogenous Noggin model rats

XU Cui-Ping

Shanxi Medical University, Taiyuan 030001, Shanxi Province, China

Aims: Studying the effects of BMP-2 and BMP-4 on the process of

liver regeneration after partial hepatectomy (PH) in wistar rats.

Methods: Eighty healthy and male Wistar rats were randomly divi-

ded into 4 groups. Taking 8 rats as normal control (NC) group,

another 72 Wistar rats were performed Partial hepatectomy. They

were divided into three groups: normal sodium group (NS), low dose

Noggin group (NL), high dose Noggin group (NH). To observe the

change of liver regeneration rate. To study the expression of BMP-2

and BMP-4 in the regenerated liver by the method of immunohisto-

chemistry at different time points.

Results: (1) Liver regeneration rate in NL, NH were significantly

decreased than NS at 12 h (P \ 0.01). There were no significantly

differences among three groups at 48, 72 h after PH (P [ 0.05). (2) The

expression of BMP-2 in each group were decreased at 12 h (P \ 0.01),

it in NL, NH were decreased than NS (P \ 0.01), and it in NH were

decreased than NL (P \ 0.01). At 48 h, the expression of BMP-2 in NS

were increased than NL and NH (P \ 0.01). At 72 h, the expression of

BMP-2 in NS were increased than NL and NH (P \ 0.01. (3) The

expression of BMP-4 in the each group all begin to decrease at 12 h and

drop to the lowest at 48 h and start to upswing; It has statistical sig-

nificance among NS, NL and NH at each time point (P \ 0.05).

Conclusions: (1) BMP-2 is a negative regulator of hepatocyte pro-

liferation downregulated in the regenerated liver. The negative

regulator of BMP-2 on liver regeneration may be concerned with the

density of BMP-2, it may have the limitation or scope both of the dose

and density. (2) BMP-4 regulate the process of liver regeneration, it

may participate the process of the formation of liver nonparenchymal

cell and hepatic cord, and it may participate the process of liver

contour.
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The study of genes transcriptional regulation in mouse liver
regeneration by partial hepatectomy

Zhaohui Tang
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University School of Medicine, Shanghai, China

Objective: To study cellular and molecular mechanisms and patho-

physiological significance of liver regeneration in mice by partial

hepatectomy.

Methods: ZHX2, ZBTB20, AFP and GPC3 genes in the regenerating

liver tissue of partial hepatectomy rodent model were monitored by

real-time PCR analysis at different recovery time points.

Results: From 24 to 72 h, ZHX2 and ZBTB20 genes was repressed

significantly, then elevated to normal level after 72 h; AFP and GPC3

mRNA level dramatically increased after 24 h, reached peak at 72 h,

then returned to normal level.

Conclusions: ZHX2 inhibits APF and GPC3 gene transcription.

ZBTB20 may be another negative regulatory zinc finger gene towards

GPC3.
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Hepatocyte growth factor-mediated paracrine regulation
of hepatic cells by multipotent mesenchymal stromal cells

Kunpeng Hu, Nan Lin, Jizong Lin, Lei Tan, Ruiyun Xu

The Third Affiliated Hospital of Sun Yat-Sen University, Guangzhou,

China

Multipotent mesenchymal stromal cells (MSC) have been reported to

prevent the development of liver fibrosis and have emerged as a

promising strategy for cell-based therapy. However, the underlying

therapeutic mechanism remains unclear. Apoptosis of hepatic cell is

an important event in the development of liver fibrosis. We hypoth-

esized that MSC play an important role in regulating hepatic cells

apoptosis through paracrine mechanisms. To investigate the paracrine

interactions between MSC and hepatic cells, a co-culture experi-

mental model was developed using human MSC and human hepatic

cell. We demonstrate that hMSC express Hepatocyte growth factor

(HGF) and hepatic cells express the receptor c-Met. Results acquired

from transwell co-culture experiments using hepatic cell and hMSC

showed that hMSC secrete HGF, which reduces hepatic cells apop-

tosis. These findings demonstrated that hMSC indirectly modulate

hepatic cells in vitro via HGF-mediated signaling cascades and pro-

vide a potential mechanism of how transplanted MSC are effective in

treating liver fibrosis.
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region) Federal University, Kazan, Russia

Background: Alcoholic liver disease leading to liver cirrhosis (LC)

and its complications is a common problem worldwide. Nevertheless

therapeutical treatment of LC is not much effective while liver

transplantation isn’t available in many countries. All this makes the

search of new treatment options for LC patients quite important.

Cholangiocytes as well as hepatocytes are damaged in case of alco-

holic liver cirrhosis resulting in increasing of bile ducts number

comparing to intact liver.

Aim: So the aim of our work was to follow the dynamics of bile ducts

number before, 3 and 12 months after transplantation of autologous

hematopoietic stem cells (HSCs) in patients with alcoholic LC.

Materials and methods: The study was performed on 12 alcoholic

LC patients. Liver biopsy specimens were taken from patients before

transplantation of autologous HSCs mobilized by G-CSF from

peripheral blood and injected into celiac trunk, 3 and 12 months after

the procedure. Liver specimens were stained immunohistochemically

with antibodies against cytokeratin 7 (CK7) and cytokeratin 19

(CK19) which are specific for cholangiocytes.

Results: We observed single cells as well as groups of CK7 and CK19-

positive cells forming new bile ducts in alcoholic LC patients. These

newly formed bile ducts and single cells were localized predominantly in

the inflammation areas around the portal tracts, ‘‘crawling’’ throughout

the porto-portal and porto-central septa, and also were found in small

inflammatory infiltrates in the relatively undamaged parenchyma. Three

months after transplantation of HSCs the number of bile ducts dramat-

ically reduced probably due to the reduction of cholestasis and portal

areas damage. Twelve months post-transplantation the number of bile

ducts increased again but didn’t reach the initial level.

Conclusion: Our data suggest that transplantation of autologous

HSCs in patients with alcoholic LC leads to restoring of bile ducts

structure resulting in decreasing of their number.
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The immunoregulation mechanism of bone marrow mesenchymal
stem cells on the T lymphocyte in the existence of CaCo-2 in vitro
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Objective: To investigate the immunoregulation mechanism of

allogeneic bone marrow mesenchymal stem cells (BM MSCs) on T

lymphocyte cell proliferation in the existence of human colon carci-

noma cell line (CaCo-2).

Methods: Several Wistar rats are used to prepare BM MSCs and T

lymphocyte cell. BM MSCs are harvested from Wistar rat bone

marrow. The spleen is obtained to prepare splenic lymphocytes.

Select CaCo-2 in good condition as a model system for intestinal

epithelial. The cells are co-cultured in a 6 well culture-plate, fill the

well with CaCo-2 to form the intestinal environment, fill experimental

group with the third generation of BM MSCs and the fresh T lym-

phocyte cells, then fill ConA to stimulate T lymphocyte cells. There

are 4 groups, comprising splenic lymphocyte/BM MSCs/CaCo-2 +

ConA (experimental group), splenic lymphocyte/CaCo-2 + ConA

(control group), splenic lymphocyte + ConA (proliferation group),

splenic lymphocyte (blank group).

Results: Compared with control group, T lymphocyte cell prolifera-

tion were significantly lower in experimental group (P \ 0.05). TNF-

a were significantly lower (P \ 0.05). but IL-10, TGF-b were sig-

nificantly greater (P \ 0.05). The level of regulatory T cellline

experimental group were significantly greater (P \ 0.05). The level of

regulatory T cell was significantly lower with the extent of time.

Conclusion: In the existence of CaCo-2, T lymphocyte cell prolif-

eration were significantly lower in experimental group compared with

control group, so was the level of TNF-a. But BM MSCs can secrete

IL-10 and TGF-b and boost the level of regulatory T cell to promote

immune tolerance.
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Background and aims: Connective tissue growth factor (CTGF)

plays an important role in hepatic progenitors proliferation, but less is

known about how it influences their differentiation.

Methods: The differentiation of hepatic progenitors (WB-F344),

either stimulated with recombinant CTGF or stably transfected with a

CTGF overexpression plasmid, was investigated. Expression of the

differentiation markers a-fetoprotein (AFP), albumin (ALB) and

cytokeratin-19 (CK-19) were assessed. To confirm the effects of

CTGF on progenitors differentiation, cells were treated with an

inhibitor (WP631) of CTGF.

Results: Treatment of WB-F344 cells with recombinant CTGF for

24 h did not change the survival rate significantly, but the progenitors

were enlarged with decreased nuclear/cytoplasmic ratio. CTGF could

downregulate the expression of fetal hepatocytes marker (AFP), while

upregulate the mature hepatocyte cells marker ALB. The effect of

CTGF overexpression plasmid on WB-F344 cells differentiation was

consistent with a pattern of direct CTGF stimulation, including

decreased AFP and increased ALB expression. Furthermore, sup-

pression of CTGF induction by inhibitor was associated with

significant inhibition of hepatic progenitor cells differentiation into

hepatocytes. Importantly, we showed that differentiated WB-F344

cells by CTGF had in vitro functions characteristic of hepatocytes,

including ALB production, glycogen storage and cytochrome P450

activity.

Conclusion: Both recombinant CTGF and CTGF overexpression

plasmid induced hepatic progenitors differentiation into hepatocytes.

This was suppressed by the CTGF inhibitor.
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The hepatocyte-like differentiation of hUC-MSCs in fibrotic
and cirrhotic rats
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Yufeng Liu, Yan Feng, Xuesong Fu, Libo Zheng, Guochao Niu
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Medical University, Shijiazhuang, China

Mesenchymal stem cells (MSCs) are a group of stem cells deriving

from Mesoderm mesenchymal, which can differentiate into hepato-

cytes in vitro and in vivo. This study was to investigate whether

human umbilical cord-derived MSCs (hUC-MSCs) could differentiate

into hepatocyte-like cells in fibrotic and cirrhotic rats and its differ-

entiation mechanism.

Methods: Wistar rats received hypodermic injection of 2 mL/kg CCl4
dissolved in olive oil (2:3) twice a week to induce the liver fibrosis

and cirrhosis model. After the model was successful, hUC-MSCs

were injected into the rats via tail vein, saline as the control. Wistar

rats were randomly divided into following groups: control group

(n = 8), model group (Liver fibrosis model group and liver cirrhosis

model group, n = 8), MSCs transplantation group (liver fibrosis

MSCs transplantation group and liver cirrhosis MSCs transplantation

group n = 8). The expression of human AFP, ALB, CK19 and CK18,

hepatocyte markers, vimentin, mesenchymal cell markers, E-cadherin

and a-catenin, epithelial cell markers in liver tissues were measured

by immunohistochemical staining, Western blot and real time Q-PCR.

Results: With the time of hUC-MSCs transplantation extended, the

expression of ALB and CK18 gradually increased, while the

expression of vimentin was significantly decreased. The expression of

AFP, CK19, E-cadherin and a-catenin gradually increased in the early

time of hUC-MSCs transplantation, while the level of the above

decreased in the post-transplantation. There were no expressions of

the above before hUC-MSCs transplantation, indicating that hUC-

MSCs don’t directly differentiate into functional hepatocytes after

transplantation of hepatic fibrosis and cirrhosis in rats, but first dif-

ferentiate into epithelial cell-like cells and then differentiate into

hepatocyte-like cells. During this differentiation process, epithelial

cell-like cells is the intermediate stage.

Conclusion: hUC-MSCs could differentiate into hepatocyte-like cells

in fibrotic and cirrhotic rats; in vivo, hUC-MSCs into hepatocytes are

a dynamic process and in this differentiation process, mesenchymal-

to-epithelial transition occurred.
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Background: Extra-intestinal manifestations (EIMs) of inflammatory

bowel disease (IBD) include cholangitis. Mesenchymal stem cells

(MSCs) play a potential role in IBD treatment. This study investigated

the effect and mechanism of MSCs on chronic colitis-associated

cholangitis using chronic dextran sulfate sodium (DSS) induced

murine colitis model.

Methods: Mice undergoing chronic DSS-induced colitis were treated

with MSCs. Mice were grouped as follows: DSS + Vehicle group

(n = 10), DSS + MSCs group (n = 10) and control group (n = 10).

Severity of colitis was evaluated by disease activity index (DAI),

body weight (BW), colon length and histopathology. Histology of

mice liver were assessed by trained pathologist. Expression of tumor

necrosis factor-a (TNF-a), interferon-c (IFN-c), Toll receptor 4

(TLR4) and nuclear factor kappa B (NF-jB) were measured by

munohistochemical staining, Western blot analysis and real-time

PCR, respectively.

Results: Mice undergoing chronic DSS administration exhibited

reduced BW higher DAI and liver histopathology. MSCs transplan-

tation markedly mitigated murine colitis and hepatic histopathology.

Mechanistically, this is in part due to reduced levels of pro-inflam-

matory factors including TNF-a, IFN-c, TLR4 and NF-jB as well.

Conclusions: MSCs improved colitis-associated cholangitis through

inhibition of hepatic inflammation through TLR4 pathway. MSCs

may represent a novel therapeutic agent for chronic colitis-associated

cholangitis.
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Background: Mesenchymal stem cells (MSCs) is an important means

for the treatment of end-stage liver disease, human umbilical cord-
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derived MSCs (hUC-MSCs) is an excellent source of MSCs trans-

plantation, This study investigated the effect of hUC-MSCs on

collagen metabolism in CCl4 induced liver fibrosis and cirrhosis.

Methods: Wistar rats received hypodermic injection of 2 mL/kg CCl4
dissolved in olive oil (2:3) twice a week to induce the liver fibrosis and

cirrhosis model. After the model was successful, hUC-MSCs were

injected into the rats via tail vein, saline as the control. Rats were

randomly divided into following groups: control group (CCl4/saline 0

week, n = 8), model group (Fibrosis model group: CCl4/saline 4, 5, 7

weeks; Cirrhosis model group: CCl4/saline 8, 10, 14 weeks, n = 8),

MSCs group (Fibrosis MSCs group: CCl4/MSCs 0, 1, 2, 4 weeks;

Cirrhosis MSCs group: CCl4/MSCs 0, 2, 4, 8 weeks, n = 8). Rats in

model and MSCs groups continued received CCl4 until executed.

Haematoxylin and eosin (H&E) staining and sirius red staining were

used to determine histopathology changes. The expression of collagen

typeI, III, MMP-13 and TIMP-1 in liver tissues was measured by

immunohistochemistry, Western blot and real-time PCR.

Results: H&E and sirius red staining confirmed successful model.

Immunohistochemistry showed that MSCs transplantation can increase

MMP-13 expression, decrease collagen typeI, III, and TIMP-1 expres-

sion. After MSCs transplantation, except Fibrosis CCl4/MSCs 1 wk

group, the expression of the MMP-13 mRNA and protein were signif-

icantly increased, while collagen typeI, III and TIMP-1 mRNA and

protein significantly decreased.

Conclusion: MSCs transplantation can significantly reduce the con-

tent of collagen typeI and III. MSCs can improve liver fibrosis and

cirrhosis through upregulating MMP-13 expression, lowering TIMP-1

expression.
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The changes of stromal cell derived factor-1a in patients
with hepatitis B virus-related liver failure
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Objective: To investigate the changes of stromal cell derived factor-

1a(SDF-la) in patients with hepatitis B virus (HBV)-related liver

failure (LF) and to analyze the role of SDF-la in the homing of liver

stem cells. Methods Thirty patients with HBV-related LF, 27 patients

with chronic hepatitis B (CHB) and 20 healthy controls (HC) were

involved in our study. The SDF-la mRNA expressions in liver tissues

were detected by quantitative real-time polymerase chain reaction.

Immunohistochemical staining was performed to illustrate the

expressions and the distributions of SDF-la and ki-67. The serum

SDF-la concentrations were detected by enzyme-linked immunosor-

bent assays. Moreover, the variation of serum SDF-la levels in HBV-

related LF patients with different outcome, the relationships between

serum SDF-la levels and HBV DNA load and model of end-stage

liver disease (MELD) scores were analyzed separately. Results

Patients with HBV-related LF had a significantly higher expression of

SDF-la mRNA than CHB patients and healthy controls. The highest

expressions of SDF-la and ki-67 were detected in liver sections in

patients with HBV-related LF compared with CHB patients and

healthy controls. However, the serum SDF-la levels in HBV-related

LF patients was significantly lower than CHB patients and healthy

controls. The survival HBV-related LF patients had a significantly

lower serum SDF-la levels compared with the non-survival patients.

But no correlation was found between serum SDF-la levels and HBV

DNA load and MELD scores. Conclusion The stem cells participate

to liver regeneration in patients with HBV-related LF. Moreover, the

SDF-la gradient between the injured liver and peripheral blood, SDF-

la increase in the injured liver, and a decrease in peripheral blood,

may facilitate the homing and engraftment of stem cells to the liver.
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The feasibility of hepatocyte cellular replacement as a treatment

strategy for liver failure depends on the availability of an abundant

and safe source that can be converted to functional hepatocytes. We

hypothesize that by recreating the micro-environmental niche of the

developing liver and applying natural physiological signals, amniotic

epithelial cells can be coaxed into becoming functional hepatocyte-

like cells.

Amniotic epithelial cells (hAEC) were harvested from placentas

and dissociated using trypsin. Hepatocyte differentiation was per-

formed using Activin A to specify hAECs for endodermal lineage,

and BMP-4, FGF-2, HGF, Oncostatin M and Taurocholate to differ-

entiate the cells into mature hepatocytes.

After 18 days of differentiation, hAECs became more polygonal

and cell cytoplasm more granulated. Under electron microscopy,

differentiated hAECs displayed sinusoids, indicative of a mature cell.

PCR was positive for hepatocyte markers albumin, CYP3A4 and

alpha-fetoprotein. Immunofluorescence was also positive for albumin,

alpha-fetoprotein and HNF-4. Functionally, differentiated hAECs

were able to secrete albumin, clear indo-cyanine green, produce low-

density lipoprotein, and have inducible CYP3A4 and CYP2C9

enzymatic activities using Rifampicin.

In small animal models, thioacetamide was used to induce chronic

liver injury in NOD scid gamma (NSG) mice. Freshly dissociated or

differentiated hAECs were delivered to the mouse liver via intra-

splenic infusion. Preliminary results showed positive human albumin

immunofluorescence staining, indicating hAEC engraftment in the

mouse liver one-month post transplantation. Serum injury markers

ALT and AST, and hepatocyte function markers total bilirubin and

albumin all showed improvement in all transplanted animals. Trans-

plantation of freshly dissociated hAECs also displayed significantly

fewer nodules on the liver compared to their sham-injection control

counterparts.

In conclusion, hAECs are able to differentiate into functional

hepatocyte-like cells when cultured in vitro, and small animal studies

have shown encouraging results. These cells are potentially immu-

nologically naı̈ve, abundant in supply and offer an exciting source for

generation of functionally useful hepatocytes.
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MicroRNAs (miRNAs) constitute a group of evolutionary conserved

small non-coding RNA molecules that finely regulate gene expression

by complementary base pairing with the 30-untranslated regions

(30-UTRs) of target mRNAs. The past decades have seen an increas-

ing recognition of the overall significance of miRNAs in microman-

aging a wide variety of fundamental biological phenomena and

diseases. The functional significance of miRNAs in cell specification

and vertebrate development has been recently tackled. However, to

date, little is known regarding the role and function of miRNAs in liver

development. In humans, miR-122 might be of prime interest, as it

represents more than 70 % of the total amount of the miRNAs

expressed in the adult liver, where it acts in metabolism regulation and

hepatic homeostasis. In the current understanding of cellular repro-

gramming, here we demonstrate a possible generation of hepatocyte

by ectopic expression of miRNAs. We characterize the role of specific

miRNA combinations in the transition from stem cells to hepatic cells

and identify key steps in the liver developmental process. In line with

these findings, we emphasized the essential role played by miRNAs in

the fate of the liver through hepatospecific gene induction/epigenetic

modulation and concomitant expression of miRNAs could efficiently

reprogrammed stem cells into a specific cell fate.
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Aims: The present study is aimed to investigate the possible effects of

Compound 861 on the regenerative feature of the liver subsequent to

partial hepatectomy in rats.

Methods: Male Wistar rats, weighing 250 ± 30 g, were divided into

three experiment groups. Group I (n = 6) were used as sham oper-

ation group. Group II (n = 6) were applied only hepatectomy.

Compound 861 and hepatectomy (3 g/kg) were applied to Group III

(n = 6). One dose of test material was administered 1 h before 68 %

partial hepatectomy. Rats were sacrificed 24 h after surgery, blood

and organs were removed. Hematoxylin and eosin (HE), CyclinD1

and proliferating cell nuclear antigen (PCNA) were applied to liver

sections. Liver function was analyzed by measuring the serum albu-

min, alanine transaminase (ALT) and aspartate transaminase (AST).

The local inflammatory response in the liver tissue was evaluated by

semi-quantification of TNF-a, PDGF, NFjB mRNA. The liver

regeneration rate of the rats was calculated measuring the weights of

their liver before and after the hepatectomy.

Results: The mitotic index, CyclinD1, PCNA index and liver regen-

eration rate of the rats increased significantly in rats of Group III over

the Group II at the 24 h after partial hepatectomy. Histological eval-

uations were also similar with these results. In ALT, AST, TNF-a,

PDGF, NFjB levels, there were no statistically significant difference.

Conclusion: Compound 861 can increase the liver regeneration rate

in rats after partial hepatectomy.
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Gastric stem cell for therapeutic regeneration of liver failure

Nur Halisah Jumat1, Antony Sagayaraj Irudayaswamy1, Siqi,
Jaymie Lin1, Lei Zhou1, Brian Lionel Peters1, Shing Leng Chan2,
Yock Young Dan1

1Medicine, 2CSI, National University of Singapore, Singapore,

Singapore

Endodermal progenitor cells hold tremendous promise in being able

to supply an abundant source of cells for liver regeneration. Previ-

ously, we have isolated a novel and exciting population of gastric

progenitor cells (hGPCs) from human gastric mucosa that are endo-

dermal in nature. Since they come from the same foregut endoderm as

liver progenitor cells, we hypothesize that they will have a low

threshold to become functional hepatocytes, which are sorely lacking

in clinical scenarios.

Isolated hGPCs were expanded and differentiated along hepatic

lineage using known physiological differentiation protocols. We then

transplanted these cells into cirrhotic mice models and followed the

animals up to 1 month after transplant.

Differentiated hGPCs express characteristic markers of mature

hepatocytes such as EpCAM, Albumin, AFP, HNF4 and G6Pase.

Furthermore, the differentiated cells are able to carry out a range of

hepatocyte functions, such as albumin secretion, development of bile

canaliculi, glycogen storage, ICG clearance, LDL uptake and more

interestingly, express several P450 isozymes when induced. When

transplanted, these differentiated hGPCs help to improve physiolog-

ical conditions in cirrhotic mice. This was demonstrated by the liver

function tests as well as the reduced nodular appearance on the liver

of the treated mice compared to the control mice. These cells can also

engraft and differentiate into functional human hepatocytes alongside

mouse hepatocytes, producing human albumin. They showed positive

co-labeling of human specific albumin and HLA antibodies and did

not result in any tumor formation. Further explorations of its thera-

peutic effect are underway.

The easy accessibility, robust proliferation and ethical neutrality of

human GPCs hold tremendous promise for autologous transplantation

for treatment of liver failure.
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Efficacy of imatinib among rats with partial portal vein ligation
in terms of inflammation and liver function tests

Aliye Soylu1, Mustafa Kalayci2, Nurgül Yasar3, Ahu Kemik4,
Asuman Gedikbası5, Kadir Demir6

1Gastroenterology, 2Bakirkoy Training & Research Hospital,
3Internal Medicine, Bakirkoy Training & Research Hospital,
4Cerrahpasa Medical Faculty, University of Istanbul, 5Biochemistry,

Bakirkoy Training & Research Hospital, 6Gastroenterology,

Istanbul Medical Faculty, University of Istanbul, Istanbul,

Turkey

Aim: We investigated the effects of imatinib at rats with partial portal

vein ligation (PPVL) caused portal hypertension in terms of liver

function tests and inflammatory cytokines.

Methods: Rats were divided into three groups as: The Sham-operated

(Group I = 6) and portal hypertension induced by partial vein ligation

using imatinib (Group II = 11), and only portal hypertension induced

by PPVL control group (Group III = 7). Imatinib (50 mg/kg/day) was

administered orally for 15 days in Group II. At 16 day, levels of

c-reactive protein (CRP), tumor necrosis factor-alpha (TNF-a), pros-

taglandin-E2 (PGE2), alpha 1 acid glycoprotein (AGP), interferon-

gamma (INF-c), interleukin (IL)-6, IL-12, IL-18, IL-1a, AST, ALT,
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alkaline phosphatase (ALP), total bilirubin, direct bilirubin, total

cholesterol, high density lipoprotein (HDL) cholesterol were com-

pared among groups.

Results: Due to exitus during gavage the number of the groups

changed. There was no difference in groups in terms of weight.

However, weights of rats increased in Group I and III (p \ 0.05).

Cholesterol levels of Group I and III were higher than II (p \ 0.001)

but HDL levels were lower than II (p \ 0.001). CRP, TNF-a, IL-6,

a1AGP, PEG2, INF-c levels of Group I and III were higher than II

(p \ 0.005). IL-1b, IL-12, IL-18, IL-1a levels of Group II were lower

than I ve III (p \ 0.005). AST, ALT, ALP levels of Group I and III

were higher than II (p \ 0.001). Total bilirubin levels of Group II and

III were higher than I (p \ 0.001). Direct bilirubin level of Group III

was higher than II (p \ 0.001).

Discussion and Conclusion: Imatinib usage doesn’t affect lipid

profile adversely at rats with PPVL. Inflammatory cytokines and acute

phase reactants decrease with using of imatinib at rats with PPVL. It

was thought that imatinib decreased cytokines by its antiangiogenic

effect. It was also thought that liver function tests improved due to

decrease of inflammatory cytokines.
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A review of metallothionein isoforms and their role
in pathophysiology

N. Thirumoorthy

Cherraans College of Pharmacy, Coimbatore, India

The Metallothionein (MT) is a protein which has several interesting

biological effects and has been demonstrated increase focus on the

role of MT in various biological systems in the past three decades.

The studies on the role of MT were limited with few areas like

apoptosis and antioxidants in selected organs even fifty years after its

discovery. Now acknowledge the exploration of various isoforms of

MT such as MT-I, MT-II, MT-III and MT-IV and other isoforms in

various biological systems.

Strong evidence exists that MT modulates complex diseases and

the immune system in the body but the primary function of MT still

remains unknown. This review’s main objective is to explore the

capability to specifically manipulate MT levels in cells and in animals

to provide answers regarding how MT could impact those complex

disease scenarios.

The experimental result mentioned in this review related among

MT, zinc, cadmium, diabetic, heart disease, bone retardation, neuro

toxicity, kidney dysfunction, cancer, and brain suggest novel method

for exploration and contribute significantly to the growing scientist to

research further in this field.
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Glycosylation-associated gene expression and protein N-linked
glycans in the liver are altered with disease

Aimei Lee1, William M H D’Avigdor1, Maja N. Christansen2,
Matthew J. Harrison1, Nicolle H. Packer2, Susan V. McLennan3,
Nicholas A. Shackel1

1Liver Injury and Cancer, Centenary Institute of Cancer Medicine

and Cell Biology, Camperdown, 2Department of Chemistry and

Biomolecular Sciences, Macquarie University, North Ryde,

3Department of Endocrinology, The University of Sydney,

Camperdown, NSW, Australia

Background: Glycosylation is a post-translational modification

where glycans are enzymatically attached to proteins. Glycans are

important for protein structure and function. Alterations to protein

glycosylation pathways are involved in tumour formation, metastasis,

and atherosclerosis. There is little known about glycosylation changes

in liver homeostasis or with liver injury.

Aims: To determine if liver disease alters the expression profile of

glycosylation-associated genes as well as the asparagine (N)-linked

protein glycosylation profile of the liver.

Methods: Liver tissue samples were obtained from non-diseased

donors (n = 4) and patients with alcoholic liver disease (ALD;

n = 6). Microarrays were performed using the Illumina platform and

analysed using TM4 MultiExperiment Viewer. Membrane protein

N-linked glycans were obtained following peptide: N-glycosidase F

(PNGaseF) treatment of the liver tissue, and analysed using liquid

chromatography-electrospray ionization tandem mass spectrometry

(LC–ESI–MS/MS).

Results: 984 glycosylation-associated genes were compiled based on

Gene Ontology terms. Microarray analysis of these genes comparing

the ALD samples to the donor samples found several genes to be

dysregulated. Mapping to Kyoto Encyclopedia of Genes and Genomes

pathways revealed four glycosylation-associated genes of particular

interest; fucosyltransferase 4 (FUT4) and glutamine-fructose-6-phos-

phate transaminase 2 (GFPT2) were significantly upregulated (p \0.01),

and ST3 beta-galactoside alpha-2,3-sialyltransferase 6 (ST3GAL6)

and malectin (MLEC) were significantly downregulated (p \ 0.01) in

the ALD tissue compared to the donor tissue. FUT4 and ST3GAL6

also correlated to the membrane protein N-linked glycan profile of

the liver, with ALD tissue having more fucosylated and less sialylated

N-linked glycan structures than the donor tissue.

Conclusion: The altered expression of glycosylation-associated genes

indicated that there may be more fucosylation and less sialylation of

proteins expressed within diseased livers. This was validated with the

changes seen in diseased liver cell membrane protein N-linked gly-

cans. These changes indicate that damage to the liver leads to an

alteration in the protein N-linked glycosylation pathway.

Topic: 1.c Others

Absno: 1279

FGF-21-dependent stimulation of lipolysis by glucagon—the new
insights into crosstalk between the liver and adipose tissue

Przemyslaw Kaczmarek1, Ewa Pruszynska-Oszmalek1, Pawel
Kolodziejski1, Maciej Sassek1, Dawid Szczepakiewicz1, Marek
Skrzypski2, Krzysztof W. Nowak1, Mathias Z. Strowski2

1Department of Animal Physiology and Biochemistry, Poznan

University of Life Sciences, Poznan, Poland, 2Department of

Hepatology and Gastroenterology & The Interdisciplinary Centre

of Metabolism: Endocrinology, Diabetes and Metabolism,

Charité-University Medicine, Berlin, Germany

Background: Fibroblast growth factor 21 (FGF-21) is a secreted

peptide that participates in regulation of lipid and glucose metabo-

lism. High FGF-21 plasma concentrations are associated with

metabolic abnormalities and adiposity. Animal intervention studies

demonstrated antidiabetic activities of FGF-21. Physiologically,

FGF-21 is up-regulated by fasting, free fatty acids and glucagon. In

type 1 diabetes mellitus (T1DM) FGF-21 plasma concentrations

increase after removal of exogenous insulin.

Aims: The regulation of FGF-21 production and the influence of

endogenous insulin on FGF-21 expression in response to glucagon
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and the role of FGF-21 in glucagon-induced lipolysis in T1DM are

unknown. We therefore study the regulation of FGF-21 by glucagon

in T1DM and in non-diabetic healthy state and its role in conferring

glucagon-stimulated lipolysis.

Materials and methods: Impact of glucagon (GCG) on FGF-21 and

lipolysis was evaluated in insulinopenic mice with STZ-induced

T1DM (exogenous GCG) and on fasted healthy and diabetic animals

treated with specific glucagon antagonist (endogenous GCG). Regu-

lation of FGF-21 and lipolysis by glucagon were studied in vitro using

isolated murine hepatocytes and adipocytes.

Results: Glucagon increased FGF-21 expression and lipolysis in

healthy and T1DM mice. These effect was blocked by the co-appli-

cation of the glucagon antagonist. Glucagon increased FGF-21

mRNA expression in livers of healthy and diabetic mice. In vitro,

glucagon induced lipolysis and FGF-21 expression in both hepato-

cytes and adipocytes. However, these effects were more significant in

cells derived from insulin deficient animals. FGF-21 dose-depen-

dently stimulated lipolysis in isolated rat adipocytes. Its participation

in glucagon lipolytic action was confirmed using siRNA and immu-

nosuppression approaches.

Conclusions: We show that glucagon stimulates FGF-21 production

regardless of endogenous insulin concentration. Glucagon stimulates

lipolysis in vivo and in vitro and FGF-21 mediates glucagon stimu-

lated lipolysis in T1DM.

The study was supported by NCN grant s 2011/01/B/NZ4/04992,

NN401 062435.
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Oral BCAAs supplement has benefits on mouse partial
hepatectomy through mTOR signaling

Jing Li, Yujing Chi, Yulan Liu

Peking University People’s Hospital, Beijing, China

Background: BCAA supplementation improves nutritional status and

quality of life in patients with liver cirrhosis. Our study attempted to uncover

the effects of BCAAs on albumin synthesis and hepatocyte regeneration.

Methods: In vivo: 8-week male C57Bl/6 mouse were randomly

divide into 3 groups: (1) Fake operation (C); (2) Partial Hepatectomy

(PH); (3) Partial Hepatectomy + BCAAs gastric lavage for 1 week

(PH + BCAAs); each group has body weight and general status

records every day; BrdU ICH was used to detect the mitosis. We

analysis: (1) the plasma liver enzyme and BCAA and tyrosine ratio

(BTR); (2) plasma albumin and liver TNFa, IL-6 level; (3) Realtime-

PCR was performed to detect liver albumin mRNA transcription

ability; (4) H.E and BrdU IHC to analysis the liver regeneration

ability; (5) WB to detect the protein synthesis, cell regeneration and

insulin signaling. In vitro: BCAAs free and different concentration of

BCAAs medium treated HepG2 cell line, using (1) CCK-8 kit to

detect the proliferation ability; (2) WB for pathway study.

Result: (1) There is no difference in liver/body weight ratio, but PH-

BCAAs group has a heavier epididymal fat compare to PH group

(P \ 0.05), hints a better nutritional status; (2) Compare to C and PH

group, PH-BCAAs group has a significant elevated plasma BTR; (3)

Both PH and PH + BCAAs group has a activated hepatocyte mitosis,

there is no different in proliferation ability between the two groups;

(4) PH + BCAAs group has a up-regulated albumin mRNA level

(P \ 0.01); (5) There is no significant difference in inflammatory

cytokine among three groups (P [ 0.05); (6) PH-BCAAs group has a

obviously up-regulate in the mTOR-4EBP1-Akt and C/EBP phos-

phorylation level (P \ 0.05); (7) 19, 29 and 59 physiological

concentration of BCAAs increased the hepatocyte proliferation

(P \ 0.05); (8) BCAAs treatment up-regulated mTORErk Akt

phosphorylation level in dose dependent way.

Conclusion: BCAAs may be a therapeutic strategy to increase the

albumin synthesis ability and might improve the hepatocyte regen-

eration. The beneficial of oral supplementation of BCAAs on partial

hepatectomy is relying on the mTOR signaling.
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Regulation of lipogenesis and lipolysis in the membrane
of hepatocytes and spleen cells at ionizing irradiation

Petros Aram Ghazaryan

Department of Science, Haematologycal Center, Yerevan, Armenia

In result of the investigation carried out, 10 days after irradiation of a

whole rat organism in a dosage 3 Gr it has been observed an essential

decrease in 14C-glycerol incorporation in vivo into the content of

phosphatidylinosites (PI), sphingomyelins (SPM), phosphatidylcho-

lines (PCH), and phosphatidylethanolamines (PE) of microsomal

membranes in hepatocytes and spleen cells. On this background

sharply increased the level of radioactivity of phosphatidic acids

(PA). It is observed a significant increase in radioactivity of LysoPCH

(LPCH). In these microsomal membranes of spleen cells the change

in distribution of radioactivity among separate fractions of PL was

characterized, on one hand, by decreasing of label incorporation

intensity into the PCH, CPM, and, on the other hand, by increasing

its incorporation into LPCH, PI, phosphatidylserine (PS), PA and

diphosphatidylglycerols (DPG). The data obtained testify to qualita-

tive and quantitative changes of PL in the cells membrane of liver and

spleen during ionizing irradiation, dependent on disturbing of syn-

thesis of these compounds. The use of Ca-dsRNA is characterized by

sharp tendency to normalization of radioactivity level in the majority

of PL fractions in microsomal hepatocyte membranes, as well as in

spleen cells. Meanwhile, the biosynthesis of PA and LPCH in liver is

almost completely normalized. After using of Ca-dsRNA it is

observed by strictly expressed tendency to normalization of biosyn-

thesis of the majority of lipid fractions in liver and spleen cells of

microsomal membranes in experimental animals. Thus, the data

obtained to testify to normalizing influence of Ca-dsRNA on bio-

synthesis of glycolipids, including phosphatides of glycerides of

membrane structures in the studied tissues under ionizing irradiation.

The issue of the efficiency the drug after ionizing radiation is

discussed.
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Decellularization protocols of porcine liver differ importantly
in efficiency of cell removal and susceptibility to recellularization
with human hepatocytes

Ji Bao1,2, Qiong Wu2, Yongjie Zhou2, Yujia Wang2, Yujun Shi2,
Hong Bu1,2

1Department of Pathology, 2; Laboratory of Transplant Engineering

and Immunology, West China Hospital, Sichuan University,

Chengdu, China

Objective: Decellularized biologic matrices are plausible biomedical

materials for the bioengineering in liver transplantation. We com-

pared 4 different perfusion-decellurization agents in porcine intact
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liver lobes for efficiency of complete cell removal and potential for

recellularization.

Methods: Adult procine liver left lateral lobes were treated by portal

vein perfusion with 1 % peracetic acid (PAA), 1 % triton X-100

(TRI), 1 % sodium dodecyl sulfate (SDS), 1 % sodium deoxycholate

(SDOC) or TRI/SDOC in combination with SDS. After a subsequent

ribonuclease digestion, specimens were cut into slides and seeded

with human HepG2 C3A cell lines in vitro.

Results: After treatment with one-component agent perfusion-

decellularization processes, liver lobes were decellularized com-

pletely via SDS only rather than others with different degrees of cell

material residues. Both TRI + SDS and SDOC + SDS also removed

porcine cell completely. All of decellularized lobe matrix from SDS,

SDOC + SDS and TRI + SDS groups were enabled host recellular-

ization via C3A cells. Compared with the matrices from SDS and

SDOC + SDS groups, C3A cells got highest hepatic functionality on

the matrices from TRI + SDS group because of most extracellular

matrix retained such as collagen and glycosaminoglycans (GAGs).

Conclusion: Compared with PAA, TRI and SDOC, SDS is the most

effective common decellularization agents in cell removal for intact

liver lobes. The porcine liver matrix treated with TRI + SDS pre-

sented an excellent scaffold for recellularization with human

hepaocytes.
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Liver may be the target organ of SFTSV infection injuries

Jun Li, Yanping Han, Yini Dang, Yan Liu, Yuying WU,
Zuhu Huang

The First Affiliated Hospital with Nanjing Medical University,

Nanjing, China

Objective: As a new emerging virus in China, fever with thrombo-

cytopenia syndrome virus (SFTSV) infection can cause severe tissue

damage. We aim to study the relationship between liver damage and

viral load during SFTSV-infection process and its influence on

prognosis.

Methods: SFTSV-RNA from serum samples was detected dynami-

cally by real-time PCR. Lymphocyte subsets were tested by FACS.

Meanwhile ALT/AST/CK/WBC/PLT were examined to analyze the

relationship between viral load and tissue damage.

Results: SFTSV-RNA of all the 22 patients was positive. SFTSV

load B1 9 106 (copies/ml) in 18 patients, 1 patient died, but SFTSV

load C1 9 107 (copies/ml) in 4 patients, 2 cases died; In the early stage

of SFTSV-infection, serum ALT/AST/LDH/CK markedly elevated and

WBC and PLT in peripheral blood decreased significantly. The level of

ALT/AST/LDH/CK, WBC and PLT in 19 cured patients was gradually

back to normal with the reducing of viral load. The elevated level of

serum AST/LDH/CK and SFTSV load positively correlated, PLT and

SFTSV load negatively correlated. At the same stage of infection pro-

cess, ALT/AST/LDH/CK in incurable patients were significantly

higher than in cured patients; Compared with healthy population, the

number of CD4+ cells was lower in the onset of the first 5 to 9 days;

CD8+ cells was higher and NK cells was lower in 9 to 15 days. Lym-

phocyte subsets of most patients were normal with the viral load

undetectable; The number of T cells of incurable patients significantly

decreased, while NK cells increased. A variety of detection indicators

could not recover with extension of disease course.

Conclusion: Liver may be one of the target organs of SFTSV-

infection injuries. Severity of tissue damage is closely related to

serum SFTSV load. High viral load, decreasing of T cells, increasing

of NK cells may be the important factors of poor prognosis.
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Enhanced immunogenicity of epitope Pres12-32 inserted
in the immuno-dominant region of hepatitis B core molecule
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Abdul Ghaffar1, Muhammad Salahuddin1, Naveed Altaf Malik1,
Lars Frelin4, Javed Anver Qureshi1
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for Research in Molecular Medicine, The University of Lahore,

Lahore, Pakistan, 3Division of Clinical Microbiology, F68 Karolinska

Institutet, at Karolinska University Hospital, 4Division of Clinical

Microbiology, Karolinska Institutet, at Karolinska University
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Background and aims: The aim of the study was to develop virus

like Particles (VLPs) using the hepatitis B virus (HBV) core gene as a

carrier for PreS12-32 region and to evaluate its antigenicity and

immunogenicity.

Methods: Viral DNA was isolated from a patient with chronic HBV.

Core and Pres12-32 genes were amplified by polymerase chain

reaction and cloned into the pET28a expression vector. The chimeric

protein was expressed in E. coli and purified affinity chromatograph.

Evaluation of antigenicity and immunogenicity of chimeric protein

was carried out by ELISA.

Results: A chimeric protein was expressed and purified by affinity

chromatography. SDS-PAGE results showed the exact size of

protein band (20 kDa). The chimeric protein was recognized by

both classical anti-HBc antibodies and by a monoclonal antibody to

pre-S1.

Conclusion: A chimeric protein combining the immunogenicity of

HBcAg with surface exposed preS1 sequences was expressed in vitro.

In conclusion, the immunodominant region of HBcAg with the deletion

of amino acid at position 79 may be serve as a good carrier for preS12-32

sequence of epitope and for other epitopes. This approach could gen-

erate a new type of protective vaccines against HBV.
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Effects of prednisolone on the process of hydroxylation of vitamin
D3 in rat hepatocytes

Anna Khomenko, Larisa Apukhovska, Mykola Veliky,
Elena Lototskaya, Elena Makarova

Laboratory of Medicine Biochemistry, Palladin Institute

of Biochemistry of NAS of Ukraine, Kyiv, Ukraine

Target: The study was undertaken to investigate the effects of glu-

cocorticoid drug, prednisolone, on cholecalciferol metabolism in the

liver, namely the processes of its hydroxylation to form 25-hydrox-

yvitamin D3 (25OHD3).

Materials and methods: Experimental animals (female Wistar rats,

100 ± 5 g) received prednisolone at dose 0.5 mg per 100 g of

body weight (daily for 30 days, per os). 25OHD3 content in serum

was measured by ELISA (25-Hydroxy Vitamin D EIA, IDS).

Vitamin D3 25-hydroxylase activity was assessed in vitro in iso-

lated hepatocytes by radioreceptor assay using [3H]-25OHD3. The

levels of vitamin D3 25-hydroxylase isoenzymes (CYP27A1,

CYP2R1) were determined by Western blot analysis. Structural and

functional state of the liver tissue was investigated by histological

methods (H & E).
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Results: Prednisolone administration caused a significant decrease in

the content 25OHD3 in blood serum as compared with the control.

Glucocorticoid was shown to strongly inhibit the activity of vitamin

D3 25-hydroxylase and reduce the levels of CYP27A1 and CYP2R1

in hepatocytes. These changes were accompanied by the deleterious

action of prednisolone on the structure and integrity of the liver cells.

Conclusions: It was demonstrated a negative effect of chronic

prednisolone administration on cholecalciferol metabolism in the

liver. Glucocorticoid-induced vitamin D3 insufficiency was associated

with reduced activity and levels of vitamin D3 25-hydroxylase iso-

forms in hepatocytes that most likely contributed to alterations in the

structure of the liver cells.
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Hepatic injury with Nerium oleander (N.O.) leaves extract:
associated changes in serum hepcidin and total iron in albino rat

Muddasir H. Abbasi1,2, Sana Fatima3, Naila Naz4, Muhammad
Akram Shahid2, Aftab Iqbal2, Afshan S. Abbass1, Nadeem
Sheikh1
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To gain insight into the Hepato-histological alterations in non-

injured rat liver, Nerium oleander (N.O.) leaves extract was

injected intramuscularly to induce acute phase reaction (APR).

Histopathological changes were then studied after 3, 12 and 24 h

time course of sterile muscle abscess. Tissue integrity and any

infiltration of inflammatory cells in the liver were investigated by

Haematoxylin and Eosin and ED1 peroxidase staining. The

administration of N.O. leaves extract (10 ml/kg) in H&E stained

sections showed a general vacuolization of cytoplasm, loss of

polarity with prominent nucleoli after 3 h of induction. At 12 h,

eccentric nuclei were also observed in the sections. Marked infil-

tration of leucocytes with predominate macrophages was also found

after 24 h as seen by ED1 positive staining. In the present study a

possible relationship between serum hepcidin and total iron levels

were measured in vivo. An early upregulation of hepcidin and total

iron level (3 h) with a maximum at 12 h (P \ 0.01; P \ 0.001)

were observed. These changes indicate that sterile muscle abscess

may induce APR resulting in hepatic damage which is evident with

the recruitment of inflammatory cells into the organ.
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Ethyl pyruvate prevents high mobility group box 1 release
and protects intestinal permeability on acute liver failure in rats

Likun Wang, Luwen Wang, Xun Li, Xiaoqun Han, Zuojiong Gong

Department of Infectious Diseases, Renmin Hospital of Wuhan

University, Wuhan, China

Objective: The aims of this study were to observe the changes of

levels of endotoxin, high mobility group box-1 (HMGB1) and other

multiple pro-inflammatory cytokineds, to analyze the relationships

between levels of endotoxin, HMGB1 with intestinal permeability,

and to investigate whether ethyl pyruvate (EP) administration could

prevent HMGB1 release and protect intestinal permeability on acute

liver failure (ALF) in rats.

Methods: An ALF model was induced by D-galactosamine in rat.

Animals were randomly divided into four groups: normal group, model

group, EP early-intervention group and EP treatment group. The rats in

EP early-intervention group and EP treatment group were administrated

with EP (40 mg/kg) at 2 h before and after ALF induction respectively.

Animals were sacrificed, and samples were obtained at 12 h and 24 h

after ALF induction respectively. The histological changes of liver and

intestinal tissue were observed. The changes of serum levels of alanine

aminotransferase (ALT), endotoxin, D(-)-lactate, diamine oxidase

(DAO), tumor necrosis factor (TNF)-a, interferon (IFN)-c and HMGB1

were also detected respectively.

Results: Histological examinations showed that the rats of model

group presented severe pathological changes in liver tissue and

intestinal mucosa at 12 and 24 h time point after ALF induction

compared with normal rats. However, EP can significantly improve

the hepatic and intestinal histopathology regardless of early-inter-

vention before ALF induction or treatment after ALF induction. In

addition, serum ALT, endotoxin, D(-)-lactate, DAO, TNF-a and

IFN-c levels were significantly increased in model group compared

with normal group, but EP could reduce serum ALT, endotoxin,

D(-)-lactate, DAO, TNF-a and IFN-c levels significantly.

Conclusion: EP administration is able to protect the liver tissue

and intestinal mucosa efficiently, decrease the intestinal perme-

ability, prevent the endotoxemia and inhibit the release of HMGB1

and other multiple pro-inflammatory cytokines in rats with acute

liver failure.
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Ethyl pyruvate protects experimental acute-on-chronic liver
failure by reducing high mobility group box 1 expression in rats

Luwen Wang, Likun Wang, Hui Chen, Xun Li, Canming He,
Zuojiong Gong

Department of Infectious Diseases, Renmin Hospital of Wuhan

University, Wuhan, China

Background: Ethyl pyruvate (EP) has been shown to ameliorate

organ injury in a wide variety of preclinical models of critical ill-

nesses. This study aims to investigate the protective effects of EP on

acute-on-chronic liver failure (ACLF) in rats.

Methods: An ACLF model was induced in rats, and animals were

randomly divided into normal, model and EP treatment group. The

rats received EP (40 mg/kg) at 3, 6, 12 and 24 h time point after

induction of ACLF in EP treatment group. Serum endotoxin, high

mobility group box-1 (HMGB1), ALT, TNF-a, IFN-c, IL-10 and

IL-18 levels, changes of liver histology and HMGB1 expressions in

liver tissue were detected at 48 h after induction of ACLF. The

effects of EP on survival times of ACLF rats were also observed.

Results: Serum levels of endotoxin, HMGB1, ALT, TNF-a, IFN-c,

IL-10 and IL-18 were significantly increased, and liver tissue

presented severe pathological injury in model group compared with

normal. However, EP administration significantly improved hepatic

histopathology and reduced the levels of endotoxin and inflam-

matory cytokines in serum, and the levels of HMGB1 in liver

tissue regardless of treating time after induction of ACLF. EP

treatment prolonged the median survival time of ACLF rats (60 h)

to 162, 120, 102 and 78 h respectively at different treating time.

Conclusion: EP administration can protect acute-on-chronic liver

failure in rat, and is a potential novel therapeutic agent for severe

liver injury.
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A novel model to predict 3-month mortality risk of acute-on-
chronic hepatitis B liver failure using artificial neural network

Ming-Hua Zheng1,2, Ke-Qing Shi1,2, Xian-Feng Lin1,3, Li-Li
Chen1,2, Wen-Yue Liu1,3, Ying-Wan Luo1,3, Dong-Dong Xiao1,3,
Yu-Chen Fan4, Yong-Ping Chen1,2

1Department of Infection and Liver Diseases, Liver Research Center,

The First Affiliated Hospital of Wenzhou Medical College, 2Institute

of Hepatology, 3School of the First Clinical Medical Sciences,

Wenzhou Medical College, Wenzhou, 4Department of Hepatology,

Qilu Hospital of Shandong University, Jinan, China

Background and aims: Model for end-stage liver disease (MELD)

was initiated using traditional statistical technique by assuming a

linear relationship between clinical features, but most phenomena in

the clinical situation are not linearly related. The aim of this study was

to predict 3-month mortality risk of acute-on-chronic hepatitis B liver

failure (ACHBLF) on an individual patient level using artificial neural

network (ANN) system.

Methods: ANN model was built using data from 402 consecutive

patients with ACHBLF. It was trained to predict 3-month mortality by

the data of 280 patients and validated by the remaining 122 patients. The

receiver operating characteristic curves were calculated for the ANN

and MELD-based scoring systems. Predictions of 3-month mortality

obtained with six models from the same datasets were compared using

areas under receiver operating characteristic curves (AUROC).

Results: The following variables: age (odds ratio [OR], 1.039; 95 %

confidence interval [CI], 1.022-1.055), prothrombin activity (OR,

0.955; 95 %CI, 0.941-0.970), serum sodium (OR, 0.899; 95 %CI,

0.866-0.932), total bilirubin (OR, 1.026; 95 %CI, 1.005-1.047), hep-

atitis B e antigen positivity rate (OR, 2.101; 95 %CI, 1.399-3.155)

and hemoglobin (OR, 0.984; 95 %CI, 0.975-0.993) were significantly

related to the prognosis of ACHBLF and were selected to build ANN.

The ANN performed significantly better than MELD-based scoring

systems both in the training cohort (AUROC = 0.869 vs. 0.667,

0.591, 0.643, 0.571 and 0.577; P \ 0.001, respectively) and in the

validation cohort (AUROC = 0.765 vs. 0.599, 0.563, 0.601, 0.521

and 0.540; p B 0.006, respectively).

Conclusion: ANN model is more accurate in predicting 3-month

mortality of ACHBLF than MELD-based scoring systems.
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ATF4-CHOP pathway inhibition is critical during low dose LPS
preconditioning protection against hepatocytes injury induced
by ischemia/reperfusion in mice

Ling Lu1, Jianhua Rao1, Xuehao Wang1, Feng zhang1, Yuan Zhai2

1Liver Transplantation, Nanjing Medical University, Nanjing, China,
2Dumont-UCLA Transplant Center, UCLA School of Medicine,

Los Angeles, CA, USA

Objective: Increased evidences show a key role of endoplasmic

reticulum (ER) stress in liver IRI. This study investigated the role of

LPS preconditioning on ER stress ATF4-CHOP pathway, and effects

of the pathway on in tissue injury and inflammation in a mouse model

of liver partial warm IRI.

Methods: C57BL/6 mice underwent 70 % hepatic warm ischemia

(90 min). LPS (100 lg/kg) was injected i.p. before ischemia. Liver

injury was evaluated based on serum ALT levels, histopathology and

caspase-3 activity. ATF4-CHOP pathway and related apoptosis

molecules (Caspase-12 and Caspase-3) were investigated after

reperfusion. In vitro, we analyzed the role of LPS preconditioning on

hepatocellular apoptosis and ATF4-CHOP pathway induced by H2O2

or Tunicamycin; and effects of ATF4-CHOP pathway on hepatocel-

lular apoptosis, Caspase-12 and Caspase-3 with ATF4 small

interfering RNA (siRNA). Inflammatory cytokines and related sig-

naling pathway were analyzed in macrophages treated by LPS

preconditioning or ATF4 siRNA.

Results: LPS preconditioning significantly reduced upregulation of

ATF4-CHOP pathway and inhibited activity of Caspase-12 and

Caspase-3 after liver IRI. The further experiment showed knockdown

of ATF4 with siRNA significantly suppressed expression of CHOP,

cleaved caspased-12 and cleaved caspase-3 and inhibited hepatocel-

lular apoptosis induced by H2O2 or Tunicamycin. In addition, in mice

pretreated with LPS, TNF-a and IL-6 were inhibited after reperfusion,

whereas an anti-inflammatory cytokine (IL-10) was significantly

upregulated. In parallel in vitro studies, low dose of LPS significantly

inhibited TNF-a, IL-6, ATF4-CHOP pathway, NF-jB pathway and

ERK1/2 in high dose LPS-stimulated macrophages, whereas IL-10

and suppressor of cytokine signaling (SOCS)-3 were induced.

Importantly, ATF4 was knockdown in macrophages by ATF4 siRNA,

which was consistent with results of LPS preconditioning.

Conclusions: LPS preconditioning cannot only significantly inhibit

hepatocellular apoptosis but may also regulate macrophage function

during liver IRI, among ATF4-CHOP pathway inhibition may be critical

to reduce related apoptosis molecules and modulate innate inflammation.

Topic: 2 Acute Liver Failure

Absno: 163

Changes in the rhodanes activity in serum of rabbits
with experimentally induced liver necrosis

Ladan Aminlari1, Maryam Tavana2, Mahmoud Aminlari2

1Food Hygiene, School of Veterinary Medicine, Shiraz University,

Shiraz, 2Biochemistry, School of Veterinary Medicine, Shiraz

Univesity, Shiraz, Iran

The serum concentration of the aminotransferases (apartic amino-

transferasae, AST and alanine aminotransferase, ALT) is

considered to be a reliable marker of hepatocellular damages in

man and animals. The enzyme rhodanes (thiosulfate:cyanide sulfur

transferase, EC.2.8.1.1) is abundantly found in the liver of animals

and is believed tom participate in cyanide detoxification. The purpose

of this investigation was to study the changes in the activity of

rhodanes in the serum of rabbits with hepatic necrosis induced by oral

administration of carbon tetra chloride and to compare it with the

activities of serum AST, ALT. Carbon tetra chloride was mixed with

mineral oil and was administered at a dosage of 0.5 ml per Kg of

body weight of rabbits. At different time intervals serum was taken

and the activities of rhodanese and AST and ALT determined.

Rhodanes activity significantly increased within 24 h after oral

administration of carbon terachloride followed by a slow decline and

reached normal values after 96 h. Similar patterns was seen in AST

and ALT with the difference that the peak activities were produced

after 24 h in AST and after 72 h in ALT and remained elevated for

more than 10 days. Taken together, these results suggest that the

behavior of serum rhodanes, AST and ALT might be of prognostic

significant in hepatic necrosis such that continued elevation of ALT

and AST indicating progressive lesions while low rhodanes accom-

panied with high ALT or AST is an indication of hepatic necrosis that

is subsiding.
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Matrine attenuates endotoxin and ischemia reperfusion-induced
acute liver failure in rats

Kai Kang, Feng Zhang

General Surgery, The Fifth Affiliated Hospital of Harbin Medical

University, Daqing, China

Hepatic ischemia reperfusion (HIR) injury is an unavoidable conse-

quence of major liver surgery, during which endotoxemia often takes

place. This study aims to investigate whether matrine has a protective

effect against HIR-induced liver failure aggravated by endotoxin. Wi-

star rats subjected to 30 min of HIR followed by lipopolysaccharide

(LPS) (0.5 mg/kg) administration. At the indicated time points, six rats

from each group (24 rats) were randomly sacrificed to collect blood

samples and livers. Pre-administration of matrine protected livers from

injury induced by HIR + LPS as the histological score, MPO activity

and MDA contents, expression of MIP-2, DNA binding activity of

NFkB, and serum levels of ALT, AST, LDH, ALP, TNF-a, sICAM-1

and NO were significantly reduced, and serum levels of

IL-6 were further increased. HIR + LPS markedly induced cell apop-

tosis and necrosis, and upregulated expression of cleaved caspase-3, Fas

and Fas L. Matrine significantly reduced cell necrosis, but had a non-

significant inhibitory effect on cell apoptosis and expression of cleaved

caspase-3 and FasL. In conclusion, matrine attenuates endotoxin and

HIR-induced acute liver failure by its anti-inflammatory and anti-oxi-

dative activities, and has little inhibitory effect on cell apoptosis.
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Endoplasmic reticulum stress activating glycogen synthase kinase
3b exacerbates D-GalN/LPS-induced liver injury in mice

Feng Ren1, Zhongping Duan1, Bingzhang Yang1, Tao Wen1,
Xinxin wang1, Hongbo Shi1, Li Bai1, Xiaohui Zhang1, Jiming
Yin1, Zhengfu Piao1, Sujun Zheng1, Jing Zhang1, Yu Chen1,
Yuanping Han2, Dexi Chen1

1Beijing YouAn Hospital, Capital Medical University, Beijing,
2The College of Life Sciences, Sichuan University, Xian, China

Endoplasmic reticulum stress (ERS) is increasingly recognized as an

important step in the pathogenesis of various liver diseases. However,

its intrinsic physiological roles in acute liver failure (ALF) remain

largely undetermined. This study was designed to determine the role

of ERS in the progress of ALF and its regulatory mechanism in liver

injury. In a murine ALF model induced by D-galatosamine/lipopo-

lysaccharide (D-GalN/LPS), we detected that ERS was essential for

the development of ALF pathology, as administration of its inhibitor,

4-PBA, ameliorated the hepatocellular damage, evidenced by reduced

serum ALT and AST levels, well-preserved liver architecture and

decreased lethality compared with controls. Moreover, ERS exacer-

bates D-GalN/LPS-induced liver injury in mice due to increase liver

tissue inflammation and the hepatocyte apoptosis, because ERS fur-

ther promoted LPS-induced inflammation and TNF-a-induced

hepatocyte apoptosis in vitro. Furthermore, ERS exacerbates D-GalN/

LPS-induced liver injury via activating glycogen synthase kinase 3b
(GSK3b). In vitro, tunicamycin-induced ERS resulted in activation of

GSK3b, and GSK3b inhibition by SB216763 relieved the tunicamy-

cin-induced hepatocyte apoptosis. In vivo, inhibition of ERS by

4-PBA ameliorates liver injury relies on GSK3b inactivation, because

administration of wortmannin which increased GSK3b activity

resulted in loss of liver protection by 4-PBA. Importantly, ERS

pathway is also observed in chronic hepatitis B (CHB) patients suf-

fering from acute on chronic liver failure (ACLF). Such notion is

supported by our evidence of unfolded protein response (UPR) in the

CHB patients but down-regulated in ACLF patients. The transcription

factor CHOP/GADD153, a key regulatory for ERS, and GSK3b
activity are constantly increased with the progress of ACLF. Taken

together, this study demonstrates the key function of ERS in the

pathophysiology of ALF, in particular in regulating GSK3b, and

provides a rationale for targeting ERS as a potential therapeutic

strategy to ameliorate ALF.
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Chemokine receptor CCR5 and its corresponding chemokine
contributes to virus-induced murine fulminant liver failure
via NK cells recruitment

Lin Ding, Shuai Wang, Tao Chen, Aichao Shi, Qin Ning
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College, Huazhong University of Science & Technology, Wuhan,

China

Aims: Previous study shown that NK cells migrate to the liver from

the blood, spleen, and BM post MHV-3 infection. Here we aimed to

investigate the recruitment mechanisms of NK cells to liver. Thus the

role of the CC chemokine receptor 5 (CCR5) on NK cells and its

corresponding chemokines MIP-1a, MIP-1b and RANTES were

measured in MHV-3 induced fulminant hepatic failure.

Methods: Balb/cJ mice (6-8 weeks, female) were intraperitoneally

injected with 100 PFU MHV-3. The expression of CCR5 on NK cells

in the liver, spleen, BM and blood were analyzed by flow cytometry.

The genetic and protein level of CCR5-corresponding chemokines

(MIP-1a, MIP-1b and RANTES) were detected by real-time PCR and

Immunohistochemistry staining. Transwell migration assay was used

to assess the chemotactic effect of MHV-3-infected hepatocytes on

the splenic NK cells. Adoptive transfer experiments were used to

observe the survival rate of the Balb/cJ mouse after anti-ASGM-1

injection and MHV-3 infection.

Results: With MHV-3 infection, the frequencies of NK cells from spleen

and BM expressing CCR5 increased at 12 h post-MHV-3 infection;

meanwhile, they all increased significantly in the liver and peripheral

blood at 24 h post-MHV-3 infection. Moreover, the hepatic mRNAs

level of MIP-1a, MIP-1b and RANTES were significantly elevated post

infection, as well as the immunohistochemistry staining. The transwell

migration assay demonstrated that MHV-3-infected hepatocytes have

the capacity to attract and recruit the splenic NK cells; furthermore,

CCR5 and its corresponding chemokine MIP-1b and RANTES may play

a key role in the NK cells recruitment. Adoptive transfer the splenic NK

cells with CCR5 blockage can prolong the survival time of mouse after

anti-ASGM-1 injection and MHV-3 infection.

Conclusion: These results suggest that the CCR5 plays a prominent

role in the NK cells recruitment to liver, and this subsequently con-

tribute to hepatocyte injury in MHV-3 induced FHF.
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Aims: To investigate the characteristics and roles of TCR cd+ T cells

in murine fulminant viral hepatitis induced by murine hepatitis virus

type 3 (MHV-3) through detecting the changes of proportions of TCR

cd+ T cells in blood, spleen and liver, and cytokines secreted by

hepatic TCR cd+ T cells.

Methods: The model of fulminant viral hepatitis was established by

intraperitoneal injection of MHV-3 into Balb/cJ mice. The survival

days of mice, the serum levels of ALT, AST and pathologic damages

of liver tissues were examined. The proportions of TCR cd+ T cells in

blood, spleen and liver, and cytokines secreted by hepatic TCR cd+ T

cells were analyzed by flow cytometry. The function of hepatic TCR

cd+ T cells was examined by cytotoxicity assay.

Results: Balb/cJ mice died in 3 to 6 days post MHV-3 infection, with

severe hepatic necrosis and significant augmentation of serum ALT

and AST. The proportions of TCR cd+ T cells in blood, spleen and

liver significantly increased post MHV-3 infection, while the pro-

portions of the early activating molecule CD69-expressing TCR cd+ T

cells and productions of cytokines TNF-a and IFN-c increased

remarkably in the liver. These TCR cd+ T cells were cytotoxic to

MHV-3-infected hepatocytes in vitro through TNF-a and IFN-c
pathway.

Conclusions: These results demonstrated that TCR cd+ T cells might

contribute to the pathogenesis of MHV-3 induced FVH through the

effector cytokines TNF-a and IFN-c.
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Combined adenovirus-mediated microRNAs targeting mfgl2,
mFas, and mTNFR 1 protect against fulminant hepatic failure
in mice
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Aims: Hepatitis B virus (HBV)-related acute-on-chronic liver failure

(ACLF) has a poor prognosis with a high in-hospital mortality.

Hepatic and circulating inflammatory cytokines, such as fibrinogen

like protein 2 (fgl2), FasL/Fas, and tumor necrosis factor a (TNFa)/

TNFR1, play a significant role in the pathophysiology of ACLF. This

study aimed to evaluate the therapeutic effect of recombinant aden-

oviral vectors carrying microRNAs (miRNAs) targeting mouse fgl2

(mfgl2) or both mFas and mTNFR1 on murine hepatitis virus-

3-induced fulminant hepatitis in BALB/cJ mice.

Methods: miRNA expression plasmids against mfgl2, mFas, and

mTNFR1 were constructed, and their inhibitory effect on the target

genes was confirmed in vitro at both the mRNA level by qRT-PCR and

protein level by Western blot analysis. pcDNA6.2-mFas-mTNFR1-

miRNA was constructed, expressing miRNAs against both mFas and

mTNFR1. To construct a miRNA adenovirus expression vector against

mfgl2, pcDNA6.2-mfgl2-miRNA was cloned using Gateway technol-

ogy. Ad-mFas-mTNFR1-miRNA was also constructed.

Results: After the adenovirus vectors were delivered by tail-vein

injection, 8 of 18 mice (44.4 %) recovered from fulminant viral hepa-

titis in the combined interference group compared with 7 of 18 (38.9 %)

receiving Ad-mfgl2-miRNA treatment and 3 of 18 (16.7 %) mice

receiving Ad-mFas-mTNFR1-miRNA. These adenovirus vectors sig-

nificantly ameliorated inflammatory infiltration, fibrin deposition,

hepatocyte necrosis and apoptosis, and prolonged survival time.

Conclusions: Our data illustrated that combined interference using

miRNAs targeting mfgl2, mFas, and mTNFR1 might have significant

therapeutic potential for the treatment of fulminant hepatitis.
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Clinical features of acute liver failure in Gunma University
Hospital
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Background/aims: This study investigated the causes, demographic

findings, clinical status and outcomes of patients with acute liver

failure in this institute.

Methods: The patients admitted to the intensive care unit between

2004 and 2012 were retrospectively analyzed. This study included 14

patients diagnosed with acute liver failure according to the diagnostic

criteria of acute liver failure by the Intractable Hepato-Biliary Dis-

eases Study Group of Japan.

Results: The patients included 9 males and 5 females. The median age

of the patients was 58 years (range, 0–81 years). Eleven patients had

acute liver failure with a hepatic coma, including 5 patients with the

acute type and 6 patients with subacute type. One patient had acute liver

failure without a hepatic coma. Two patients had late-onset hepatic

failure. The etiology was drug-induced liver injury in 6 cases (43 %),

hepatitis B virus in 4 cases (28.6 %), autoimmune hepatitis in a case,

metabolic disease in a case, and 2 cases were indeterminate. Plasma

exchange therapy was performed in 13 cases (93 %), in addition to

steroid pulse therapy in 9 cases (64 %). Liver transplantation from a live

donor was performed in 4 cases (28.6 %). Hemodiafiltration was per-

formed in 8 cases (57 %). These therapies were successful in 4 cases

(29 %), including 3 cases of drug-induced liver injury and one case of

autoimmune hepatitis. This institute had a higher prevalence of cases of

drug-induced liver injury (43 % vs. 17 %), a low life-saving rate for all

cases with acute liver failure (29 % vs. 44 %) in comparison to the

accumulated data reported in Japan in 2009 (current cases vs. accu-

mulated data). However, the life-saving rate for the cases with drug-

induced liver injury was relatively higher (50 % vs. 25 %).

Conclusion: Acute liver failure with drug-induced liver injury had both

a relatively higher prevalence and life-saving rate in this hospital.
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Acute exacerbation of 14 cases decompensated hepatitis B
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Objective: To analyze the acute exacerbation of decompensated

hepatitis B cirrhosis after withdrawal of nucleoside analog(ue) ther-

apy, strengthen the monitoring and management of patients with

antiviral treatment and reduce the emergence of liver failure after

withdrawal of nucleoside analog(ue).

Method: 14 cases of decompensated hepatitis B cirrhosis who had

suffered from upper gastrointestinal bleeding and/or hepatic enceph-

alopathy were treated with nucleoside analog(ue) combined with the

short-term liver protection therapy. 8 cases were treated with ente-

cavir and 6 cases were treated with adefovir dipivoxi. The mean

duration was 3.1 years (2.5–4 years). The biochemical, virological

indexes were tested during the therapy period.

Results: 14 patients who discontinued therapy for personal reason

had a sudden setback 2–4 months after withdraw of nucleoside ana-

log(ue). There was an abrupt rise in aminotransferase level, a rapid

increase in total bilirubin and a significant fall in prothrombin activity

within 5 to 7 days to peak 1120–1576 U, 362–516 lmol/L and

21–35 % separately. The clinical manifestation showed acute-on-

chronic liver failure a with a rapidly progressive course. All patients

had hepatic encephalopathy (stage III–IV) at 7–12 days, 1 patient had

upper gastrointestinal bleeding, all patients died of liver failure at

18–31 days. Compared to 7 patients of acute-on-chronic liver failure

caused by other reasons, the degree and speed of disease condition

were lower than that of the 14 patients caused by withdraw of

nucleoside analog(ue).

Conclusion: Patients of decompensated hepatitis B cirrhosis after

withdraw of nucleoside analog(ue) are prone to develop acute-on-

chronic liver failure with a rapidly progressive course and high

mortality.

Topic: 2 Acute Liver Failure

Absno: 933

Effect of N acetylcysteine (NAC) in hypoxia induced liver injury
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Objectives: HILI is common with a prevalence of 10 % in US.

Transient hepatic hemodynamic compromise leads to tissue hypoxia

and induced hypoxia induced protein (HIP), heat shock protein 70,

Endothelial reticular stress (ER) leading to reperfusion injury (RI).

Dramatic rise of transaminases, drastic reversal with restoration of

perfusion in weeks follows. In cirrhotics HILI requires liver trans-

plantation. This study evaluated NAC in HILI.

Methods: Sixty patients (n = 60) with mean arterial pressure

(MAP) \ 35 % and normal LFTs at base line and no organ trauma.

Group A (n = 28) chronic liver disease (CLD) [alcohol—11/28(39 %),

NASH—9/28(32 %), Hepatitis C—4/28(14 %), hepatitis B—2/28(7 %),

PBC—1/28(3 %), AIH—1/28(3 %). Group B (n = 32) [respiratory

failure—12/32 (37 %), CHF—8/32(25 %), CVA—2/32 (6 %), sepsis—

6/32 (19 %), post op—4/32 (12 %)]. Randomized into A1 (14), B1 (16)

(placebo) while A2 (14), B2(16)—(IV NAC for 48 h). Serum Trans-

aminases, Bilirubin, INR, Creatinine and MELD score at 0, 3rd, 6th, 9th

and 12th days with MAP and SOFA score. Exclusions: Organ trans-

plant, Dialysis, cancer, acute myocardial Infarct, Tylenol, acute viral

hepatitis.

Results: Placebo groups A1, B1: Normalized A1-[LFTs—on 3rd day

(7 %), 6th day (21 %), 9th day (36 %) and 12th day (21 %). 1/14 (7 %)

died]. B1 (CLD) [LFTs 3rd day (19 %) 6th (44 %) 9th (25 %), 2/16

(6 %) died of sepsis] NAC Groups A2 [normalized LFTs 3rd (57 %) 6th

day (43 %) 9th day (25 %), (7 %) one died] B2 (CLD) [Normalized

LFTs—3rd day (63 %), 6th day (25 %) 9th1/16 (6 %), one died].

Conclusion: Study postulates that NAC (A2, B2) has efficient clinical

recovery in non-CLD sub group B2 (63 %) [ A2 (57 %) in day 3, in

CLD, NAC (A2) [ placebo (A1) clinical recovery over placebo, 3rd

day (44 %) over (36 %), 6th day. Larger trial need to validate.
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A case of acute liver failure in a patient with sickle cell anemia
and G6PD deficiency treated with plasmapheresis successfully
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Ayşe Seza İnal1, Süheyla Kömür1, Ferda Tekinturhan3,
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Introduction: Acute liver failure is a mortal disease and management

is challenging even for patients without underlying diseases. In this

case we aimed to share a treatment option for fulminant hepatitis

patients which transplantation was not a viable option.

Case report: A case with sickle cell anemia and G6PD deficiency that

presented with acute cholestatic hepatitis B is presented. 36 years old

patient presented with jaundice and fever. ALT, AST, total bilirubin,

direct bilirubin and INR levels were 335 mg/dl, 430 mg/dl, 30 mg/dl,

18 mg/dl and 1.2 respectively at the admission. HBs antigen was

positive and according to his records 9 months ago it was negative.

antiHBc IgM was negative. HBV DNA was 64000000 IU/ml. At first

ALT, AST and bilirubin levels started to decrease but did not came to

normal levels. After 3 weeks ALT, AST, total bilirubin and direct

bilirubin levels increased again up to 270, 460, 71 and 47 mg/dl

respectively. This time INR prolongation accompanied which was up

to 9. Hepatic encephalopathy developed and patient was admitted to

ICU. Entecavir 1 9 1 mg and fresh frozen plasma was started. But the

patient continued to deteriorate. Liver transplantation could not

planned because of the low survival rates of SCA patients and plas-

mapheresis came up as an option. After the first session ALT, AST,

total bilirubin, direct bilirubin and INR levels decreased to 140 mg/dl,

255 mg/dl, 24 mg/dl, 13 mg/dl, 4.6 respectively. The patient’s general

condition and consciousness improved. After a slight increase in

parameters plasmapheresis was performed again the next day and they

continued to decrease to 30 mg/dl, 90 mg/dl, 9 mg/dl, 4 mg/dl, 1.2.

The patient was discharged eventually.

Conclusion: Plasmapheresis can be thought as treatment for patients

which liver transplantation is not an option or patients pending

transplantation.
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Efficacy of bone marrow-derived cells in patients with end-stage
liver diseases: a meta-analysis of controlled clinical trials

Wei Zhang, Feng Liu, Bo Feng, Hui-Ying Rao, Lai Wei
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Beijing Key Laboratory of Hepatitis C and Immunotherapy for Liver

Diseases, Peking University, Beijing, China

Background: Current clinical trials sometimes failed to exhibit stable

therapeutic efficacy of bone marrow-derived cells in chronic liver dis-

ease patients. The objective of this meta-analysis is to assess the efficacy

of bone marrow cells in end-stage liver disease (ESLD) patients.

Methodology: We identified eligible studies by searching the rele-

vant databases. Quality assessments in trials were performed

according to the Jüni guidelines and the recommendations of the

Cochrane Collaboration. Heterogeneity across studies was determined

and the meta-analysis was performed following standard guidelines.

We assessed survival rates, and the changes in MELD scores and

Child-Pugh scores between control and treatment groups. Statistical

analyses were conducted using STATA 12.0.

Results: Seven controlled clinical trials were included in our meta-

analysis (Table 1). There was no significant increase in survival after

bone marrow cells-based treatment compared to conventional treat-

ment (RR 1.183, 95 % CI 0.893 to 1.567, p = 0.245) (I2 = 42.85 %

and p \ 0.10) (p = 0.242) (Fig. 1). After using a meta-regression, it

was discovered that the length of follow-up as a potentially important

source of between-study heterogeneity. The improvement in the

model for end-stage liver disease (MELD) scores (standardized mean

difference [SMD] = -0.926, 95 % CI -1.369 to -0.483, p = 0.00)

(I2 = 0.85 % and p = 0.652) (Fig. 2), and Child-Pugh scores (SMD

= -1.071, 95 % CI -1.542 to -0.600, p = 0.000) (I2 = 0.05 % and

p = 0.974) (Fig. 3) of patients in the cell transplantation groups were

found to be superior to those in the control groups after 180 days of

follow-up. No evidence of publication bias was found in the main

analysis (p = 0.235).

Conclusions: The results showed that bone marrow-derived cells have

no effects on the survival, but have positive effects on the improvement

in the MELD scores and Child-Pugh score in ESLD patients.
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Liver histological parameters correlate with clinical severity
in patients with acute-on-chronic liver failure (ACLF)

Archana Rastogi1, Rakhi Maiwall2, Chhagan Bihari1, Hitendar
Garg2, Chandan Kumar2, Naveen L. Gupta3, Shiv Kumar Sarin2

1Pathology, 2Hepatology, 3Biochemistry, Institute of Liver and

Biliary Sciences, Delhi, India

Background: Role of liver biopsy in predicting the severity of liver

disease in ACLF is unclear. Correlation of liver histological features

with clinical parameters of severity can help in predicting the

outcome.

Aim: To study the histological correlates of MELD score and out-

come in patients with ACLF.

Patients and methods: One hundred patients of ACLF diagnosed as

per the APASL criteria who underwent transjugular liver biopsy were

included. Eight histopathological parameters were semiquantitatively

graded-eosinophilic and ballooning degeneration of hepatocytes,

apoptosis, fibrous septae thickness, ductular cholestasis, ductular

proliferation, parenchymal necrosis, parenchymal replacement by

fibrosis and necrosis. Model for end stage liver diseases (MELD)

score was calculated.

Results: Median age of ACLF patients was 47 years (range, 15–73

years), with predominance of males. Mean serum bilirubin and

Fig. 1

Fig. 2

Fig. 3

Table 1 Characteristics of eligible studies
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albumin levels were 21.55 ± 10.31 and 2.25 ± 0.47 g/dl, respec-

tively. Hepatitis virus and alcohol were the major etiologies for acute

insult and chronic liver disease respectively. Median MELD score was

27 (range 16–50).

There was a significant positive correlation between MELD and

histopathological parameters—eosinophilic degeneration (p = 0.021),

apoptosis (p = 0.006), severe necrosis (p = 0.036), ductular chole-

stasis (p = 0.013), parenchyma involved by fibrosis and/or necrosis

(p = 0.007) was found. On multivariate analysis, eosinophilic degen-

eration (p = 0.012 95 % CI (0.89–7.03) and parenchymal fibrosis and

necrosis (p = 0.03 95 % CI (0.24–8.6) showed significant correlation

with MELD. The same histopathological parameters were then com-

pared with outcome.

On univariate analysis, eosinophilic deg (p \ 0.001), apoptosis

(p \ 0.01), severe necrosis (p = 0.012) correlated with poor out-

come, however on multivariate analysis were: eosinophilic

degeneration p 0.008 (OR 3.8, 95 % CI 1.42–10.6) and severe

necrosis p = 0.009, OR 6.7 95 % CI (1.6–27.9) independently pre-

dicted poor outcome.

Conclusion: Liver histological parameters especially eosinophilic

degeneration, severe necrosis, significant parenchymal replacement

by fibrosis and necrosis determine clinical severity and poor outcome

in patients with ACLF.
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Acute liver failure in Sapporo, Japan: clinical features according
to the aetiologies

Jong-Hon Kang, Takeshi Matsui, Hironori Aoki, Akiko
Tomonari, Hajime Yamazaki, Kunihiko Tsuji, Yoshihisa
Kodama, Yasuo Sakurai, Hiroyuki Maguchi

Center for Gastroenterology, Teine Keijinkai Hospital, Sapporo,

Japan

Background/aims: As for acute liver failure (ALF), not all patients

need liver transplantation (LT), because clinical outcome is different

by every etiology. Artificial liver support (ALS) including hemodia-

filtration has started to treat ALF with encephalopathy in 2000. Our

study was aimed to clarify the clinical impact of etiology for ALF.

Methods: A total of 102 ALF patients (52 females, median age

48 years) referred from all Hokkaido areas in Japan during 1997

through September 2012 were enrolled, and etiological assessment

underwent. ALF was defined to be 1.5 or more in INR. When hepatic

coma was diagnosed, intensive care including ALS started using

antivirals and/or corticosteroid, if necessary. LT underwent for the

patients showed refractory.

Results: The distribution of etiologies for ALF was viral infection 48,

circulatory disturbance 12, autoimmune hepatitis 9, drug-induced

liver injury 7, metabolic diseases 4, infiltration of liver by malignant

cells 2 and miscellaneous 20. Among 48 cases of viral infection,

hepatitis B virus (HBV), HEV, HAV or others was causative in 26,

15, 5, and 2, respectively. Out of 53 patients presented hepatic

encephalopathy, 25 (47.2 %) had viral infection, 6 (11.3 %) AIH 5

(9.4 %) drug-induced, 6 (11.3 %) others, and 11 (20.7 %) miscella-

neous. Non-comatose 46 and comatose 29 including 8 undergone LT

survived. 37 of 48 patients with viral infection were saved by antiv-

irals and/or ALS, and 11 of 12 caused by circulatory disturbance

survived after the treatment for underlying disorders, whereas all 4

with HBV reactivation and 2 caused by malignancy were died, despite

of intensive therapy.

Conclusions: In Japan, infections of hepatotropic viruses have sig-

nificant impact for the etiologies of ALF. According to the different

etiologies, the optimal treatments should be prepared, and ALS is one

of useful arms against hepatic encephalopathy in Japan where chronic

donor shortage for LT has persisted.
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Prognostic factors predicting fatal outcome after living donor
liver transplantation for fulminant hepatic failure

Tae-Seok Kim, Hyung Hwan Moon, Sanghoon Lee, Sanghyun
Song, Milljae Shin, Jong Man Kim, Jae Berm Park, Choon Hyuck
David Kwon, Sung Joo Kim, Jae-Won Joh, Suk-Koo Lee

Department of Surgery, Samsung Medical Center, Sungkyunkwan

University School of Medicine, Seoul, Korea, Seoul,

Republic of Korea

Introduction: Liver transplantation (LT) is the only life-saving treat-

ment in irreversible fulminant hepatic failure (FHF). However, not all the

patients with fulminant hepatic failure can receive LT due to organ

shortage. For such a reason, living donor liver transplantation (LDLT)

has been accepted as feasible treatment for fulminant hepatic failure

although has generated several debatable issues. In this study, we

investigated the prognostic factors predicting fatal outcome after LDLT

for FHF.

Patients and methods: From April 1999 to April 2011, 60 patients

underwent LT for acute liver failure, including 42 patients for FHF at

Samsung Medical Center, Seoul, Korea. Among 42 patients, 30

patients underwent LDLT for FHF and database of these patients was

analyzed retrospectively to investigate the prognostic factors after

LDLT for FHF.

Results: Among 30 patients, 7 patients (23 %) died during in-hospital

period within 6 months and 23 patients (77 %) survived until recently.

In univariate analyses using Cox proportional hazards model, donor age

([35 years), graft volume (GV)/standard liver volume (SLV) (\50 %),

cold ischemic time ([120 min), hepatic encephalopathy (grade IV),

hepatorenal syndrome and history of ventilator care were associated

with fatal outcome after LDLT for FHF. In multivariate Cox propor-

tional hazards analyses, Hepatorenal syndrome, GV/SLV (\50 %) and

donor age ([35 years) were significantly associated with fatal outcome.

Although the statistical significance was not shown in this analysis

(p = 0.059), hepatic encephalopathy grade IV also seems to be a risk

factor predicting fatal outcome.

Conclusion: The survival of patients with FHF undergoing LDLT was

comparable to published data. In LDLT in patients with FHF, Hepato-

renal syndrome, Graft volume under 50 % of standard liver volume and

donor age over 35 years are the independent poor prognostic factors.

To confirm this result, further studies with a large sample size is required.
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Model for end stage liver disease score and ALT-LDH index
as a poor prognostic indicators in acute liver failure
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Introduction: Acute liver failure (ALF) is a potentially devastating

syndrome with an ongoing high mortality rate. MELD score is by far

the best survival model of ALF. A new ALT LDH index, which is

also used for predicting survival in ALF, is also utilised in this study.

Objective: To calculate the frequency of deaths predicted by MELD

score and ALT LDH index.

Study design: Case series study.

Setting: Gastroenterology unit, Isra University Hospital, Hyderabad.

Duration: Six months (28-Jan-2012 to 31-Jul-2012).

Subject and methods: Patients were selected if evidence of coagu-

lopathy (Prothrombin time C1.5 times normal or C18 s) along with

altered mentation of any degree and a presumed acute illness onset of

less than 8 weeks duration was present. Laboratory workup included

serum creatinine, total bilirubin, prothrombin time with INR, LDH,

and ALT. MELD score of C30 and ALT LDH index of \3.0 were

taken as bad prognostic indicators. The primary end point was death

within 15 days of hospital admission.

Results: A total of 151 patients with mean and SD of 22.58 ± 7.3

were selected for this study. Out of 151 patients a total of 114 patients

(75.5 %) had a poor prognosis (death) during the study period. The

MELD criteria cut off point (MELD Score [30) was reached in a

total of 107 patients. Among 107 patients 103 died, so the correctly

predicted frequency of death for MELD score stood at 96.26 %

(p B 0.01). The ALT-LDH index cut off point was reached in a total

of 55 patients (out of 151). Among 55 patients 43 died, so the cor-

rectly predicted frequency of death stood at 78.18 % (p = 0.56).

Conclusion: Both criteria are good predictors of the outcome in acute

liver failure, however MELD score was statistically significant in

prediction of mortality.
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The role of lymphocyte homing in decreasing intestinal
IgA-positive lymphocytes of acute liver necrosis

Jin-Long Fu1,2, Pei Liu3, Guo-Xiong Li1, Jian-Liang Wu1,
Zhi-Yong Wang1

1Department of Gastroenterology, Affiliated Hospital of Hangzhou

Normal University, 2Medical School of Hangzhou Normal University,

Hangzhou, 3Department of Infectious Diseases, The First Affiliated

Hospital, China Medical University, Shenyang, China

Objective: To investigate the expression of LTbR, MAdCAM-1 and

IL-4 in a mouse model of acute liver necrosis and the relationship

with intestinal IgA-positive lymphocytes.

Methods: We selected D-lactate as an index of IP, induced FHF using

D-galactosamine/lipopolysaccharide, assessed the results using enzy-

matic-spectrophotometric, ELISA, immunohistochemistry, Western

blotting and real-time quantitative polymerase chain reaction. The

effects of the administration of exogenous LTbR, before the admin-

istration of D-galactosamine/lipopolysaccharide.

Results: Compared with normal group, intestinal LTbR, MAdCAM-1

and IL-4 levels were significantly reduced in early stage of liver

necrosis group (P \ 0.05), Compared with acute liver necrosis group,

Exogenous LTbR can be effectively protected mucosa MAdCAM-1

expression decreased and intestinal mucosal IgA positive lymphocyte

count reduction in acute liver necrosis group (P \ 0.05).

Conclusions: LTbR, MAdCAM-1 and IL-4 levels decreased in early

stage of acute liver necrosis, inhibited the homing of lymphocytes to

the gut, and then IgA-positive lymphocyte count decreased, which

affected the intestinal immune and intestinal barrier function. This

mechanism might be one of the causes of intestinal endotoxemia

occurred and aggravated in acute liver necrosis.
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Predictive value of liver stiffness measurement
for the development of acute liver failure of patients
with acute hepatitis

Li Wang, Zhiqiang Zou, Yuan Zheng

Infectious Disease Hospital of Yantai, Yantai, China

Aims: Liver stiffness (LS) measured by transient elastography is

closely associated with hepatic fibrosis in patients of chronic liver

disease, and also increased in patients with acute hepatitis. We aimed

to evaluate predictive value of LS for assessing evolvement of acute

hepatitis to acute liver failure (ALF) and identify factors associated

with LS values at onset, reduction and resolution of liver injury.

Methods: We prospectively evaluated LSM and biochemical

parameters of 66 consecutive acute hepatitis patients.

Results: All patients had alanine aminotransferase (ALT) [ 10 upper

limit of normal (ULN) at enrollment. 18 were acute hepatitis B, 21 were

acute hepatitis E, 3 were acute hepatitis A, 6 were coinfection, 11 were

acute drug-induced liver injury, 2 was Epstein-Barr virus (EBV)

infection, 1 was acute alcoholic hepatitis and 4 were unidentified liver

injury. Median LS (range) was 16.6 (4.8, 75) kPa. At enrollment, total

bilirubin (TB), direct bilirubin (DB), albumin (ALB), prothrombin time

(PT), prothrombin activity (PTA), international normalized ratio (INR),

AFP and platelet counts (PC) (P \ 0.001) were strongly associated with

LS values, at reduction (ALT 2-5 ULN), PT, PTA (P \ 0.001) and DB,

TCH (P \ 0.05), were associated with LS values, and at resolution, only

AFP (P = 0.007) was associated with LS elevation analyzed using

Spearman correlations tests. Multivariate regression analysis showed

that TB and PTA were associated with evolving to ALF with OR (CI

95 %): 1.02 (1.004, 1.034), P = 0.01 and 0.884 (0.813, 0.961),

P = 0.004, respectively. AUROCs of LS, TB and PT for predicting

ALF were 0.828, 0.876 and 0.933, respectively.

Conclusion: LS values at baseline and reduction points correlated

significantly with parameters which indicated sever liver injury. And

was only associated with AFP which indicated hepatocyte regenera-

tion at resolution. LS at early stage of acute hepatitis may help to

predict degree of liver injury and disease progression.
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Cold storage of rat hepatocyte spheroids

Hongling Liu1,2, Yue Yu3, Nyberg Scott L4

1Liver Failure Diagnosis and Treatment Center, 302 Military

Hospital, Beijing, China, 2Division of Experimental Surgery,

Mayo Clinic College of Medicine, Rochester, MN, USA, 3Liver

Transplantation Center, The First Affiliated Hospital of Nanjing

Medical University, Nanjing, China, 4Division of Experimental

Surgery, Mayo Clinic College of Medicine, Rochester, MN, USA

Background: Cell-based therapies for liver disease rely on a high

quality supply of hepatocytes and a means for storage during trans-

portation from site of isolation to site of usage. Unfortunately, frozen

cryopreservation is associated with unacceptable loss of hepatocyte

viability after thawing. The purpose of this study was to optimize

conditions for cold storage of rat hepatocyte spheroids without freezing.

Methods: Rat’s hepatocytes were isolated by a two-step perfusion

method; hepatocyte spheroids formed during 48 h of rocked culture in

serum free medium (SFM). Spheroids were then maintained in rocked
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culture at 37 �C (control condition), or cold stored at 4 �C for 24 or 48 h

in four different cold storage solutions: SFM alone; SFM +

1 mM deferoxamine (Def); SFM + 1 mM Def + 1 lM cyclosporin

A (CsA); and SFM + 1 lM CsA. Performance metrics after cold storage

included viability, gene expression, albumin production, and functional

activity of cytochrome P450 enzymes and urea cycle proteins.

Results: We observed that cold-induced injury could be reduced

significantly by the addition of the iron chelator Def, and CsA. Per-

formance metrics of hepatocyte spheroids stored in SFM + Def +

CsA for 24 h were similar those in control conditions; while perfor-

mance metrics after cold storage in SFM alone or cold storage for

48 h were both significantly reduced.

Conclusion: Hepatocyte spheroids tolerate 24 h of cold storage with

stable viability and functionality. Cold storage should increase the

range and availability of cell-based therapies for liver disease.
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Interference with novel gene KCTD9 inhibits Nk cell activation
and ameliorates murine hepatitis virus type 3-induced fulminant
hepatitis in mice

Tao Chen1, Lin Zhu1, Lin Ding1, Li Song1, Xiaoping Zhang1,
Aichao Shi1, Hui Guo1, Li Zhou1, Yaoyong Zhou1, Bin Pi1,
Xiaojuan Liu1, Xiaoping Luo2, Qin Ning1

1Department and Institute of Infectious Disease, Tongji Hospital,

Tongji Medical College, Huazhong University of Science and

Technology, 2Department of Pediatric Disease, Tongji Hospital,

Tongji Medical College, Huazhong University of Science and

Technology, Wuhan, China

Background/aims: Our previous reports, both experimental and

human studies, have shown the novel gene KCTD9 contributed to

liver injury through hepatic NK cell activation in HBV induced acute-

on-chronic liver failure. This study aims to elucidate the therapeutic

role of KCTD9 in a mice model.

Methods: murine hepatitis virus strain 3 (MHV-3) induced fulminant

viral hepatitis (MHV-3-FVH) mice model was adopted in the study.

The mouse KCTD9 (mKCTD9) expression plasmid and a shRNA

plasmid specifically targeting this molecule were constructed and

introduced into infected mice by hydrodynamic delivery. The

expression of KCTD9 as well as function of hepatic NK cells was

detected, respectively.

Results: The results showed abundant expression of KCTD9 in

hepatic NK cells from mice with MHV-3 infection. The shRNA

significantly inhibited KCTD9 expression in hepatic NK cells with

decreased CD69 expression, cytotoxicity and ameliorated MHV-

3-FVH in these mice demonstrating as an increased survival,

improved liver functions and histopathology manifestation. In con-

trast, delivery of the KCTD9 expression plasmid to MHV-3-infected

mice led to a profound progression of liver disease.

Conclusion: Our study further elaborated the novel KCTD9 gene

contributes to liver injury through NK cell activation in virus-induced

liver failure, while interference targeting KCTD9 gene could ame-

liorated the disease, which provide a potential therapeutic target for

virus induced liver failure.
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Hepatic myeloid-derived suppressor cells suppress natural killer
cells via TGF-b and NO in virus induced acute liver failure

Wu Zeguang, Yang Xiaojin, Zhang Yangyang, Yan Weiming,
Wang Ming, Qin Ning

Department of Infectious Disease, Tongji Hospital, Tongji Medical

College, Huazhong University of Science & Technology, Wuhan,

China

Aims: NK cells (natural killer cells) are abundant in the liver and play

a critical role in immune mediated liver injury. It is important to

identify negative feedback mechanisms that can inhibit NK cells

activity in ALF (acute liver failure). In this study, different kinetic

patterns between MDSCs (Myeloid-derived suppressor cells) and NK

cells post MHV-3 infection prompted us to investigate the role of

MDSCs in innate immune response.

Methods: Female BLAB/cj mice at 6–8 w of age were injected i.p.

with MHV-3 (murine hepatitis virus-3). The ALF model was estab-

lished. Liver MDSCs from post infection and NK cells from naı̈ve

mouse were cocultured at 1:1 ratio in complete medium. Cells and

intracellular cytokine were stained with indicated fluorescence-

labeled mAbs, Flow cytometry. We Adoptive transfer or deplete of

MDSCs in vivo. For ICAM-1 (Intercellular Adhesion Molecule-1);

in vivo blocking, anti-ICAM-1 Ab or isotype control was adminis-

tered into MHV-3 infected mice.

Results: We identify a sub-population of MDSCs whose numbers

dramatically increased and remain elevated in the liver and blood, but

decreased in spleen and bone marrow in ALF. Hepatic CD11b+Ly6-

Ghigh MDSCs effectively suppressed liver NK cells in vitro. TGF-b1

(Transforming growth factor-beta 1) and NO (nitric oxide) were

required for MDSCs suppression. NKG2D expression on NK cells

was inhibited by MDSCs in vivo and Gr1+ MDSCs depletion accel-

erate mouse mortality. Ly-6Ghigh MDSCs were also suppressive

IFN-c production by NK cells. ICAM-1 expression on hepatocytes

and CD11b expression on NK cells and MDSCs were increased post

infection, and administration of anti-ICAM-1 antibody to infected

mouse could prolong survival time.

Conclusion: Our results indicate that in virus induced ALF, MDSCs

serve an important negative feedback function in liver innate immune

response, and further understanding of MDSCs in virus induced liver

failure may have important clinical implications for human liver

diseases.
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Patients with HBV related acute-on-chronic liver failure received
allogeneic bone marrow mesenchymal stem cells transplantation
in plateau gain high survival

WeiZhen Weng, Junfeng Chen, Shanquan Zhang, Zhanlian
Huang, Huijuan Cao, Yongyu Mei, Jianguo Li, Binliang Lin

Department of Infectious Diseases, Third Affiliated Hospital of Sun

Yat-sen University, Guangzhou, China

Background: A randomized control trial showed allogeneic bone

marrow mesenchymal stem cells improves outcomes of HBV acute-

on-chronic liver failure, but operating in which phase gains more

treatment benefit is unknown.

Methods: A total of 45 inpatients with HBV related acute-on-chronic

liver failure (HBV-ACLF) were recruited and received bone marrow

mesenchymal stem cells (BM-MSCs) transplantation. Divided the

patients into two groups according to whether their serum total bili-

rubin (TBIL) increased more than 17.1 lmol/l daily within seven

days: MSC-rise group (n = 12) and MSC-plateau (n = 33); A total of

46 inpatients matched for age, sex, and biochemical indexes com-

prised the control group: Control-rise (n = 13) and Control-plateau

(n = 33). All the patients receive standard medical treatment; besides
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that, the patients in MSC group were weekly transplanted with allo-

geneic BM-MSCs in cell dose of 1 9 105-6/Kg for 4 weeks, but the

time of first dose is different. Primary endpoint include 12 weeks

survival rate in different treatment phase of MSC groups and Control

groups, and the secondary endpoints are changes of MELD scores and

serum total bilirubin in different groups and subgroups.

Results: The mortality rate of patients in MSC-rise group (50 %, 6/12)

and Control-rise group (46.2 %, 6/13) had no statistical difference

(P = 0.848), but the mortality rate of patients in MSC-plateau group

was less than that in Control-plateau (15.2 %, 5/33 vs. 45.5 %, 15/33;

P = 0.007). Within the MSC treatment groups, the mortality rate in

MSC-rise group (50 %, 6/12) was higher than that of MSC-plateau

group (15.2 %, 5/33, P = 0.044). Serum total bilirubin levels of

patients in the MSC-plateau group were improved from 2, 4 weeks after

transplantation, and MELD scores from 4, 12 weeks after transplanta-

tion, compared with those in the MSC-rise group, shown as figure.

Conclusion: Operating allogeneic peripheral BM-MSCs transplanta-

tion in the plateau patients with HBV-ACLF can improve patients’

survival rate.
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Protective effects of Tanreqing injection on acute hepatic
failure in mice

Yang Lei, Yanyan Tao, Chenghai Liu

Institute of Liver Diseases, Shuguang Hospital Affiliated to Shanghai

University of Traditional Chinese Medicine, Shanghai, China

Background and aims: Tanreqing injection is a SFDA-approved

medicine on treatment of dampness-heat and fire toxin of the upper

energizer and phlegm-heat obstructing the lung collateral in China,

which is mainly consisted of the following drugs: Huangqin (Randix

Scutellariae Baicalensis), Xiongdan (Fel Selenarcti), Shanyangjiao

(Cornu Naemorhedi), Jinyinhua (Flos Lonicerae) and Lianqiao

(Fructus Forsythiae Suspensae). Tanreqing injection also has anti-

viral and anti-bacterial effects. This study aimed to investigate the

effects of Tanreqing injection on lipopolysaccharide (LPS)/galactos-

amine (GalN) induced mice acute hepatic failure.

Methods: Mice were respectively pretreated with 3 different dosages

Tanreqing injection at the doses of 0.469, 0.972, 1.910 g (crude

drugs)/kg body weight for 5 days. Diammonium glycyrrhizinate was

used as a positive control. One hour after Tanreqing injection on the

fifth day, the model and treatment mice were injected with LPS and

GalN, the normal mice with the same volume of saline. In order to

elucidate mice survival rate, death of mice were recorded after LPS/

GalN injection until 24 h later. Then the experiment was repeated,

and all the mice were sacrificed 6 h after LPS/GalN injection. The

serum parameters of liver function (ALT, AST, TBA, T.Bil, CHE)

were assayed with kits. The hepatic inflammation was examined with

HE stain.

Results: High and middle dose Tanreqing injection and positive control

can significantly improve the mice survival rate. In the repeated

experiment, serum ALT, AST and TBA of model group were obviously

increased, while the treatment groups had a lower level than the model,

especially the high dose group. At the model group, there were a lot of

inflammatory cells infiltration and necrotic hepatocytes in liver, but the

lesions became much slighter at the treatment groups.

Conclusion: Tanreqing injection could protect hepatocytes from

necrosis in mice acute liver failure (Fig. 1).
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Increased CD4+CD25+ regulatory T cells correlate with poor
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Background/aims: The roles of CD4+CD25+ regulatory T cells

(Treg) in chronicity of hepatitis B virus (HBV) infection have been

confirmed. This study is to explore whether and how CD4+CD25+

Treg altered in patients with HBV-related acute-on-chronic liver

failure (ACLF).

Methods: Thirty-two ACLF patients, 44 chronic hepatitis B (CHB)

patients, and 41 healthy controls were recruited. Peripheral CD4+CD25+

Treg and intrahepatic forkhead winged helix transcription factor (Foxp3)+

cells were detected by flow cytometry and immunohistochemistry. The

Foxp3 mRNA levels were examined by real-time polymerase chain

reaction. Serum interferon-gamma (IFN-c) and interleukin-10 (IL-10)

were determined by enzyme-linked immunosorbent assays.

Results: Peripheral CD4+CD25+ Treg and interhepatic Foxp3+ cells

were markedly increased in ACLF patients (6.33 ± 1.49 % and

14.7 ± 3.6/high power field [hpf]) as compared with CHB patients (vs.

4.16 ± 1.31 % and 4.6 ± 1.4/hpf) and controls (vs. 2.20 ± 0.69 %

and 0.4 ± 0.2/hpf) (all P \ 0.001).

The CD4+CD25+ Treg frequency was positively correlated with HBV

DNA loads (r = 0.36, P = 0.04), international normalized ratio

(r = 0.64, P \ 0.001)), and the Model of End Stage Liver Disease

score (r = 0.37, P = 0.04). The ACLF patients had a skewed IFN-c/

IL-10 ratio and a positive correlation between serum IL-10 level and

CD4+CD25+ Treg frequency (r = 0.41, P = 0.02). After 30-day

medical treatment, the survivors of ACLF patients displayed an

Fig. 1 a High dose and middle dose Tanreqing injection and positive

control can significantly improve the mice survival rate. b The serum

parameters of liver function (ALT, AST, TBA, T.Bil, CHE) were

assayed with kits. Serum ALT, AST and TBA of model group were

obviously increased, while the treatment groups had a lower level

than the model, especially the high dose group. c At the model group,

there were a lot of inflammatory cells infiltration and necrotic

hepatocytes in liver, but the lesions became much slighter at the

treatement groups
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initially higher followed by a subsequently gradual rise of peripheral

CD4+CD25+ Treg compared with non-survivors (Figs. 1, 2).

Conclusions: CD4+CD25+ Treg were markedly increased in HBV-

related ACLF patients, and redistribution of Treg from periphery to

liver may modulate liver inflammation. Persistent high levels of

peripheral CD4+CD25+ Treg may assist prediction of short-term

outcomes of HBV-related ACLF.
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Lactate dampens TLR4 and inflammasome dependent liver
inflammation and stimulates cytoprotection through GPR81

Rafaz Hoque1, Ahmad Farooq1, Ayaz Ghani1, Fred Gorelick1,2,
Wajahat Zafar Mehal1

1Section of Digestive Disease, Yale School of Medicine, New Haven,
2Department of Veterans Affairs Healthcare, West Haven, CT, USA

Background: TLR4 and NLRP3 inflammasome signaling are respon-

sible for inflammation induced liver injury but little is known about

their regulation. These pathways also stimulate aerobic glycolysis

with lactate production. A role for lactate in immune modulation has

not been extensively investigated.

Aims: We hypothesize that lactate acts through the lactate receptor

GPR81 in macrophages to modulate TLR4 and NLRP3 inflamma-

some signaling by (1) down-regulating pro-inflammatory pathways

through a novel beta-arrestin 2 (ARRB2) pathway and (2) enhancing

cytoprotective induction of hif1a and hmox1.

Methods: TLR4 and NLRP3 inflammasome signaling was assessed

in peritoneal macrophages and Kupffer cells stimulated within TLR4

and NLRP3 agonists and lactate. GPR81 and ARRB2 dependence of

lactate effects was examined in the RAW 264.7 macrophage cell line

using siRNA knockdown. GPR81 was knocked down in vivo in a

TLR4 dependent hepatitis model of LPS and galactosamine (LPS/

GalN) and liver tissue assessed for injury, inflammation, and induc-

tion of hif1a and hmox1. Lactate was supplemented in the presence or

absence of GPR81 knockdown in vivo in the LPS/GalN model and in

an acute acetaminophen hepatotoxicity model.

Results: Lactate suppresses TLR4 and NLRP3 dependent inflam-

mation in peritoneal macrophages and Kupffer cells and enhances

hif1a induction. Lactate immunosuppressive effects require GPR81

in RAW 264.7 cells. ARRB2 is identified as a new interactor with

GPR81 and is also required for lactate mediated immunosuppres-

sion. GPR81 is required in vivo to dampen TLR4 dependent liver

inflammation and injury, to fully induce hif1a and hmox1 in the

liver, and to prevent mortality. Lactate supplementation similarly

decreases liver inflammation and injury in the LPS/GalN model

and acetaminophen models and requires GPR81 for these effects

in vivo.

Conclusions: Lactate acts through GPR81 to suppresses TLR4 and

NLRP3 mediated pro-inflammatory signaling in resident macro-

phages and enhances induction of the hif1a and hmox1 cytoprotective

pathway.
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MELD scores are the most important factor in low dose
glucocorticoids treatment in the exacerbated acute on chronic
liver failure

Zhang Shaoquan, Lei Ziyin, Lin Bingliang

Department of Infectious Diseases, The Third Affiliated Hospital,

Sun Yat-sen University, Guangzhou City, China

Objective: To analyse the effect factors of short-term glucocorticoids

treating patients in the exacerbation phase of acute on chronic liver

failure.

Methods: 31 cases in treatment group were administrated 10 mg

dexamethasone every day for three days and combined with the

synthetic treatment, and follow up to 12 weeks, then analyze the

related factors with cumulate survival rate.

Results: 18 patients were survival, the others were dead or turned to

have liver transplantation. At baseline, ages, days of onset to treat,

serum alanine minotransferases (ALT) in patients of survival and

dead or liver transplantation were not significantly different. But the

model for end-stage liver disease (MELD) scores in the survival

patients were lower than that in dead or liver transplantation

(21.47 ± 4.85 vs. 28.65 ± 7.67, P = 0.003).

Conclusion: MELD scores is a good predicted indicator for efficacy

of short-term glucocorticoids in the exacerbation phase of acute on

chronic liver failure.

Fig. 1 Flow cytometry and histochemistry

Fig. 2 Kinetics of CD4 + CD25 + Treg in ACLF patients
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The efficacy of low dose glucocorticoids treatment
in the exacerbation phase of acute-on-chronic liver failure

Zhang Shaoquan, Lei Ziyin, Lin Bingliang

Department of Infectious Diseases, The Third Affiliated Hospital,

Sun Yat-sen University, Guangzhou City, China

Objective: To analyse the effect on patients in the exacerbation phase

of acute on chronic liver failure treatment by low dose glucocorti-

coids, and to select the exact opportunity on treatment.

Methods: 61 patients in exacerbation of acute on chronic liver

failure were analyzed retrospectively. 31 cases in treatment group

were administrated 10 mg dexamethasone every day for three days

and combined with the synthetic treatment. While 30 cases in

control group only received the synthetic treatment. And before

therapy, the serum total bilirubin (TBIL), the prothrombin activity

(PTA), the age, the sexuality, the model for end-stage liver disease

(MELD) scores, the leukocyte numbers and the values of alanine

aminotransferase in the two groups are no difference in statistics.

The survival rates in the two groups were observed after therapy

until 12 weeks. The complication of each group were monitored in

the same time.

Results: Fatality rate in the two groups were no difference in statistics

(P [ 0.05), The complication were no difference in statistics

(P [ 0.05) too. Further, the patients whose the prothrombin activity

(PTA) were between 30 and 40 % in the treatment group can sig-

nificantly improve the survival rate (92.86 %) in the treatment group

and 50.0 % in the control group (P = 0.017).

Conclusion: If you treat by low dose glucocorticoids in the exacer-

bation acute-on-chronic liver failure, the shorter prothrombin time,

the higher survival rate.
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Octreotide inhibits liver regeneration but improves liver function
and survival of rats following extended hepatectomy

Du Zhenggui1, Shi Yujun2, Zhou Yongjie2, Bu Hong2, Li Bo2

1Sichuan University, 2Key Laboratory of Transplant Engineering and

Immunology, Ministry of Health, West China Hospital, Sichuan

University, Chengdu, China

Aim: Rats receiving 90 % partial hepatectomy (PH) always die due

to the liver dysfunction. Early promotion of liver regeneration is

considered critical to improve the liver function and animal sur-

vival. However, accumulating reports suggest that the liver

dysfunction might attribute to the over-regeneration after PH. This

study is aimed to evaluate whether inhibition of liver regeneration

can improve the liver function and animal survival following

extended liver resection.

Methods: Rat receiving 90 % PH were intraperitoneally adminis-

trated with 50 mg/kg bodyweight octrotide every 12 h from 1 h

before and 5 days after operation (Group A). The rats receiving saline

were used as control (Group B). Rats were sacrificed at indicated time

points to harvest the blood samples and liver tissue specimens. Liver

function and histology were examined.

Results: The peak of the animal death emerged during 24–48 h after

PH in both groups. Octreotide injection remarkably decreased the

mortality (35 % vs. 65 % in Group B at 48 h, and 36.7 % vs. 66.7 %

at day 7, P = 0.017). Active liver regeneration in Group B was

observed at 24 and 36 h after PH, however, in Group A, much less

mitosis was presented at 24 h (2 % vs. 14 %) and 36 h (35 % vs.

62 %). We next evaluated the liver function in both groups. The

parameters including PT, APTT, INR, TB, ALB, ALT and AST were

significantly improved in response to octreotide administration

(P \ 0.05). We did not find any significant difference of blood

ammonia, free portal pressure and hepatocyte apoptosis between these

two groups (Figs. 1, 2).

Conclusion: Octreotide administration tremendously inhibits the

early proliferation of hepatocytes but is able to improve the survival

of the rats receiving extended hepatectomy. The underlying mecha-

nism might be that octreotide has the ability to elevate the function of

the hepatocytes.

Fig. 1 Cumulative survival rate curve of the two groups

Fig. 2 The mitosis index of the two groups
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Impairment of interferon regulatory factor-3 activation
by hepatitis C virus core protein basic amino acid region 1

Kazuaki Inoue

Gastroenterology, Showa University Fujigaoka Hospital, Yokohama,

Japan

Background: Interferon regulatory factor-3 (IRF-3), a key tran-

scriptional factor in the type I interferon system, is frequently

impaired by hepatitis C virus (HCV), in order to establish persistent

infection. However, the exact mechanism by which the virus estab-

lishes persistent infection has not been fully understood yet. The

present study aimed to investigate the effects of various HCV proteins

on IRF-3 activation, and elucidate the underlying mechanisms.

Methods: To achieve this, full-length HCV and HCV subgenomic

constructs corresponding to structural and each of the nonstructural

proteins were transiently transfected into HepG2 cells. IFN-b induc-

tion, plaque formation, and IRF-3 dimerization were elicited by

Newcastle disease virus (NDV) infection. The expressions of IRF-3

homodimer and its monomer, Ser386-phosphorylated IRF-3, and

HCV core protein were detected by immunofluorescence and western

blotting. IFN-b mRNA expression was quantified by real-time PCR

(RT-PCR), and IRF-3 activity was measured by the levels of IRF-3

dimerization and phosphorylation, induced by NDV infection or

polyriboinosinic: polyribocytidylic acid [poly(I:C)].

Results: Switching of the expression of the complete HCV genome as

well as the core proteins, E1, E2, and NS2, suppressed IFN-b mRNA

levels and IRF-3 dimerization, induced by NDV infection. Our study

revealed a crucial region of the HCV core protein, basic amino acid

region 1 (BR1), to inhibit IRF-3 dimerization as well as its phos-

phorylation induced by NDV infection and poly (I:C), thus interfering

with IRF-3 activation.

Conclusion: Our study revealed a crucial region of the HCV core

protein, basic amino acid region 1, to interfere with IRF-3 activation

and thereby inhibit the IFN signaling cascades. Therefore, our study

suggests that rescue of the IRF-3 pathway impairment may be an

effective treatment for HCV infection.
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Study of the evaluation the outcomes of acute-on-chronic hepatitis
liver failure

Kexin Hu1, Lequan Min1, Yuqun Zhang1, Yang Wang1,
Hongbo Du2

1School of Mathematics and Physics, University of Science and

Technology Beijing, 2Beijing Ditan Hospital, Capital Medical

UniversityMedical University, Beijing, China

Background: Acute-on-Chronic Hepatitis Liver Failure (ACHLF) is

characterized by jaundice, coagulopathy, hepatic encephalopathy, and

associated with a high mortality. The aim of this study is to provide a

model for predicting the outcomes of ACHLF patients.

Method: We retrospectively divided 101 patients with ACHLF into

two groups I (N = 23, average age: 50.8 years, male: 18) and II

(N = 78, average age: 40.7, male: 63) according to their outcomes to

be deaths or survivals during 8 weeks’ therapy. The patients’ clinical,

and biochemical data were collected at each week. The p-values

(a = 0.05) of the data of the two groups were analyzed by using t test.

A normalized linear regression model (NLRM) was introduced to

regress and analyze the data with significant differences.

Results: The biochemical data with significantly differences were

TBil (2–8 weeks), ALB (0–3 weeks), PTA (0–8 weeks) and INR

(0-8 weeks). Choose normalized data TBil/(TBil2 + ALB2 +PTA2)1/2,

ALB/(TBil2 + ALB2 +PTA2)1/2, and PTA/(TBil2 + ALB2 +PTA2)1/2

to regress linearly. It has been found that the Groups I patients’

regressed plane with maximum relative error 0.22 % at the week 4

can correctly distinguish Groups I/II patients in percentages: 56.5 %/

37.2 % (at week 0), 100 %/69.8 % (at week 4), 85.7 %/90.5 % (at

week 8), respectively.

Conclusions: The study results may suggest that the NLRM of Group

I at the week 4 is able to be used as a predictor to evaluate the efficacy

of the ACHLF patients’ treatment and outcomes.

Acknowledgments: This work is supported by the National Science

Foundation of China (No. 61074192) and the Fund of Student Science

Innovation Program (No. 11210711) at the University of Science and

Technology Beijing.
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Surgical model of fulminating hepatic insufficiency in rabbits.
New approach
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Introduction: The increasing demand for organs to treat terminal

hepatic diseases requires the development of new cell transplant

methods and bioartificial systems. To develop them, it is necessary an

experimental hepatic insufficiency model in previously healthy ani-

mals and in which hepatic damage would be the initial factor of the

irreversible multiorganic failure followed by death. The surgical

model has always been the most appropriate one to meet these

requirements.

Method: From 2001 to 2012, 3 series of 17; 5 and 7 female rabbits

(New Zeleander race) weighting between 3–4 kg. have been used.

Procedures were performed on animals in fast with ad libitum water.

General anesthesia with Ketalar and Sodium Thiopental without

M.R.A. Group 1: Control-Sham (n = 6) Group 2: Fulminating Hepatic

Insufficiency (n = 29). They were performed the same treatment as

Group 1 but first an end to side porto-caval shunt was performed and

then a total hepatectomy (of 95 %) (PCS + TH) and hepatic artery

ligature. Their lives were enlarged by means of hidroelectrolitic

reposition until cardiorespiratory attack. Then necropsia was per-

formed. Laboratory results from both groups were compared with the

Student test for odd numbers.

Results: Group 1 Sham: n = 6: there was no surgery mortality.

Group 2: n = 29: PCS + TH: five animals died while adjusting the

model in PCS + TH step and they were discarded from the research.

24 animals tolerated the whole surgery and survived between 3 and 6

h (X: 4.6 ± 1.7). In necropsy’s, technical complications were dis-

carded as death cause. The brain histological exams revealed the

presence of edema as initial lesion.

Conclusion: The fulminating hepatic insufficiency surgical models

were experimented on animals for a long time. However, there is a

safe model of its application on 3 series of rabbits.
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Erythropoietin (EPO) gene expression and regulation in rat liver
after x-irradiation
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(UMG), Göttingen, Germany

Introduction: Hypoxia is one of a hallmark of irradiation and Liver

plays a key role in erythropoietin regulation during hypoxia in the

body. In this work, we analyzed erythropoietin (EPO) gene expression

and factors involved in its regulation in the rat liver after irradiation.

Methods: Rats were exposed to single dose x-irradiation (25-Gy) that

was focused on the liver. Tissues were collected for mRNA, Protein

and Immunohistochemical analysis.

Results: At mRNA level, an early and quick increase of EPO (up to

2-folds) gene expression was observed with maximum at 3 h of the

study in the liver of irradiated animals followed by a gradual decrease

over the next 48 h. In the liver, a parallel up-regulation of the hypoxia-

inducible factor-2 (HIF-2a) gene was detected (up to 1.5-folds), while

HIF-1a gene expression remained unaltered after irradiation. These

results were further confirmed by Western Blot and immunohisto-

chemistry. Furthermore, a similar pattern of increase in EPO and

HIF-2a (at 3 h) gene expression was observed in isolated rat hepato-

cytes after irradiation. In addition to that, treatment with cytokines

(IL-1ß, IL-6, TNF-a) showed significant difference of gene expression

(HIF-1a and HIF-2a) in hepatocytes after x-irradiation.

Discussion/Conclusion: These results suggest that EPO may have an

important role in hepatic regeneration and repair after irradiation, and

during hypoxia main regulator of EPO is HIF-2a. According to these

findings EPO can be considered as a targeted therapy for irradiation

induced hepatic injury.
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The effects of iron overload or deficiency in thioacetamide
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Background/aim: Increase in hepatic iron concentration (HIC) may

augment the severity and progression while reduction of HIC may

attenuate a variety of chronic, non-hemochromatotic liver disorders. It

is not known whether manipulations in the HIC may exacerbate or

attenuate acute liver injury (ALI) from various toxins, like thioace-

tamide (TAA).

Methods: Rats were randomly divided into 6 subgroups: 2 control with

‘‘normal’’ hepatic iron concentration (HIC), 2 that were subjected to

parenterally iron overload (PIIO), 1 that was subjected to orally induced

iron overload (OIIO), 1 that received repeated phlebotomies. Four groups

(one group from each category) were also subjected to TAA toxicity.

Results: TAA administration to control rats induced severe hepatic

cell necrosis and apoptosis associated with a tremendous increase in

serum aminotransaminases and depletion of hepatic glutathione and

anti-oxidative parameters. OIIO and PIIO increased HIC by 370 and

2041 % respectively. OIIO and PIIO induced hepatocellular (paren-

chymal) and reticuloendothelial iron overload respectively. Compared

to the control group with ‘‘normal’’ HIC, TAA administration induced

an exacerbated ALI in the OIIO rats but an ALI of a similar mag-

nitude, in the PIIO rats. TAA administration to the phlebotomized rats

caused an elevation in serum aminotransaminases that was of similar

magnitude to the control group, but with less hepatic inflammatory

infiltrate, higher hepatic glutathione content and a better hepatic anti-

oxidative enzyme profile.

Conclusions: Hepatocellular iron overload, but not reticuloendothe-

lial iron overload exacerbates TAA induced ALI. Phlebotomy may

improve the hepatic anti-oxidative milieu and thus may mildly

attenuate TAA induced ALI.
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The effects of L-carnitine and N-acetylcysteine
on carbontetrachloride induced acute liver damage in rats
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Aim: The aim of this study the effects of L-carnitine (LCAR) and

N-acetylcysteine (NAC) on CCl4-induced acute liver damage in rats.

Materials and methods: A total of 40 rats in 5 groups were included

in the study. The first group was the control group. Group 2 received

only CCl4 (2 ml/kg). However, group 3 was given CCl4 + NAC

(150 mg/kg). On the other hand, the rats in group 4 were administered

CCl4 + LCAR (100 mg/kg), and the rats in group 5 were given

CCl4 + NAC + LCAR. Both CCl4 and the treatment protocols were

administered via intraperitoneal route for 10 days. Tissue oxidative

stress and antioxidant markers investigated in liver tissue and serum

liver enzymes were measured.

Results: Blood liver enzymes (ALT and AST) levels increased sig-

nificantly in group 2. The levels of ALT and AST decreased markedly in

all treatment groups. While malondialdehyde and myeloperoxidase

levels in the liver tissue samples increased significantly in the 2nd

group, those levels were determined to be decreased significantly in all

treatment groups. When the liver tissue antioxidant levels were evalu-

ated; reduced glutathione and catalase decreased markedly in the 2nd

group, but increased following the treatment with NAC and LCAR. The

activities of liver tissue superoxide dismutase were observed not to

differ significantly among the groups. In the histopathologic evaluation

of liver tissues, on the other hand, diffuse hepatosteatosis was observed

in all groups except control and there was no significant difference

among the groups from the point of steatosis.

Conclusion: LCAR and NAC were concluded to have beneficial

effects on the acute liver damage induced by CCl4 administration.
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Glutamate levels of brain and treatment efficiency of L-ornithine
L-aspartate by in vivo voltammetric measures on experimental
acute liver failure
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Objective: Acute Liver Failure (ALF) is the sudden deterioration of

liver functions in a person with no prior history of chronic liver

disease.

Aims: In this study, we aimed to investigate in vivo glutamate levels

in rat brains and to determine the effects of L-ornithine L-aspartate

(LOLA) treatment on brain glutamate kinetics.

Design: A total of 16 rats comprised a control group, the group

receiving LOLA, the group given thioacetamide (TAA) and subse-

quently developing ALF, and the cure group receiving TAA + LOLA.

Results: A higher number of stereotypical and vertical movements

were observed in the control group than in the TAA and TAA + LOLA

groups (p \ 0.05). The distance covered was significantly greater in the

control group than in the TAA group (p = 0.001). The time taken by the

LOLA + TAA group to regain 80 % of the glutamate was also signif-

icantly shorter than that taken by TAA group (p \ 0.001). Glutamate

reached a maximum amplitude in a shorter time for the control group

than for the TAA group (p \ 0.001). The maximum amplitude was also

reached in a shorter time for the LOLA + TAA group compared to the

TAA group (p \ 0.001). The glutamate amplitude in brain tissue was

significantly different between the TAA group and both the control and

TAA + LOLA groups (p \ 0.001).

Conclusion: In summary, the brain glutamate concentrations, the

time taken to reach maximum amplitude, and the time required to

regain glutamate levels were all higher in TAA-treated rats than in

the TAA + LOLA or the control groups. We are of the opinion

that LOLA can protect brain tissue in the short term during ALF,

and could therefore be used as a bridging treatment. Its use would

provide additional time, thereby assisting other treatments until a

liver transplant is carried out or until the reason for the ALF is

eliminated.
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Objectives: Hepatic encephalopathy (HE) is an important neuro-

psychiatry complication of hepatitis B virus-related acute-on-chronic

liver failure (HBV-ACLF) causing significant morbidity and mortality

worldwide. We aimed to assess whether PPIs use in ACLF is asso-

ciated with HE.

Methods: A retrospective case–control study is performed. 57

HBV-ACLF patients with HE and 93 patients without HE were

enrolled in the study. Univariate and multivariate analyses of 38

variables (laboratory examination, predisposition, treatment, etc.)

before the occurrence of HE are carried out to identify the factors

predictive of HE.

Results: Patients with HE in HBV-ACLF have a significantly higher

rate of PPI use (89.5 %) compared with non-HE patients (58.1 %,

P = 0.000). In addition, infection, hypokalaemia, hyponatremia,

ascites, AFP and intravenous arginine are significant difference in two

groups. Logistic regression is used to examine the combined effects of

the variables with HE as the outcome. HE in HBV-ACLF is associ-

ated with hyponatremia (Odds ratio (OR) = 19.51, 95 % Confidence

interval (CI) = 1.294-6.136; p = 0.000), PPI use is independently

associated with HE (OR = 6.26, CI = 1.34-11.7; p = 0.001).

Conclusions: The occurrence of HE is related to hyponatremia and

PPIs use in patients with HBV-ACLF.

This work was supported by the National Natural Science Foun-

dation of China [No. 30972584, No. 81171561 and No. 30930082],

National Science and Technology major Project of China [No.

2012ZX10002-007], the National High Technology Research and

Development Program of China (863 Program) [No. 2011AA

020111].
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The iron-chelating drug M30 down-regulates carbon
tetrachloride (CCl4)-induced hepatic oxidative stress,
inflammation and apoptosis in vitro
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Background/aims: The novel multifunctional brain permeable iron-

chelator M30 possesses neuroprotective activities against several

insults applicable to various neurodegenerative diseases. However,

the effect of M30 on CCl4 induced acute liver damage is still

unknown. The aim of this study is to investigate whether the multi-

functional drug M30 could ameliorate CCl4 induced hepatic injury in

human HepG2 cell line.

Methods: HepG2 cells were grown in DMEM supplemented with

10 % fetal bovine serum and they were divided into control, CCl4, M30,

and CCl4 + M30 co-treatment groups. M30 was pretreated for 2 h

containing a final concentration at 5 lM. Then CCl4 was added with a

final concentration at 2 ll/ml and incubated for 1 h. Finally, the cells

were harvested and the cell viability was determined by colorimetric

MTT assay based on conversion of MTT to blue formazan crystals by

viable cells. In addition, the malondialdehyde levels were determined

using a Bioxytech LPO-586TM kit, and real time PCR was also utilized

to test the RNA expression levels of antioxidant enzymes, pro-inflam-

matory mediators and apoptotic markers.

Results: M30 significantly reduced CCl4 triggered cell death and

MDA levels. Co-treatment of M30 and CCl4 up-regulated the

expression levels of antioxidant enzymes catalase and glutathione

peroxidase, which indicated that M30 reduced CCl4-induced oxidative

stress and inhibited lipid peroxidation. In addition, administration of

M30 attenuated hepatic inflammation triggered by CCl4 via inhibiting

pro-inflammatory mediators, such as tumor necrosis factor alpha and

interleukin-6. M30 also exhibited its anti-apoptotic activity by down-

regulating proapoptotic protein Bax, up-regulating anti-apoptotic

protein Bcl-XL, as well as by recruiting Fas-associated death domain

(FADD).

Conclusion: M30 attenuates CCl4-induced HepG2 cellular damage

through its antioxidant, anti-inflammatory and anti-apoptotic
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properties, which could serve as a potential functional drug to treat

acute hepatotoxicity and chronic liver diseases such as non-alcoholic

fatty liver disease and steatohepatitis.

Topic: 2 Acute Liver Failure
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Dynamic MELD scores in predicting the time to liver
transplantation for patients with HBV-related acute-on-chronic
liver failure

Zhang Shaoquan, Mai Li, Lai Jing, Liu Tianhuang

Department of Infectious Diseases, The Third Affiliated Hospital,

Sun Yat-sen University, Guangzhou City, China

Objective: To assess the validity of dynamic model for end-stage liver

disease (MELD) score in predicting the eligible time to liver trans-

plantation for patients with HBV-related acute-on-chronic liver failure.

Methods: 130 patients who died of HBV-related acute-on-chronic liver

failure were analyzed retrospectively. The MELD score at the day

patients died, the first week before death, the second, the forth, and the

twelfth were calculated, respectively. The characteristics of the dynamic

MELD score of different time-point before death were analyzed.

Results: The higher the MELD score was, the higher the risk of death

was. The mean MELD score at the day patients died, the first week

before death, the second week, the forth week, and the twelfth week

were 39.515 ± 9.929, 30.107 ± 6.208, 27.282 ± 6.540, 26.852 ±

5.433, 23.821 ± 5.574, respectively. The MELD score at the day

patients died was significantly higher than the score of the first and

second week before death (p \ 0.01). But there was no significant

difference between the MELD score of the second week before death

and that of the 4th, 12th week.

Conclusions: The MELD score is a valid model to predict short

mortality in patients with HBV-related acute-on-chronic liver failure.

If the patients’ MELD score elevates obviously in one to two weeks

and is higher than 30, the risk of death would be very high and liver

transplantation should be taken into consideration.
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Identification of relevant factors correlating with ACLF
due to recurrent CHB after NAs withdrawal

Xiang-Yong Li1, Xu You2, Jie Luo1, Guo-Li Lin1, Yuan-Kai Wu1,
Yu-Sheng Jie1, Ting-Ting Xiong1, Yi-Hua Pang1, Yu-Tian Chong1

1Department of infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, 2Clinical Laboratory, The Third Affiliated

Hospital of Southern Medical University, Guangzhou, China

Objective: Recurrent chronic hepatitis B (CHB) due to inappropriate

withdrawal that may lead to acute-on-chronic liver failure (ACLF),

even death, which is one of challenges in antiviral therapy with NAs.

The aim of this study is to identify the high risk factors and analyze

prognosis of ACLF due to recurrent CHB after NAs withdrawal.

Methods: 93 patients with NAs withdrawal were retrospectively

analyzed in The 3 Affiliated Hospital of Sun Yat-sen University

during January 2009 to September 2012, in which there were 22 cases

recurrented and developed acute on chronic liver failure due to NAs

withdrawal. The univariate and multivariate Logistic regression

model were applied for high risk factors analysis.

Result: Among those factors that might induced ACLF after NAs

withdrawal, the univariate Logistic regression model identified age

(OR = 1.932, 95 %CI: 1.918–1.976), cirrhosis (OR = 12.319, 95 %CI:

11.120–23.647), baseline state of HBeAg (OR = 8.776, 95 %CI:

3.39–16.625), baseline HBV DNA levels (OR = 2.615,95 %CI:

2.805–2.991), primary non-response (OR = 31.121, 95 %CI: 6.105–

190.320), complete virological response (CVS) to NAs therapy before

recurrence (OR = 0.079, 95 %CI: 0.0343–0.251) might correlate to

ACLF due to recurrent CHB after NAs withdrawal. The multivariate

Logistic regression model identified positive correlations among cir-

rhosis (OR = 6.618, 95 %CI: 3.202–25.312), state of HBeAg (OR =

7.175, 95 %CI: 2.582–17.636), baseline HBV DNA levels (OR = 1.635,

95 %CI: 1.007–2.655), primary virological non-response (OR = 10.24,

95 %CI: 3.006–101.96), complete virological response to NAs

(OR = 0.23, 95 %CI: 0.077-0.727) and ACLF due to recurrent CHB

after NAs withdrawal.

Conclusion: Baseline HBeAg-positive, high baseline HBV DNA

level, cirrhosis, primary virological response and incomplete viro-

logical response to NAs before NAs withdrawal were risk factors of

ACLF due to recurrent CHB after NAs withdrawal.
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Resveratrol protects hepatocyte from ethanol-induced oxidative
stress by induction of superoxide dismutase

Wei-Ming Chen1,2, Lee-Hsin Shaw3, Wei-Hsin Chen4, Shui-Yi
Tung1, Te-Sheng Chang1,2, Hao-Chun Huang1, Chein-Heng
Shen1, Yung-Yu Hsieh1, Yi-Shing Chen1, Huang-Wei Xu1,
Cheng-Shyong Wu1, Kuo-Liang Wei1

1Division of Gastroenterology and Hepatology, Department of

Internal Medicine, Chang Gung Memorial Hospital, Chia-Yi,
2Graduate Institute of Clinical Medical Sciences, College of

Medicine, Chang Gung University, Taoyuan, 3Institute of Traditional

Medicine, National Yang-Ming University, Taipei, 4Division of

Endocrinology and Metabolism, Department of Internal Medicine,

Chang Gung Memorial Hospital, Taoyuan, Taiwan, R.O.C.

Background: Resveratrol (RSV) is a natural nutrient with antioxidant

properties and exerts a wide range of beneficial effects on protection

of tissue cells from oxidative damage. Progression of alcohol-related

liver disease is mainly responsible for the oxidative stress and hepatic

lipid accumulation. This study aims to investigate the hepatoprotec-

tive effect of RSV against ethanol-induced oxidative stress in vivo

and in vitro.

Methods: Thirty-two C57BL/6 J mice were divided into 4 groups:

untreated control (C), ethanol (E)-treated, resveratrol (RSV)-treated,

and ethanol-plus resveratrol-treated. Ethanol and/or RSV was

administered daily by gavage to animals for 28 consecutive days.

Plasma lipid profile, hepatic lipid accumulation, and antioxidant

enzyme activities in mouse liver were analyzed at the end of experi-

ment. We also used HepG2 cells as a cellular model to address whether

antioxidant enzymes, including superoxide dismutase (SOD), catalase

(CAT), and glutathione peroxidase (GPx), as well as peroxisome

proliferator-activated receptors (PPARs) are involved in the RSV-

mediated protection of ethanol-induced oxidative stress.

Results: Ethanol increased plasma triglyceride levels and hepatic

lipid accumulation, and RSV increased SOD activity in the liver of

C57BL/6 J mice. SOD activity was also induced in HepG2 cells

treated with RSV, but CAT and GPx activities were not affected.

Western blotting and quantitative real-time PCR analyses showed that

RSV dramatically increased SOD protein levels and mRNA
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expression, respectively. PPARc was proposed to participate in the

regulation of SOD gene expression in RSV-administrated HepG2

cells.

Conclusions: Induction of SOD activity and its gene expression in

response to RSV may play a prominent role in the protection of

hepatic cells from ethanol-induced oxidative stress.
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Using in silico tools in solving a puzzle of chronic liver disease

Atanu Kumar Dutta, Dr. Krishan Kumar Kohli, Dr. Yogesh
Kumar Chawla

Biochemistry, Institute of Postgraduate Medical Education

and Research, West Bengal, India

Introduction: Indians are more likely to develop alcoholic cirrhosis

compared to Caucasians, though the cause still remains obscure.

PNPLA3 (adiponutrin) (C10109G) (rs738409) (I148M) polymor-

phism has been identified as a key predisposing factor for hepatic

steatosis and fibrosis of diverse aetiology, in multiple ethnic groups.

Objective: We wanted to test this hypothesis in North Indians and

offer a plausible biochemical mechanism behind this association

using x ray crystallography and bioinformatic tools.

Aims: To design a PCR RFLP method for studying rs738409 poly-

morphism. To study rs738409 polymorphism in alcoholic liver

disease in Indians. Using homology modeling software to predict the

possible tertiary structure and putative biological role of Adiponutrin.

To perform a BLAST analysis to align human and mouse PNPLA3

protein. To do a network analysis of PNPLA3 protein to find out if the

predicted biological role by homology modeling matches with any

known data. To crystallize human PNPLA3 protein.

Methods and results: PCR primers were designed using NCBI pri-

mer Blast and restriction endonuclease was identified using NEB

Cutter 2 software. PCR–RFLP based genotyping was confirmed by

sequencing. The results are shown in Table 1.

A model of PNPLA3 protein by homology modelling was also gen-

erated. Which showed similarity to clathrin adapter core. A blast

analysis showed PNPLA3 to be evolving in the c terminal end. An

crystallography attempt at JCSG Stanford (SBKB ID 109) suggested

this protein may have additional active site. Currently issues per-

taining to rare codon optimization needs to be solved in the

crystallization attempt (Figs. 1, 2).

Conclusion: Wet lab experiments on lipid trafficking through clathrin

coated pits needs to be carried out to see if pnpla3 is also involved in

similar way.
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Combined therapy of prednisolone and pentoxifylline
in sever acute alcoholic hepatitis

Olga Tarasova, Natalia Mazurchik, Pavel Ogurtsov

Russian Peoples’ Friendship University, Moscow, Russia

Aim: To compare the efficacy of pentoxifylline, prednisolone and

their combination in treatment of severe alcoholic hepatitis.

Methods: 154 patients with severe acute alcoholic hepatitis (AAH)

and a Maddrey function (DF) [ 32 were divided in 4 groups. 18

patients received intravenous 60–120 mg prednisolone during 7–14

days (1 group). 41 patients received intravenous 400-600 mg pen-

toxifylline during 10–14 days (2 group), max 24 days. 22 patients

received prednisolone and pentoxifylline (3 group). 73 patients of

control group received symptomatic therapy (4 group). Survival and

risk of hepatorenal syndrome (HRS) was assessed. All patients were

divided into 2 subgroups by the level of creatinine at admission:

patients with normal levels and elevated serum creatinine.

Fig. 2 PNPLA3 model

Table 1 Statistics

PNPLA3

(C10109G)

HCs ANCs ACs Acs vs.

ANCs

Genotype

C/C 62 (62 %) 34 (57 %) 24 (40 %)

C/G 29 (29 %) 19 (32 %) 21 (35 %)

G/G 9 (9 %) 7 (11 %) 15 (25 %)

p – 0.76 0.006* 0.09

Allele

C 135 (0.765) 87 (0.725) 69 (0.575)

G 47 (0.235) 33 (0.275) 51 (0.425)

p – 0.427 0.0004* 0.02*

OR – 1.235 2.406 1.949

Fig. 1 PCR–RFLP method
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Results: Mortality was higher in prednisolone group compared to

control group (44 % vs. 39 %, p = 0.77). Mortality was significantly

lower in prednisolone group with initially normal level of creatinine

(0 % vs. 33 %, p \ 0.05). In prednisolone group with initially ele-

vated level of creatinine hospital mortality was significantly higher

(100 % vs. 50 %, p \ 0.05). Hospital mortality in pentoxifylline

group was lower than in the control group (15 % vs. 25 %, p = 0.21).

Development of HRS in pentoxifylline group was lower in patients

with initially normal creatinine (0 % vs. 2 0 %, p = 0.0001). In

patients with initially elevated levels of creatinine pentoxifylline sig-

nificantly more likely help to regress HRS (45 % vs. 67 %, p \ 0.05).

Conclusion: Prednisolone therapy worsens prognosis on elevated

levels of creatinine and likely to be feasible. Pentoxifylline contrib-

uted to prevention and regression of HRS. But combined use of

prednisolone and pentoxifylline, probably negates the positive effect

of pentoxifylline on HRS. Particularly adverse effect of combined use

of drugs was in group of patients with initially elevated levels of

creatinine and mortality in this group was 100 %.
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Effect of Yuzhi capsule on alcoholic fatty liver in rats

Guo Chun Lin, Wei Jin Ying, Wei Qi, Wang Chun Yan, Sun Jie

Cadre Department, The 1st Hospital, Jilin University, Changchun,

China

Objective: To study the effect of Yuzhi capsule (YZCS) on alcoholic

fatty liver in rats.

Methods: 60 Wistar male rats (200–220 g) were randomly divided into

6 groups: control group, model group, YZCS low (100 mg/kg), middle

(200 mg/kg), high-dose groups (400 mg/kg) and tiopronin group

(40 mg/kg). Firstly, rats of the groups except the control were induced by

45 % alcohol (0.5 ml/100 g) twice a day via an intragastric tubing for

8 weeks while the control group were given equal volume of water.

Secondly, rats of YZCS and tiopronin groups were administrated using

intragastric tubing for 4 weeks while the alcohol was still given. Finally,

after the last time of drug administration, all the rats were anesthetized,

then the blood and liver were separated. The liver tissue were fixed

formaldehyde solution for histological examination. The levels of GPT,

GOT, TC, TG, SOD and MDA in blood serum were tested.

Results: The histological examination demonstrated that there are full

of lipid drops in the liver tissue of model group while there is no

observation in the control group and little in the YZCS groups and

tiopronin group. The concentration of model group GPT, GOT, TC, TG

and MDA is significantly higher than the control group (p \ 0.01), the

tiopronin group (p \ 0.05), and the YZCS groups (P \ 0.01), while the

value of SOD is lower than the control group (p \ 0.01), the tiopronin

group (p \ 0.05) and the YZCS groups (P \ 0.01). And the concen-

tration of GPT, GOT, TC, TG and MDA are presenting a decreased

trend from tiopronin group (p \ 0.05) to the YZCS groups (P \ 0.01),

while the level of SOD shows an upward trend.

Conclusion: Yuzhi capsule has a certain treatment function on

alcoholic fatty liver in rats.
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Effect of leptin on hepatic cholesterol synthesis in a mouse model
of alcoholic fatty liver disease

Balasubramaniyan Vairappan1, Murugaiyan Gopal2,
Nalini Namasivayam1

1Biochemistry and Biotechnology, Annamalai University,

Chidambaram, 2Department of Biotechnology, National Center

for Cell Science, Pune, India

Background: Alcohol induced fatty liver disease is the most common

and earliest response to the progression of fibrosis and/or cirrhosis.

The mechanism by which ethanol causes fatty liver disease is com-

plex and not fully understood, however, enhanced hepatic lipogenesis

has been proposed as an important biochemical mechanism. The

purpose of this study was to evaluate the effect of leptin on ethanol

induced hepatic cholesterol synthesis 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 intra-

peritoneal every alternate day from day 15), (3) alcohol (6.32 g/kg daily

by gastric lavage, for 45 days) and (4) alcohol plus leptin (as prior dosing).

Results: Compared to control, ethanol supplementation significantly

(p \ 0.05) increased levels of plasma total and ester cholesterol and

the activities of the enzymes HMG CoA reductase and cholesterol

ester synthase (CES) which were normalized by addition of leptin

(p \ 0.05). Increased SREBP2 protein expression found in ethanol

fed mice was also normalised by leptin treatment. The activities of

hepatic lipoprotein lipase (LPL), plasma lecithin cholesterol acyl

transferase (LCAT) and tissue cholesterol ester hydrolase (CEH) were

significantly (p \ 0.05) lowered following ethanol supplementation

compared to control mice. These features were significantly increased

by addition of leptin. Furthermore, significantly increased excretion

of total bile acids and neutral sterols were observed on leptin

administration to ethanol fed mice. 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. Leptin injection in control mice showed mild sinusoidal

dilatation and normal hepatocytes.

Conclusion: Thus, administration of exogenous leptin to ethanol-

supplemented mice markedly decreased the synthesis and increased

the catabolism of cholesterol in the liver.
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The influence of alcohol on the rise of serum PIVKA-II level
in patients without hepatocellular carcinoma

Keunhee Kang1, Jong Eun Yeon1, Eileen L. Yoon1, Sang Jun
Suh1, Sun Jae Lee1, Hyun Jung Lee1, Seong Hee Kang1, Hae Rim
Kim2, Ji Hoon Kim1, Hyung Joon Yim2, Kwan Soo Byun1

1Department of Internal Medicine, Division of Gastroenterology and

Hepatology, Korea University College of medicine, Seoul,
2Department of Internal Medicine, Division of Gastroenterology and

Hepatology, Korea University College of Medicine, Ansan, Republic

of Korea

Background/aims: PIVKA-II is utilized as tumor marker in diag-

nosing hepatocellular carcinoma (HCC), but it can be affected by

various medical conditions. We investigated the effect of alcohol in

the serum PIVKA-II levels in patients without HCC.

Methods: All the patients were screened who visited Korea University

Guro Hospital and serum PIVKA-II were checked. Total 2528 subjects

were included with no evidence of HCC and their medical records were

retrospectively reviewed. There were 76 subjects whose serum PIVKA-

II levels were elevated equal or more than 125 mAU/mL (G1). We

determined another 76 subjects as age, sex and cirrhosis matched

control group (G2) with normal serum PIVKA-II level (\125 mAU/
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mL). The primary endpoint was the effects of alcohol in the elevation of

serum PIVKA-II level in the absence of HCC and the secondary end-

points were influencing factors of serum PIVKA-II level except HCC.

P values \0.05 were considered statistically significant.

Results: Proportions of subjects who had a history of heavy alcohol

consumption were significantly higher in G1 (64.5 %) than in G2

(27.6 %) (p \ 0.001). In univariate analysis, prothrombin time

(INR) (p \ 0.001), albumin (p \ 0.001), bilirubin (p = 0.002), ascites

(p = 0.001), encephalopathy (p = 0.028), liver dysfunction graded by

Child-Pugh class (p \ 0.001 in class B and p = 0.001 in class C),

alcoholic liver disease (p \ 0.001), antibiotics use (p = 0.001), AST

(p = 0.042), and GGT (p = 0.010) were significant factors which can

affect the elevation of serum PIVKA-II level. And alcoholic liver dis-

ease (OR 5.402, p \ 0.001) and liver dysfunction graded by Child-Pugh

class (OR 3.271, p = 0.024 in class B and OR 4.198, p = 0.046 in class

C) remained by multivariate analysis.

Conclusions: Alcoholic liver disease and severe liver dysfunction

affected the serum PIVKA-II level in patients without HCC. Our

study indicates that heavy alcohol consumption may be a possible

confounding factor using serum PIVKA-II to detecting HCC.
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Severe alcoholic hepatitis (AH) is frequent and of good prognosis
when treated in cirrhotic patients presenting with gastrointestinal
bleeding (GIB)

Marika Rudler, Frédéric Charlotte, Pascal Lebray, Sarah Mouri,
Hedi Benosman, Thierry Poynard, Dominique Thabut

Pitié-Salpêtrière Hospital, Paris, France

Trials published in severe AH included patients with ‘‘pure’’ AH, i.e.

without concomitant GIB. However, diagnosis of severe AH is often

suspected in alcoholic cirrhotic patients admitted for GIB.

Aims: (1) to assess the prevalence and prognosis of severe AH in

alcoholic cirrhotic patients admitted for GIB; (2) to determine the

performance of Lille model in these pts.

Methods: All alcoholic cirrhotic pts admitted in our ICU for GIB

between January 2004 and March 2011 were retrospectively included.

Inclusion criteria: (1) jaundice \ 3 months; (2) DF C 32 at admis-

sion; (3) total bilirubin [ 50 lmol/l; (4) active drinking. Exclusion

criteria were: (1) advanced hepatocellular carcinoma (HCC); (2) other

aetiology of cirrhosis; (3) DF \ 32 after stabilisation. In our unit, LB

is routinely performed in those pts; in case of severe AH, pts were

treated with prednisolone.

Results: 86 pts were identified: 3 died before LB, 5 without LB, 1 with

HCC, and 2 with DF \ 32 after stabilisation. 75 pts were included (male

gender = 81.3 %, mean age = 54.4 ± 9.7 years, MELD score 24.5

(23.2–25.6), DF = 63.3 (56.2–70.4); active bleeding: 24 %, shock:

53 %). Etiology of GIB: variceal bleeding: 60 %, ulcer: 17 %,

oesophagitis: 11 %, other: 12.0 %. LB showed AH in 59 (78.7 %) pts.

Baseline characteristics were comparable in pts with/without AH.

Prednisolone was started 5 days (3–6) after admission. Day-28 and

month-3 actuarial probabilities of survival were similar in pts with/

without AH (93.2 ± 0.03 vs. 100 %, p = 0.23, and 84.5 ± 0.05 vs.

87.1 ± 0.09 %, p = 0.52 respectively). 6/59 AH-pts (10.7 %) devel-

oped an infection during corticoids. AUC of Lille model was

0.86 ± 0.09. In multivariate analysis, Lille model was independently

associated with survival (p = 0.008).

Conclusion: In cirrhotic drinkers with GIB and DF C 32, AH was

confirmed in 78.7 % of pts. Lille model had a good prognostic value

in this population. The better prognosis may be related to

antibioprophylaxis.
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Alcohol promotes chronic ER stress-induced liver tumors
Canceled due to the meeting postpone…

Cheng Ji

Medicine, University of Southern California, Los Angeles, CA, USA

Canceled.
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Evaluation of GGT to ALP ratio as a new diagnostic marker
for alcoholic liver disease

Prabin Gyawali, Raj Kumar Shrestha, Binay Kumar Raut,
Prabodh Risal, Shyam Sundar Malla

Department of Clinical Biochemistry, Dhulikhel Hospital-Kathmandu

University Hospital, Dhulikhel, Nepal

Background: Alcoholic liver disease (ALD) is a serious and potentially

fatal consequence of alcohol use. The diagnosis of ALD typically relies

on Liver Function Panel parameters including the liver enzymes and few

hematological parameters like MCV, platelets count etc., however those

biomarkers lacks either specificity or sensitivity. Hence, non-invasive,

sensitive, specific and non-expensive diagnostic biomarkers are needed.

A number of liver enzymes have been utilized in combination (e.g. de

ritis ratio) to improve sensitivity and specificity, which differentiates

ALD from other liver diseases. Furthermore, moderately elevated level

of Alkaline Phosphatase (ALP) and high c-glutamyl transferase (GGT)

values are good discriminator of ALD. Thus, the purpose of this study

was to evaluate whether GGT to ALP ratio can be used as a sensitive and

specific biomarker for differential diagnosis of ALD.

Methods: Clinically diagnosed 517 ALD patients and 364 age & gender

matched non-alcoholic healthy individual as control were enrolled for

the study. Liver function test panel including GGT were analyzed

by Vitalab flexor junior auto analyzer at Department of Clinical

Biochemistry, Dhulikhel Hospital-Kathmandu University Hospital,

Dhulikhel, Nepal. The best cut-off value for GGT: ALP that predicts

ALD was determined by ROC curve using SPSS package 11.5 version.

Results: The GGT to ALP ratio C 3.0 was found to be 73.4 % sen-

sitive and 100 % specific for the diagnosis of ALD.

Conclusions: The GGT to ALP ratio was found to be sensitive and

specific non-invasive biomarker for diagnosis of ALD in comparison

to existing biomarker. Also, this ratio was based on common

parameters of liver function panel which can be investigated in any

routine clinical chemistry laboratory.

We would like to acknowledge all technical staff at Department of

Clinical Biochemistry of Dhulikhel Hospital-Kathmandu University

Hospital, Dhulikhel Hospital for their technical support and to Ms.

Rajshree Bhujel for her invaluable assistance.
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Functional role of let-7 microRNA family in hepatic stellate
cells during alcoholic liver injury
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The activation of hepatic stellate cells (HSCs) is recognized as the

key event of alcoholic liver injury and hepatic fibrosis. The current

study was aimed to characterize the functional role of specific

miRNAs regulated activity of hepatic stellate cells through TGF-b/

BMP signaling during alcoholic liver injury. miRNA and related

target protein expression in TGF-b treated human hepatic stellate

cells, and in liver specimen from 4 weeks chronic alcohol feeding

mouse with relative controls was assessed using hybridization based

microarray, mass spectrometry, real-time PCR and Western blot

analysis. The total liver histopathology score was increased in eth-

anol group relative to control mice with hepatic stellate cell

activation after 4 weeks ethanol feeding. We identified that ethanol

feeding significantly down-regulated three members of let-7 fam-

ily—let-7a, let-7b, and let-7 g. The expression of let-7a and let-7b

was also significantly reduced in activated human hepatic stellate

cells after cultured in uncoated plastic culture dishes for 5 weeks.

Treatment of HSCs with TGF-b (10 ng/ml) for 72 h induced a

significant decrease of let-7a and let-7b in both activated and control

state. Transfection of a let-7a and let-7b precursors markedly

attenuated the expression of laminin and fibronectin mRNAs and

additionally blunted the increased expression of a-SMA, MMP-2

and MMP-9 by TGF-b treatment. A complementary mass spec-
trometry-based proteomics approach was used to identify genes with

a reciprocal expression pattern to that of let-7 cluster miRNAs. This

approach identified BMP1, the key TGF-b signaling molecule, as

putative let-7 cluster target. Furthermore, the expressions of acti-

vated hepatic stellate markers and verified let-7 target genes,

including a-SMA, laminin, fibronectin, MMP-2, MMP-9, LIN28 and

BMP1, were significantly altered in chronic ethanol feeding mouse

liver specimens compared to controls. Our findings provide new

insight into the function of specific miRNAs and the mechanisms of

alcohol induced liver injury and fibrosis.
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Alcohol liver disease (ALD) may affect biochemical response
of entecavir in chronic hepatitis B patients with ALD

Xiangyong Li1, Xu You2, Guoli Lin1, Jie Luo1, Yuankai Wu1,
Yusheng Jie1, Hong Shi1, Tingting Xiong1, Xiao Zhang1,
Yunlong Ao1, Zeqian Wu1, Zhiliang Gao1, Yutian Chong1

1Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, 2Clinical Laboratory, The Third Affiliated

Hospital of Southern Medical University, Guangzhou, China

Objective: To evaluate the antiviral efficacy with Entecavir (ETV) in

chronic hepatitis B patients with ALD during January 2008 to Sep-

tember 2012 in the Third Affiliated Hospital of Sun Yat-sen

University, retrospectively.

Methods: Patient group (group A) including 32 chronic hepatitis B

patients with ALD, compared with 60 patients with simple HBV

infection (group B). Both groups were given ETV (0.5 mg, daily).

The serum ALT, TBIL, ALB, HBV DNA were monitored with an

interval of 12 weeks.

Results: After 48-week follow up, the patients of Group B and Group A

had the comparable viological response (VR) rate (HBV DNA

level \ 102 IU/mL) and the seroconversion rate (from HBeAg to

HBeAb) at 48 week. The VR rate of Group B and Group A were

75.0 %(45/60), 71.8 %(23/32), respectively, v2 = 5.496, P = 0.813,

the seroconversion rate were 1.7 %(1/60), 3.0 %(1/32), respectively,

v2 = 2.437, P = 0.543; However, compared with Group A, Group B

had an improved biochemical response (BR) at weeks 48, the mean level

of AST were (43.02 ± 57.83) U/L, (81.12 ± 90.63) U/L, respectively,

t = 7.431, P \ 0.001; the mean level of ALT were (53.18 ± 69.32)

U/L, (90.61 ± 88.50) U/L, respectively, t = 6.885, P = 0.002; the

mean level of TBIL were (31.21 ± 32.49) lmol/L, (65.06 ± 43.17)

lmol/L, respectively, t = 6.772, P = 0.003; the biochemical response

rate (normalization of ALT levels) were 68.3 % (41/60), 37.5 % (12/32),

respectively, v2 = 12.952, P = 0.005; All patients in two groups

showed good and comparably tolerant and safe data to therapies.

Conclusion: Alcohol liver disease may make the liver injury worsen,

and affect biochemical response of antiviral therapy with ETV in

chronic hepatitis B patients with ALD.
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Background and aims: Accumulating evidence suggests that

deterioration of the gut flora contributes to the pathogenesis of

alcoholic liver cirrhosis (ALC). However, the ALC flora profile and

its response to probiotic treatment have not been fully examined.

This double-blind placebo-controlled study aimed to evaluate whe-

ther the probiotic beverage Yakult 400 (Y400), which contains

Lactobacillus casei strain Shirota, improves liver function in ALC

patients, and to analyze the precise gut flora profile by real-time

quantitative PCR (qPCR).

Methods: Thirty-seven hospitalized ALC patients were randomly

divided into Y400 (n = 18) and placebo (n = 19) groups. Y400 or

placebo was served twice a day during the first half of the 4-week

study. Serum concentrations of rapid-turnover proteins (i.e., trans-

thyretin and transferrin), hypersensitive C-reactive protein (h-CRP),

and interleukin (IL)-6 were measured weekly. qPCR analysis of fecal

bacteria was performed biweekly; stocked fecal samples from 46

healthy subjects were used as references.

Results: Serum transthyretin levels significantly increased in the

Y400 group in week 3; similar, although statistically insignificant

increases were seen for transferrin and albumin. Levels of h-CRP, but

not IL-6, significantly decreased in week 4. Before treatment,

populations of obligate anaerobic bacteria were significantly smaller

and those of Enterobacteriaceae were larger in patients than in

healthy subjects examined in a previous study. Y400 corrected this

imbalance.

Conclusions: This is the first report describing the unique gut flora of

ALC patients. Y400 treatment normalized the gut flora and improved

liver function. These promising findings warrant further investigation

in larger, multicenter studies.
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Introduction: Alcohol consumption is a major cause of chronic liver

disease worldwide and can lead to simple steatosis, alcoholic hepa-

titis, fibrosis, cirrhosis, and superimposed hepatocellular carcinoma.

Three decades ago cirrhosis due to alcoholic liver disease (ALD) was

mainly associated to malnourished patients who consumed calories

primarily from alcohol.

The aim of this study is to report the actual nutritional status and

disease severity in patients with ALD from a reference center in Mexico.

Materials and methods: The study was accepted by the institution’s

IRB. Patients accepted to participate and gave informed consent. Ninety

patients with ALD from January to October 2012 were enrolled. A

complete clinical history, liver function tests, cytometry, and hepatic

ultrasound were performed. Nutritional status was assessed using

anthropometric, dietary and clinical evaluations.

Results: From the 90 patients, 86 % (n = 77) were male, mean age

48 years (range 27-78 years). The mean time of alcoholism was

10 years. The nutritional status was: malnutrition 17 % (n = 15)

[(grade 1 12 % (n = 11), grade 2 2.2 % (n = 2), grade 3 2.2 %

(n = 2)], normal weight 50 % (n = 45), overweight and obesity 33 %

(n = 30) [28 % (n = 25) and 5 % (n = 5) respectively]. The overall

Child-Pugh classification was A 14 % (n = 13), B 33 % (n = 30), C

47 % (n = 47), and by nutritional status, for malnutrition A 17 %, B

25 %, C 58 % and for obese and overweight patients A was 17 %, B

33 %, C 50 %. Thirty-one (34 %) patients consumed drugs.

Conclusions: The problem of obesity is also impacting alcoholic

patients. Actually, the most prevalent nutritional status is normal weight,

followed by overweight, and obesity and it two-folds the amount of

malnourished patients. Increased caloric intake leads to excessive fat

deposition. Obesity can aggravate the liver injury in ALD. This new

trend of overweight and obesity in western countries is increasing risk of

morbidity and mortality at earlier stages in ALD.
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Anti-hepatofibrotic effect of Chunggan extract (CGX)
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Aims: Chunggan extract (CGX) has been used to treat patients with

various liver diseases, including alcoholic disorders. We aimed to

evaluate the effect of CGX against hepatofibrosis in a chronic alcohol

consumption model.

Methods: Rats were orally administered 30 % ethanol once daily for

4 weeks with or without CGX (100 or 200 mg/kg). The pharmaceu-

tical effects were assessed through biochemistry and histopathology,

measurement of pro-fibrogenic cytokines, and examination of alcohol

metabolism in hepatic tissues and by an in vitro experiment using a

rat-derived liver stellate cell line (HSC-T6).

Results: Four weeks of alcohol administration considerably increased

the serum levels of aspartate aminotransaminase (AST), alanine

aminotransaminase (ALT), alkaline phosphatase (ALP), and lactate

dehydrogenase (LDH), as well as malondialdehyde levels in serum

and hepatic tissue. It induced hepatofibrotic changes, as determined

by histopathology and the hydroxyproline content in hepatic tissue.

These alterations were significantly attenuated by CGX treatment.

Alcohol administration notably altered transforming growth factor-

beta (TGF-b), platelet-derived growth factor-beta (PDGF-b), con-

nective tissue growth factor (CTGF), and interferon-gamma at the

gene and protein levels, and CGX treatment significantly normalised

them. CGX treatment also significantly ameliorated the changes in

gene expression profiles for the production of extracellular matrix,

alcohol metabolism, and hepatic inflammation. In the acetaldehyde-

stimulated HSC-T6 cells, CGX also significantly blocked collagen

production and attenuated the alterations of gene expressions, as well

as protein levels of TGF-b, PDGF-b, and CTGF.

Conclusion: These results suggest that CGX has anti-hepatofibrotic

properties via modulation of pro-fibrogenic cytokines and alcohol

metabolism in alcohol induced hepatofibrosis.
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Alcohol consumption is a leading cause of illness and death from liver

disease throughout the world. This study was to investigate the pos-

sibility of enhancing the protective effect by using an aqueous extract

of Artemisia iwayomogi Kitamura (WAI) in a rat liver injury model

induced by a combination with alcohol and pyrazole (PRZ), and to

explore its underlying mechanism. The A. iwayomogi belongs to the

genus Artemisia and has been used as a traditional medicine in Korea

and is known to have a various hepatic protective action. Main

components of A. iwayomogi were scopoletin and chlorogenic acids

(3-O-caffeoylquinic acid, 4-O-caffeoylquinic acid, 5-O-caffeoylqui-

nic acid). In the present study, we evaluated the hepatoprotective

effect of A. iwayomogi (aqueous extract, WAI) in an alcohol (5 g/kg

body weight)-PRZ (30 mg/kg) mixture-induced liver injury. Rats were

given WAI (50 or 100 mg/kg) or silymarin (Sily, 50 mg/kg) orally for

10 days (once per day). We determined serum alanine aminotransferase

(ALT) level, hepatic lipid peroxidation, hepatic TNF-a, and glutathione
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(GSH) levels. Histopathological change was assessed by hematoxylin

and eosin staining. Alcohol-PRZ mixture administration drastically

increased serum alanine transaminase (ALT), malondialdehyde

(MDA), and liver MDA levels with prominent hepatic microvesicular

steatosis and mild necrosis. Moreover, alcohol-PRZ induced depletion

of glutathione content and glutathione peroxidase activity as well as a

significant increased hepatic TNF-a production. However, WAI

administration significantly attenuated these adverse changes induced

by alcohol-PRZ administration. The beneficial effects of WAI admin-

istration are associated with hepatoprotective properties via both

upregulation of antioxidant activities and downregulation of proin-

flammatory cytokines in alcohol-PRZ model.
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Introduction: To date, no national-wide survey associated with

alcoholic liver disease (ALD) has been conducted in Korea. Also,

there have been few studies on outcomes of ALD.

Aims: This study was conducted to investigate the clinical charac-

teristics and prognosis of patients with ALD who experienced in-

hospital management. In addition, various prognostic models were

compared to determine which model is the most appropriate for

predicting outcomes of patients with ALD in Korea.

Patients and methods: Inclusion criteria were adult patients who

admitted hospital as the first time due to liver disease caused by

alcohol between April 2006 and March 2008 (mean alcohol inta-

ke C 60 g/day [female, 30 g/day] more than 1 year, AST/ALT

ratio C1, GGT [normal range). We assessed the outcome of the

patients and compared the AUROC of Maddrey’s discriminant

function (DF), Child-Turcotte-Pugh score (CTP), model for end stage

liver disease (MELD), Glasgow alcoholic hepatitis score (GAHS),

ABIC score, and Lille model for predicting mortality.

Results: A total of 727 patients were enrolled and followed-up up to

7 years. Mean follow-up period was 482 days. The mean values

(±SD) of prognostic models were DF 21.3 ± 30.4, MELD 15.7 ±

8.9, CTP 8.4 ± 2.3, GAHS 6.7 ± 1.3, ABIC 7.1 ± 1.9, and Lille

0.8 ± 0.2. Mortality was 14.7 %. Mutivariate analysis for liver

related death showed that total bilirubin level at day 7 of admission

was the only significant factor. AUROCs of the models for predicting

mortality were DF 0.718, MELD 0.698, CTP 0.682, GAHS 0.643,

ABIC 0.637, and Lille 0.835 (P \ 0.05).

Conclusion: This study showed prognosis of ALD is determined by

bilirubin level after 7 days of admission. DF was the best prediction

model at admission while Lille showed good performance in patients

who had received steroid.
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Rosa damascena prevents hepatic damage induced by chronic
exposure to alcohol in mice

Monika Saxena1, Sangeeta Shukla2

1Biosciences & Biotechnology, Banasthali University, Banasthali,
2Zoology, Jiwaji University, Gwalior, Gwalior, India

Background: Rosa damascena (RD) is widely cultivated ornamental

plant. It is used in tonsillitis, headache, respiratory and eye disorders.

This study had been conducted to confirm the protective role of RD

extract on alcohol-induced hepatic oxidative stress and resultant

injury.

Methods: Hepatoprotective activity of aqueous extract of RD flower

was done against 8 weeks chronic exposure to alcohol in mice at

different concentrations. Alcohol was given as 10 % for 4 weeks;

20 % for 2 weeks; 30 % and 40 % for 1 week each and conjoint

treatment of RD (500 mg/kg, orally, once only) extract was continued

after 10 % alcohol consumption for 4 weeks.

Results: Chronic exposure to alcohol resulted in significant elevation

in serum aspartate aminotransferase (AST), alanine aminotransferase

(ALT), and lipid profile. Alcohol feeding also decreased the alcohol

metabolizing enzymes i.e. alcohol dehydrogenase (ADH) & acetal-

dehyde dehydrogenase (ADH) in liver. Lipid peroxidation (LPO),

reduced glutathione (GSH), enzymatic activities of catalases (CAT),

superoxide dismutase (SOD), glutathione reductase (GR), glutathione

peroxidase (GPx) and glutathione-S-transferase (GST) were also

altered in liver after alcohol abuse. Alcohol exposure significantly

increased CYP2E1 activity as compared with control group. RD

significantly attenuated the blood and tissue biochemical alterations.

Histopathology also showed considerable protection in liver with RD

treatment. Conjoint treatment of RD along with alcohol markedly

suppressed the level of cytokines (Il-6 and TNF-a) and seems to exert

a genoprotective effect against DNA damage induced by alcohol.

Conclusion: This study confirmed hepatoprotective potential of RD

extract against chronic injury induced by alcohol by regulating anti-

oxidative defense activities.
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Introduction: Alcoholic hepatitis (AH) is an acute on chronic

inflammatory response affecting the liver. It has been recognized that

WBC is involved in the pathogenesis and in the prognosis of AH. The

aim of study was to use Adacolumn which can selectively adsorb

myeloid linage leucocytes (granulocytes and monocytes/macro-

phages) from the blood in the column and improve the clinical status

of patients.

Materials: Six patients (mean 46.5 years; 4 males and 2 females)

with diagnosis of AH were recruited for AdacolumnApheresis ther-

apy. Inclusion criteria: patients not responders to corticosteroids

therapy with Maddrey score [32 and MELD score 20–26. The

patients underwent 5 1-h sessions for 5 consecutive days. The column

was placed in an extracorporeal setting with a perfusion rate of

30 mL/min and a duration of 60 min. Liver parameters, white blood

counts (WBC), cytokines pro inflammatory, coagulation and predic-

tive scores were valued before and after the cycle of aphaeresis

treatment.

Results: After five days, the findings showed a significant improve-

ment of WBC (p \ 0.014), cytokines as Interlukine6 (p \ 0.019),

Tumor Necrosis factor (p \ 0.02) and Interlukine8 (p \ 0.029).

Probably, these results determined a reduction of AST (p \ 0.02) and

ALT (p \ 0.011). While we did not observed a significant improve in

bilirubine, Pt and Maddrey Score. The improvement of MELD score,

depending by an improvement of INR for administration of plasma,

was not considered.

Conclusions: The Aacolumn Apheresis was safe and was able to

determine an improvement of clinical status of patients with reduction

of inflammatory markers. More patients need to validate these results.
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Backgrounds: To investigate serum miRNA profile in alcoholic

steatohepatitis (ASH), evaluate its effect as non-invasive diagnostic

tool and study its targets’ function.

Methods: Microarray and qRT-PCR were utilized to detect serum

miRNAs pattern in a rat ASH model, followed by target prediction

with bioinformatics calculation. The functions and pathways of

miRNAs’ targets were analyzed using databases of Gene Ontology

and KEGG. The association between dysregulated miRNAs and genes

was assessed by MiR-Gene Network.

Results: Eight up and three down regulated serum miRNAs were

selected as an accurate molecular signature in distinguishing ASH

from control. For up regulated miRNAs, 122 GO and 144 KEGG

pathways were significantly enriched, including apoptosis, lipid

metabolic process, PPAR signaling pathway. For down regulated

miRNAs, 86 GO and 104 KEGG pathways were enriched, including

fatty acid metabolism and insulin signaling pathway. Besides,

Ccdc117, Gcom1, Zmynd11 and Zfp423 were found at top list as

under common regulation of maximum miRNAs. Moreover, miR-214

had the highest degree of 63 among all miRNAs, followed by

miR-203 and miR-539. Similarly, Stat3 and Lyn showed the highest

degree of 5 among all downstream targets.

Conclusion: We reported a unique serum miRNA pattern for non-

invasive diagnosis of ASH and provided data reservoir for miRNA

and downstream targets exploration.
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Risk factors and predictive models for mortality of patients
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Background and aims: Alcoholic liver disease is a major cause of

chronic liver disease worldwide. The aim of the study was to compare

predictive values of biochemical parameters, complications, Child-

Turcotte-Pugh (CTP) score, Model for End-Stage Liver Disease

(MELD) score and Discriminant Function (DF) score for in-hospital

or 3-month mortality of patients with alcoholic cirrhosis.

Methods: A retrospective records review and statistical analysis

were done on 205 consecutive patients with the discharge diagnosis

of alcoholic liver disease, hospitaled from January 2000 to

December 2011. Three models were used to predict mortality of

patients with alcoholic cirrhosis. Numbers of presence of variceal

hemorrhage, infection, hepatic encephalopathy, hepatocellular car-

cinoma were analyzed as ‘numbers of complications’. Model 1

consisted of creatinine, white blood cell count, international nor-

malized ratio and ‘numbers of complications’. Model 2 consisted of

MELD score. Model 3 included ‘numbers of complications’ and

MELD score.

Results: (1) The risk of developing alcoholic cirrhosis was signifi-

cant with an alcohol intake higher than 80 g/d (OR 2.807, P \ 0.05)

and duration of drinking longer than 10 years (OR 3.429,

P \ 0.028). (2) In predicting in-hospital mortality, the AUC for

Model 1, Model 2 and Model 3 were 0.950 (P \ 0.001), 0.886

(P \ 0.001) and 0.911 (P \ 0.001) respectively. (2) In predicting

3-month mortality, the AUC for Model 1, Model 2 and Model 3

were 0.867 (P \ 0.001), 0.878 (P \ 0.001) and 0.893 (P \ 0.001)

respectively.

Conclusions: (1) There is a dose-dependent relationship between

alcohol intake and the risk of developing AC. (2) As to the predictive

values for patients with AC, MELD score was better than CTP and

DF scores, Model 1 and Model 3 had good discrimination.
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Background: Peroxisome proliferator activated receptor alpha (PPARa)

ameliorates ethanol induced hepatic steatohepatitis. However, its role in

alcoholic liver fibrosis has not been fully clarified. The aim of this study
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was to elucidate the effect and the molecular basis of PPARa in ethanol

induced liver fibrosis in mice.

Methods: C57BL/6 J mice were fed with 4 % ethanol-containing

Lieber-DeCarli liquid diet for eight weeks, and intraperitoneal

injected with 5 % carbon tetrachloride (CCl4) for the last four weeks

to induce alcoholic liver fibrosis. PPARa agonist WY14643 was

administered to mice during the last couple of weeks. The effects of

PPARa induction on liver histology, activation of hepatic stellate

cells (HSCs), as well as hepatic expression of inflammation and

fibrosis related genes were assessed.

Results: The ethanol plus CCl4 treated mice exhibited progressive

liver injury including piecemeal necrosis of hepatocytes, severe

inflammatory cells infiltration and bridging fibrosis. This was

accompanied by down-regulated hepatic expression of PPARa and

the protective cytokines adiponectin, heme oxygenase-1 and inter-

leukin-10. Additionally, up-regulation of the proinflammatory

cytokine tumor necrosis factor-alpha, as well as the profibrogenic

genes osteopontin, transforming growth factor-beta 1, visfatin,

phosphatidylinositol 3-kinase, matrix metalloproteinase-2 (MMP-2)

and MMP-9 was observed. WY14643 treatment restored expression

of cytokines altered by ethanol plus CCl4 treatment and concomi-

tantly ameliorated the liver injury.

Conclusions: The present study provides evidence for the protective

role of PPARa induction in ameliorating ethanol mediated fibrosis

through mediation of genes related to inflammatory response and

fibrogenesis.
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Background: There is no reliable serum biomarker for alcoholic liver

cirrhosis. Excess alcohol consumption allows penetration of gram-

negative bacteria to portal circulation. Activation of innate immunity

results in liver damage. We postulated repeated stimulation of

intestinal gram-negative bacteria in portal circulation may reinforce

the production of autoantibodies against bacteria and the immuno-

genic signatures of alcoholic liver cirrhosis patients may be different

from that of healthy controls. We use whole Escherichia coli K12

proteome array to screen antibodies against E. coli. Through com-

paring the profiles, the differential immunogenic responses might be

identified and validated as potential biomarkers as well as discovering

the role in the pathogenesis.

Methods: 25 alcoholism patients with liver cirrhosis are included. 25

age and sex similar healthy volunteers serve as controls. Individual

serum from patients and controls are probed with the E. coli protein

array and proteins that could be recognized by serum antibodies are

visualized using Cy3-labeled goat anti-human antibodies. The image

is analyzed by GenePix Pro6.0 and exported to a text file. Binomial

test is used and hits with p-value below 0.01 are retained. Then, hits

with sensitivity, specificity and accuracy above 0.6 are selected.

Results: Under the criteria, 103 spots meet the requirement. 65 spots

are with gene ontology (GO) terms. 34 spots are with GO component

terms. Most of the hits are proteins in the membrane (44 %) and

intracellular (38 %). In KEGG analysis, these hits show enrichment in

Folate Biosynthesis and Phenylalanine Metabolism. Eight proteins

with the best predictive rates are:yfbN, greA, yihX, yoaG, hcaC, yejE,

yhfP, arnF. These proteins could be further validated as the sero-

logical biomarkers for alcoholic liver cirrhosis.

Conclusion: Here, we demonstrated the difference of immunogenic

signature against E. coli proteins between alcoholic liver cirrhosis

patients and healthy controls. The proteins with differential immu-

nogenic expression may be validated as potential biomarkers. Also,

GO and KEGG analysis maybe helpful in understanding the

pathogenesis.

Topic: 3 Alcoholic Liver Disease

Absno: 2104

Effects of Panax ginseng, urushiol (Rhus vernicifera stokes),
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Background and aims: Alcoholic liver disease (ALD) is a leading

cause of liver-related deaths globally. Korea Red Ginseng (KRG;

Panax ginseng) and urushiol (Rhus vernicifera Stokes), which have

been used in oriental medicine, help preventing hepatitis and immune

dysfunction. Some studies suggested an emerging role of probiotics in

restoration of the bowel flora and improving liver enzymes in the

ALD. In this study, effects of KRG, urushiol, and probiotics on ALD

were evaluated.

Methods: Fifty C57BL/6 mice divided into 5 groups for 16 weeks: 10

mice in normal (chew diet), 40 mice received Lieber-DeCarli liquid with

10 % alcohol during 10 weeks, and then divided into 4 groups: con-

trol (Lieber-DeCarli liquid with 10 % alcohol), KRG (200 mg/kg/day]),

urushiol (0.128 mg/mL/day]) and probiotics (Lactobacillus rhamnosus

R0011 and Lactobacillus acidophilus R0052 1 mg/mL/day). Liver

function test, lipid profiles, pathology, TLR-4 and cytokines (IL-1b
and TNF-a) of the serum and liver tissue were examined and

compared.

Results: There were no significancy in liver function test and lipid

profiles. Probiotics, KRG and urushiol treatment decrease TLR-4

level of liver tissue as compared with alcohol group (0.33 ± 0.07,

0.37 ± 0.06, 0.39 ± 0.12 vs. 0.88 ± 0.31 ng/mL). IL-1b levels of

liver tissue in the KRG and probiotics group were significantly

decreased compared with that of alcohol group (26.18 ± 7.17 and

37.33 ± 18.48 vs. 65.21 ± 3.91 pg/mL). In the KRG group. level of

TNF-a of liver tissue was 379.9 ± 201.5 pg/mL which was signifi-

cantly lower than that in the alcohol group (687.4 ± 110.5 pg/mL).

There was no difference In the other comparison. In addition, there

were no significant difference in the steatosis grades of pathology

between the groups (p [ 0.05).

Conclusions: These finding suggested that KRG, urushiol and pro-

biotics decrease levels of cytokines and TLR-4 on ALD of mice.
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Spontaneous intramuscular hematoma as a potentially lethal
complication of alcoholic liver cirrhosis: three case reports
and literature review
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Hong Jun Kim, Chang Yoon Ha, Hyunjin Kim,
Woon Tae Jung, Ok Jae Lee

Department of Internal Medicine and Institute of Health Science,

Gyeongsang National University School of Medicine, Jinju,

Republic of Korea

Liver cirrhosis is commonly associated with coagulopathies,

including thrombocytopenia and hypoprothrombinemia. Spontaneous

intramuscular hematoma, as a result of coagulopathy, is a very rare

and potentially lethal complication of liver cirrhosis. We report

three cases of spontaneous intramuscular hematoma diagnosed in a

patient with alcoholic liver cirrhosis. All three patients expired

despite repeated transcatheter arterial embolization of the active

bleeding artery and best supportive care. Another 10 cases of

intramuscular hematoma associated with alcoholic liver cirrhosis

that have been reported in the literature were reviewed. The mor-

tality rate was about 92 % despite the early diagnosis including the

present cases. Thus, spontaneous intramuscular hematoma should be

considered as an important complication of alcoholic liver cirrhosis,

and we have to recognize the importance of the abstinence from

alcohol.

Topic: 3 Alcoholic Liver Disease
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garlic induced hepatoprotection against alcoholic
fatty liver—transcriptional profiling by microarray
approach

Rajasekaran Raghu1, Chun-Ting Liu1, Mong-Hsun Tsai2,
Subbaya Subramanian3, Lee-Yan Sheen1

1Institute of Food Science and Technology, National Taiwan

University, Taipei, 2Institute of Biotechnology, National Taiwan

University, TAIPEI, Taiwan, R.O.C., 3Department of Surgery,

University of Minnesota, Minneapolis, MN, USA

Background: Fatty liver induced by alcohol abuse is a major

worldwide health hazard leading to morbidity and mortality. Previous

studies indicate anti-fatty liver properties of garlic. In this study we

have investigated the molecular mechanisms of garlic oil (GO) or

diallyl disulfide (DADS) imparted hepatoprotection against alcohol

induced fatty liver in C57BL/6 mice.

Methods: The molecular mechanisms involved in hepatoprotection

are elucidated and compared by analyzing the global gene expression

patterns using microarray.

Results: Alcohol liquid diet resulted in severe fatty liver with

increased levels of serum aspartate aminotransferease and alanine

aminotransferease, triglycerides and decreased levels of liver glu-

tathione and antioxidant enzymes. The major canonical pathways

implicated by alcohol treatment are the metabolisms of xenobiotics

by cytochrome P450, glutathione and arachidonic acid. Treatment

with DADS or GO normalized the serum aminotransferease levels,

liver antioxidant enzymes and reduced the contents of triglycerides

and cholesterol. The canonical pathways involved in the ameliora-

tion of liver includes arachidonic acid metabolism, altered T cell

and B cell signaling, tryptophan metabolism, and antigen presenta-

tion pathway for DADS; and metabolism of xenobiotics, mitotic

roles of Polo-like kinase, fatty acid metabolism, LPS/IL-1 mediated

inhibition of RXR function, and C21-steroid hormone metabolism

for GO.

Conclusions: The key pathways identified were related to immune

system, fatty acid metabolism, and cell cycle.
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Up-regulation of IL-13 by invariant natural killer T cells (iNKT)
and hyperactivation correlates with disease progression
in alcoholic cirrhosis patients

Weihong Chen, Jiyuan Zhang, Zhengsheng Zou, Zheng Zhang,
Fu-Sheng Wang

Institute of Translational Hepatology, Research Center for Biological

Therapy, Beijing 302 Hospital, Beijing, China

Objectives: Invariant natural killer T cells (iNKT) have been dem-

onstrated to participate in the pathogenesis of alcoholic liver disease

in mouse model. However, little is known regarding the role of iNKT

in human alcoholic liver disease. Thus, this study aimed to evaluate

the association and related mechanisms of iNKT with disease pro-

gression in alcoholic cirrhosis patients.

Methods: The frequency in circulating iNKT subsets was analyzed in

alcoholic hepatitis (AH, n = 12) patients, cirrhosis patients (ALC,

n = 47) and healthy controls (HC, n = 20). The expression levels of

activation markers, chemokine receptors and Th1 and Th2 cytokines

produced by iNKT cells were analyzed by flow cytometry. in vitro,

a-SMA expression on IL-13 treated LX-2 cells and collagen in

supernatant were analyzed.

Results: It was found that the frequencies of circulating iNKT cells in

enrolled ALC patients increased significantly than AH patients, and the

ratio of the CD4- iNKT/CD4+iNKT was significantly decreased in ALC

and AH patients compared with HC subjects. The absolute number of

iNKT in the ALC patients peripheral blood correlated with intake total

ethanol and alcohol drinking time. CD38 and HLA-DR, activation

markers were significantly higher expressed on iNKT in patients than

those in HCs. Expression of CD38 and HLA-DR on the iNKT were

correlated with the level of AST and CHE in patients serum. Th2

cytokine IL-13 and IL-4 production rather than IFN-cby iNKT cells

from patients was significantly elevated as compared with HCs. Further

analysis indicates that the ratio of IL-13 + CD4+iNKT is significantly

correlated with MELD Score in the ALC patients. IL-13 induce a-SMA

expression upregulation and collagen secretion increase of the LX-2 cell.

Conclusion: Both iNKT hyperactivation and the increased IL-13

production by iNKT cells correlated with the disease progression in

alcoholic cirrhosis patients.
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Genetic factors associated with the development of alcoholic liver
disease in tribal populations from Northeast India

Moumita Bose1, Sujoy Bose1, Anjan Kumar Saikia1,2,
Anupam Sharma3, Manab Deka1,4

1Department of Biotechnology, Gauhati University, Guwahati,
2Department of Medicine and Gastroentrology, Central Hospital NF

Railway, 3Department of Pathology, B Barooah Cancer Institute,

Guwahati, 4Department of Biological Sciences, Gauhati University,

Guwahati, India

The tribal population in northeast India (NEI) has a huge burden of

ALD because of their routine drinking habits. The genetic background

is important in the development of ALD in a sub-population.

Aim: Study the role of Cyp2E1 and BER pathway gene XRCC1 in

the development of ALD.
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Methods: Clinically proven cases of alcohol related acute hepatitis

(n = 8), chronic hepatitis (n = 30) and cirrhosis (n = 10) belonging

to the ethnic tribal population were enrolled with informed consent

from the Central hospital, Guwahati; along with age-sex matched

community controls (n = 230). Cyp2E1rsaI and XRCC1codon399

polymorphism was evaluated by PCR–RFLP method using the

genomic DNA isolated from the blood of the enrolled cases. XRCC1

expression was studied by immunohistochemistry. Statistical analysis

was performed by SPSS13v software.

Results: Distribution of variant Cyp2E1 and XRCC1 genotype was

higher in ALD cases compared to controls. Variant Cyp2E1 genotype

significantly increased the risk of alcohol related acute hepatitis

[OR = 8.071] (p = 0.037), chronic hepatitis [OR = 11.30] (p\0.001),

and cirrhosis [OR = 14.125] (p \ 0.001) compared to controls; and

increased the risk of cirrhosis [OR = 1.750] (p = 0.829), and chronic

hepatitis [OR = 1.4] (p = 0.875) compared to acute hepatitis. XRCC1
variant allele also increased the risk of chronic hepatitis compared to

controls[OR = 4.127] (p = 0.003) and acute hepatitis [OR = 3.00]

(p = 0.388); and cirrhosis compared to controls [OR = 1.926] (p =

0.344). Importantly the presence of XRCC1 homozygote variant

increased the risk of cirrhosis by three folds compared to controls

[OR = 3.167] (p = 0.071). The XRCC1 protein expression was down-

regulated in alcoholic-cirrhosis (2/5,40 %cases) compared to controls.

Interestingly, XRCC1 expression was down-regulated in XRCC1

mutated genotype cases only. XRCC1 homozygote mutant case showed

almost no expression of XRCC1 and pathologically belonged to grade

IV stage of cirrhosis with esophageal varices; whereas the heterozygote

case showed diffused nuclear staining and pathologically belonged to

grade II cirrhosis.

Conclusion: Cyp2E1 and XRCC1 genotyping has prognostic signif-

icance in determining predisposition to ALD especially in tribal

population; and XRCC1 expression may be used as a marker for

staging, severity and advancement of ALD.
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Therapeutic potential of resveratrol against combined
consumption of alcohol and high fat diet induced hepatic
abnormalities

Monika Bhadauria1, Sangeeta Shukla2

1Department of Zoology, Guru Ghasidas University, Bilaspur, 2School

of Studies in Zoology, Jiwaji University, Gwalior, Gwalior, India

Background and aim: The alcohol dependency is one of the world’s

major health and socio-economic problem and is the 3rd biggest cause of

early death and illness, behind tobacco and high blood pressure. Simi-

larly, intake of excessive energy from an energy-condensed-diet with

high percentage of fat is associated with increased incidence of car-

diovascular disease, obesity, diabetes, insulin resistance and certain

cancers. Alcohol together with high fat-containing-diet affects the extent

of hepatotoxicity. Natural products or their active components may serve

the best approaches to minimize these disease conditions. Therefore, a

natural phytoalexin, Resveratrol, was selected to reduce the toxic effects

induced by combined consumption of alcohol and high-fat-diet (HFD).

Methods: Male rats were randomly distributed into different groups

of 6 each (Control, Alcohol, HFD, HFD + Alcohol and HFD +

Alcohol + Resveratrol). Subchronic HFD (30 %) + Alcohol (10 %

v/v) intoxication was induced for 4 weeks. Resveratrol was admin-

istered (5, 10 15 and 20 mg/ml, orally) daily for 4 weeks. Condition

of fatty liver was measured by cholesterol, triglyceride, biliruin, HDL

and LDL content in liver and serum. Activities of transaminases,

alcohol-dehydrogenase and acetaldehyde-dehydrogenase were stud-

ied. DNA damage, level of TNF-a, Interleukin-6, caspase-3, IGF-1

and CYP2E1 activity were measured in liver to understand molecular

mechanism.

Results: All biochemical variables were significantly altered by

HFD + Alcohol intoxication. DNA damage was significant reduced

and level of TNF-a, Interleukin-6, caspase-3, IGF-1 and CYP2E1

activity were found towards control with resveratrol treatment.

Activities of transaminases, alcohol-dehydrogenase, acetaldehyde-

dehydrogenase and bilirubin concentration were significantly main-

tained towards control with resveratrol at 15 and 20 mg/kg doses.

Transmission and scanning electron microscopic evaluation con-

firmed a great extant of protection by resveratrol therapy.

Conclusion: Resveratrol helps in mitigating hepatic abnormalities

induced by combined consumption of alcohol and high fat diet, and as

such, may be considered seriously for clinical use.
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Different treatment approaches for acute alcoholic hepatitis

Inna Igorevna Komkova, Marina Victorovna Maevskaya, Petr
Evgenievich Tkachenko, Vladimir Trofimovich Ivashkin

Hepatology, I.M. Sechenov First Moscow State Medical University,

Moscow, Russia

Aim: To compare efficacy and safety of Budesonide and Prednisolone

in treatment of acute alcoholic hepatitis (AAH).

Methods: 35 patients with AAH were enrolled in the prospective trial

and randomised in 2 groups. Group 1: 15 patients (7 men, 8 women),

average age 46.53 ± 11.01. Median alcohol daily intake—77 g,

lower and upper quartiles—55 and 96 g. Duration of alcohol intake—

13.41 ± 8.55 years. Discriminant function (DF) average value was

65.22 (from 37.2 to 145.4). Group 2: 20 patients (16 men, 4 women),

average age 46.5 ± 11.89. Median alcohol daily intake—70.55 g,

lower and upper quartiles—37 and 88 g. Duration of alcohol intake—

16.85 ± 13.32 years. The average value of DF—58.11 (from 32.1 to

121.7). Groups were comparable in key features. In group 1 Budes-

onide was prescribed 9 mg/daily per os. In group 2—Prednisolone

40 mg/daily per os. Treatment duration was 28 days. Response cri-

teria—Lille model. Statistical analysis was performed using SPSS

17.0 statistical package (Chi squared, Mann–Whitney and Wilcoxon

tests, Kaplan–Meier method and Cox regression model).

Results: There was no significant differences in efficacy (p = 0.810)

and short-term survival (p = 0.857). In group 2 adverse events

(infections, hepatorenal syndrome, hyperglycemia, upper gastroin-

testinal bleeding and Cushing’s syndrome) were statistically more

frequent than in group 1: 70 % vs. 26.7 % (p = 0.011). Hepatorenal

syndrome occurred more frequently in group 2 (p = 0.033).

Conclusions: There was no statistical significance in efficacy of

Budesonide and Prednisolone in treatment of AAH. Adverse events as

a whole and hepatorenal syndrome specifically occured statistically

more frequent on application of Prednisolone.
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Effect of abstinence from alcohol on survival of patients
with alcoholic cirrhosis: a systematic review and meta-analysis
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Institute, Beijing, China

Background: Alcohol consumption increases the risk of alcoholic

cirrhosis. The effect of abstinence from alcohol on survival of alcoholic

cirrhotic patients is controversial. Whether abstinence from alcohol

improves the survival or not and how long it takes for the effect to be

significant are important questions that are difficult to address.

Methods: A systematic review and a meta-analysis are performed to

assess the effect of abstinence from alcohol on the survival of patients

with alcoholic cirrhosis.

Results: Seven cohort studies involving 1,235 patients with alcoholic

cirrhosis were included in our meta-analysis. No differences in 0.5-

year survival (HR = 0.49, 95 % CI 0.22–1.10, P = 0.08) and 1-year

survival (HR = 0.58, 95 % CI 0.31–1.08, P = 0.09) were found

between the abstinent and continue drinking groups. There were

significant differences in 1.5-year survival (HR = 0.52, 95 % CI

0.31–0.85, P = 0.009), 2-year survival (HR = 0.55, 95 % CI

0.37–0.81, P = 0.003), 2.5-year survival (HR = 0.54, 95 %

CI 0.36–0.81, P = 0.003), 3-year survival (HR = 0.55, 95 % CI

0.38–0.78, P = 0.0009), 3.5-year survival (HR = 0.57, 95 % CI

0.42–0.77, P = 0.0002), 4-year survival (HR = 0.62, 95 %

CI 0.49–0.77, P \ 0.0001), 4.5-year survival (HR = 0.62, 95 % CI

0.48–0.80, P = 0.0003), and 5-year survival (HR = 0.64, 95 % CI

0.52–0.81, P = 0.0001) between the two groups.

Conclusion: Alcohol abstinence does improve the survival of patients

with alcoholic cirrhosis, and it takes at least 1.5 years of alcohol

abstinence before a statistically significant difference in survival

can be observed between the abstinent and the continue drinking

groups.
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Comparing the prevalence of metabolic disorders in alcoholic
and non-alcoholic fatty liver disease: a population-based study
in Shanghai, China

Feng Li

Department of Gastroenterology, Zhongshan Hospital Affiliated

to Fudan University, Shanghai, China

Background and aims: There are few population-based epidemio-

logical studies comparing metabolic disorders associated with

alcoholic fatty liver disease (AFLD) and non-alcoholic fatty liver

disease (NAFLD) in the same populations. So in this study, we

investigated the prevalence of metabolic disorders in AFLD and

NAFLD in employees of the Bao-Steel Group (Shanghai, China).

Methods: The study was performed by retrospectively analysing the

medical records from check-ups in 2001-2002. These medical records

included detailed clinical, laboratory, and anthropometrical informa-

tion. Fatty liver was diagnosed by ultrasonography, and alcohol intake

was assessed using a questionnaire. AFLD and NAFLD were diag-

nosed according to the Chinese guidelines for the management of

alcoholic liver disease and NAFLD. Multinomial logistic regression

was used to compare the association of metabolic disorders with

AFLD and NAFLD.

Results: Ultimately, the medical records of 8,093 male employees were

analyzed. AFLD was less prevalent than NAFLD in this population (5.9

vs. 9.4 %, P \ 0.001). obesity (OR = 1.154, 95 %CI: 0.861–1.546,

P = 0.338), hypertension (OR = 1.255, 95 %CI: 0.983–1.602, P =

0.069), hypertriglyceridemia (OR = 1.050, 95 %CI: 0.823–1.340,

P = 0.649) and diabetes mellitus (OR = 0.935, 95 %CI: 0.687–1.272,

P = 0.667) were as prevalent in AFLD as in NAFLD, but hypercho-

lesterolemia was more prevalent in AFLD than in NAFLD (OR =

1.579, 95 %CI: 1.231–2.026, P \ 0.001). Additionally, all of the

metabolic disorders were more prevalent in subjects with AFLD than in

subjects with excess alcohol consumption but without fatty liver

(P \ 0.001 for all comparisons).

Conclusions: Not only NAFLD, but also AFLD is closely associated

with metabolic disorders. In alcoholics, the existence of fatty liver

may indicates a higher prevalence of metabolic disorders.
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Alcohol liver disease (ALD) may affect biochemical response
of antiviral therapy with ETV in ALD with hepatitis B virus
infection

Xiang-Yong Li1, Xu You2, Guo-Li Lin1, Yuan-Kai Wu1,
Yu-Sheng Jie1, Hong Shi1, Yu-Tian Chong1

1Department of infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, 2Clinical Laboratory, The Third Affiliated

Hospital of Southern Medical University, Guangzhou, China

Objective: To evaluate the antiviral efficacy with Entecavir (ETV) in

ALD patients with hepatitis B virus infection during January 2008 to

September 2012 in the Third Affiliated Hospital of Sun Yat-sen

University, retrospectively.

Methods: Patient group (group A) including 32 ALD patients with

HBV infection, compared with 60 patients with simple HBV infection

(group B). Both groups were given ETV (0.5 mg, daily). The serum

ALT, TBIL, ALB, HBV DNA were monitored with an interval of

12 weeks.

Results: After 48-week follow up, the patients of Group B and Group

A had the comparable viological response (VR) rate (HBV DNA

level \ 102 IU/mL) and the seroconversion rate (from HBeAg to

HBeAb) at 48 week. The VR rate of Group B and Group A were

75.0 % (45/60), 71.8 % (23/32), respectively, v2 = 5.496, P = 0.813,

the seroconversion rate were 1.7 % (1/60), 3.0 % (1/32), respectively,

v2 = 2.437, P = 0.543; However, compared with Group A, Group B

had an improved biochemical response (BR) at weeks 48, the mean

level of AST were (43.02 ± 57.83) U/L, (81.12 ± 90.63) U/L,

respectively, t = 7.431, P \ 0.001; the mean level of ALT were

(53.18 ± 69.32) U/L, (90.61 ± 88.50) U/L, respectively, t = 6.885,

P = 0.002; the mean level of TBIL were (31.21 ± 32.49) lmol/L,

(65.06 ± 43.17) lmol/L, respectively, t = 6.772, P = 0.003; the

biochemical response rate (normalization of ALT levels) were 68.3 %

(41/60), 37.5 % (12/32), respectively, v2 = 12.952, P = 0.005; All

patients in two groups showed good and comparably tolerant and safe

data to therapies.

Conclusion: Alcohol liver disease may make the liver injury worsen,

and affect biochemical response of antiviral therapy with ETV in

ALD with hepatitis B virus infection.
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Medical University, 2Department of Infectious Diseases, The Third

Affiliated Hospital of Sun Yat-sen University, Guangzhou, China

Objective: To analyze the clinical characteristics of alcoholic liver

disease (ALD) patients with hepatitis B virus (HBV) infection in the

Third Affiliated Hospital of Sun Yat-sen University during January

2008 to September 2012 retrospectively, and to identify the high risk

factors for developing ALD in CHB patients.

Methods: There were 61 patients with HBV infection who were CHB

patients or HBV-related liver cirrhosis developed ALD in recent

5 years in our hospital. To analyze history of alcohol intake, clinical

manifestations, clinical laboratory indexes and imaging findings and

some other factors, the univariate and multivariate logistic regression

model were applied for high risk factors analysis for alcoholic liver

disease with HBV infection.

Results: Among those factors that might induced ALD in these HBV-

related liver disease, the univariate Logistic regression model iden-

tified gender (OR = 1.377), age (OR = 1.529), BMI (OR = 7.339),

history of ALD (OR = 1.531), smoking (OR = 3.565), high quantity

of addicted to daily drinking (OR = 6.612), duration of drinking,

(OR = 8.352), cirrhosis (OR = 11.099) and baseline HBV DNA

levels (OR = 12.314) might correlate to ALD in hepatitis B virus

infection patients. The multivariate Logistic regression model iden-

tified positive correlations among Smoking (OR = 3.337), high body

mass index (OR = 5.125), cirrhosis (OR = 15.335), high quantity of

addicted to daily drinking (OR = 32.591), duration of drinking

(OR = 15.898), high baseline HBV DNA level (OR = 7.888) and

ALD in hepatitis B virus infection patients.

Conclusion: Smoking, high body mass index, cirrhosis, high quantity

of addicted to daily drinking, duration of drinking, high baseline HBV

DNA level were risk factors of ALD in hepatitis B virus infection

patients.

Topic: 3 Stem Cells/Liver regeneration

Absno: 2912

Transplantation of human iPSC-derived MSC promotes liver
regeneration and reduces inflammation attributed to paracrine
actions-mediated macrophage depolarization

Qizhou Lian1,2, Yenyen Ma3, Yuelin Zhang4, Changxun Li5,
Kwan Man3, Chung Mau Lo3

1Medicine, 2Ophthalmology, 3Surgery, The University of Hong Kong,

Hong Kong, 4Medicine, The University of Hong Kong, Hong Kong,
5Surgery, The University of Hong Kong, Hong Kong, Hong Kong

S.A.R.

Background and aims: Liver fibrosis accompanied with excessive

inflammation accelerates to liver failure. Induced pluripotent stem

cell (iPSC) is promising for personalized regenerative medicine to

treat patients with liver failure. Here we aim to investigate the ability

of human iPSC-derived MSC (hiPSC-MSC) to promote liver regen-

eration and to explore anti-inflammatory mechanisms of iPSC-MSC

transplantation .

Methods: Mice were subjected to partial hepatectomy (50%) after

liver fibrosis induced by carbon tetrachloride(CCL4) injection for

4 weeks. Immediately after hepatectomy, treatment group received

1 9 106 hiPSC-MSC through portal vein injection and the control

group received an equal volume of saline. Mice were sacrificed on

day 2, 4 and 7 post-hepatectomy. The degree of liver fibrosis and

alternative activated macrophages (M2) was compared. Proliferative

hepatocytes and cell fates of injected hiPS-MSC were determined.

Interactions between secretome of hiPSC-MSC with macrophage

depolarization were studied.

Results: Compared to control group, treatment of hiPSC-MSC sig-

nificantly promoted liver proliferation on day 2 (43.4% vs. 18.64%,

p\0.01), day 4 (22.31% vs. 10.57%, p\0.05) and day 7 (19.85% vs

4.21%, p \ 0.05) and less collagen fibers deposition after hepatec-

tomy. An increasing trend in CD163 expression, a specific marker of

polarized M2 macrophage (M2) for wound healing, was observed

after hiPSC-MSC treatment. Co-culturing conditioned medium of

iPSC-MSC with macrophages discloses an enhanced macrophage

depolarized to M2 phase. A biological processing analysis indicates

paracrine components of iPSC-MSCs were involved in anti-apoptosis,

anti-inflammation/oxidation, and regulation of cell mobilization and

reactivation. A few injected iPSC-MSCs were differentiated or fused

into hepatocyte and expressed human serum albumin.

Conclusion: Human iPSC-derived MSC transplantation effectively

promotes liver regeneration and reduces inflammation in hepato-

tectamized mice. Paracrine components of iPSC-MSCs enhance

macrophage depolarization f M2 phase could be attributable to

the promotion of wound healing and further attenuation of liver

fibrosis.
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Study of the effects of monacolin K and other constituents
of red yeast rice using a nonalcoholic steatohepatitis model
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3Division of Rheumatology, Allergy and Clinical Immunology,

University of California at Davis, Davis, CA, USA, 4Graduate

Institute of Life Sciences, National Defense Medical Center,
5Department of Chinese Medicine, Chang Gung Memorial Hospital

and Chang Gung University, Taipei, Taiwan, R.O.C., 6Environment

and Humanity, Faculty of Human Development, University of

Toyama, Toyama, Japan, 7School of Medicine, Fu Jen Catholic

University, New Taipei, Taiwan, R.O.C., 8Clinical Immunology,
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Aims: Nonalcoholic fatty liver disease (NAFLD) is a phenotype of

metabolic syndrome in the liver. Red yeast rice (RYR) contains

monacolin K, a potent inhibitor of HMG-CoA reductase, and its

consumption decreases cholesterol and triglyceride levels. However,

the effects of the RYR constituents, other than monacolin K, have not

been examined. In this study, we examined the efficacy of RYR using

different monacolin K concentration on novel metabolic syndrome-

NAFLD mouse model.

Methods: Two types of RYR grown under different culture condi-

tions were used. 1P-DU contained only 0.002 g/100 g of monacolin

K, whereas 3P-D1 contained 0.131 mg/100 g. Twenty-seven MSG-

administered mice, were divided into three groups. The control

(C) group was fed standard food, the RYR-C group was fed standard

food with 1 % 1P-DU, and the RYR-M group was fed standard food

with 1 % 3P-D1. Mice were examined from 12 to 24 weeks of age.

TUNEL staining and immunohistochemistry were performed on liver

and adipose tissue sections using anti TNF-a, IL-6, CYP2E1, SMA,

and CD31 antibodies.
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Results: Serum insulin, leptin as well as macrophage aggregation in

visceral fat in the RYR-C and RYR-M groups was lower than those in

the C group. Furthermore, the liver function in RYR-C and RYR-M

groups was markedly improved. The serum adiponectin levels in the

RYR-C group were significantly higher than those in the RYR-M and

C groups. IL-6 and TNF-a immunopositivity was not observed in the

adipose tissue and liver of the RYR-C and RYR-M groups. However

the C group demonstrated a marked increase in immunopositivity in

CLS macrophages of the adipose tissue.

Conclusions: RYR was found to be effective against obesity-related

inflammation, insulin resistance, and NAFLD in MSG-administered

mice irrespective of monacolin K levels. Our results suggest that RYR

prevent IL-6 and TNF-a secretion from adipose tissue.
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DIAR mice with neonatal MSG treatment showed macrovesicular
steatosis with lobular inflammation and atypical nodules
in the liver
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Background and aims: The liver manifestations of metabolic

syndrome include non-alcoholic fatty liver disease (NAFLD) and

its progressive variant non-alcoholic steatohepatitis (NASH).

Macrovesicular steatosis as well as lobular inflammation and per-

icellular fibrosis were typical pathological findings of NASH.

Subcutaneous injection of monosodium glutamate (MSG) in neo-

natal ICR mice showed NASH-like liver pathology as well as

obesity, diabetes and hyperlipidemia. However, its pattern of ste-

atosis is microvesicular, not macrovesicular. DIAR mice were

inbred strain which selected from ddy as non-diabetic features in

Japan. Because DIAR mice spontaneously showed sporadic macr-

ovesicular steatosis, we analyzed liver pathology of DIAR mice

with neonatal MSG treatment.

Methods: MSG treated male DIAR mice (DIAR-MSG) as well as

male DIAR mice without any treatment (DIAR-control) were ana-

lyzed at 29- and 54-weeks old. Each group contained 5–6 mice. Liver

specimens were evaluated by HE staining, silver staining and Azan

staining. NASH activity score (NAS) was evaluated as well as BMI,

blood glucose level and OGTT test.

Results: BMI and blood glucose level of DIAR-MSG mice were

significantly higher than those of DIAR-control mice. OGTT showed

type 2 diabetes pattern in DIAR-MSG mice. In the liver, DIAR-MSG

mice showed macrovesicular steatosis, lobular inflammation with

neutrophils and ballooning degeneration in 29-and 54-weeks old. In

54-weeks old, mild fibrosis were observed in 5/6 (83 %) of DIAR-

MSG and 2/5 (40 %) of DIAR-control mice. In addition, atypical liver

nodules were observed in 4/6 (67 %) of DIAR-MSG and 1/5 (20 %)

of DIAR-control mice. Part of them showed cellular and structural

atypia mimicing human hepatocellular carcinoma. NAS of DIAR-

MSG mice both in 29 and 54-seeks showed higher score suggesting

NASH.

Conclusions: DIAR-MSG mice showed NASH-like liver pathology

and liver nodules based on symptoms showing metabolic syndrome.

DIAR-MSG mice were valuable animal model to analyze NASH

pathogenesis and carcinogenesis.
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Depletion in CD8+ T cells has a protective effect on Fructose-
induced non-alcoholic fatty liver disease in TAP12/2 mice

Nagarajan Perumal1, Shailendra Arindkar A1,
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Background and aim: The purpose of this study is to assess whether

the decrease in CD8+ T cells has any role in the development of non-

alcoholic fatty liver disease (NAFLD). In this study, we therefore

used TAP1-/- mice that cannot transport MHC class I antigens

onto the cell surface resulting in failure of the generation of CD8+ T

cells.

Methods: Wild-type C57Bl/6 and TAP1-/- mice were fed with

30 % fructose solution for 8 weeks. Body weight, histopathological

changes, Oil Red O staining, Glucose tolerance test (GTT), IPITT,

serum levels of triglycerides (TG), cholesterol (CHO), aspartate

aminotransferase (AST) and alanine aminotransferase (ALT) were

evaluated. Quantitative real-time PCR was performed to determine

the expression of specific genes involved in development of fatty

changes in the liver.

Results: Chronic consumption of fructose in TAP1-/- mice did not

develop NAFLD, insulin resistance nor change in level of CD8+ T

cells. Moreover, there was a delay in relative expression levels of

genes involved in development of NAFLD in fructose treated

TAP1-/- mice compared to that of C57Bl/6 mice.

Conclusion: Taken together, the data suggest that TAP1-/- deficient

mice displayed reduced levels of CD8+ T cells that have an vital role

in the initiation and propagation of liver inflammation and is a casual

role in the beginning of fructose-induced liver damage as well as

insulin resistance in mice.
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Neonatal streptozotocin treatment in DIAR mice causes insulin-
dependent diabetes mellitus and hepatocellular carcinoma
with liver fibrosis by normal diet

Koichi Tsuneyama1, Takeshi Nishida1, Makoto Fujimoto2,
Shinichi Hayashi1, Kazuhiro Nomoto1, Shigeharu Miwa1,
Takahiko Nakajima1, Yuko Nakanishi1, Yoshiyuki Sasaki3,
Satoko Nakamura3, Ryoji Hokao3, Johji Imura1

1Department of Diagnostic Pathology, 2Japanese Oriental Medicine,
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University of Toyama, Toyama, 3Institute for Animal Reproduction,

Kasumigaura-shi, Japan

Background and aims: Neonatal streptozotocin (STZ) treatment is

known to induce insulitis and following diabetes. The occurrence of

steatohepatitis with fibrosis and liver tumor was reported in STZ-

treated mice with a high-fat diet. DIAR mice was selected from ddy as

non-diabetic features. In the present study, we analyzed liver

pathology and other characteristic findings of STZ-treated DIAR mice

with or without a high-fat diet.

Methods: One shot of STZ or PBS was treated in male DIAR mice

(DIAR-STZ or DIAR-control)[A1]. DIAR-STZ and DIAR-control

were divided into 2 groups [high-fat diet (HFD) and normal diet (ND)
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groups]. Half of the mice in each group were sacrificed and examined

at 12 weeks and the remaining mice were at 19 weeks.

Results: Body weight of DIAR-STZ was significantly lower than that

of DIAR-control. Glucose urine was recognized in all DIAR-STZ, but

not in all DIAR-control. OGTT and ITT showed an insulin-dependent

diabetes pattern in DIAR-STZ. In the liver, both HFD and ND groups

of DIAR-STZ showed characteristic liver fibrosis and liver nodules at

12 weeks. At 19 weeks, atypical liver nodules mimicking human

hepatocellular carcinoma were observed in both HFD and ND groups

of DIAR-STZ. Steatosis was not observed in all cases examined. All

DIAR-control showed no significant changes.

Conclusion: Both the HFD and the ND groups of DIAR-STZ showed

liver fibrosis and liver nodules as well as diabetes. The pathology of

liver nodules worsens as time advances. The severity of diabetes and

liver pathology were similar in degree in both the HFD group and the

ND group of DIAR-STZ, so pathological changes of DIAR-STZ were

not related to diet. This may be a good advantage to analyze the

disease mechanisms. We herein proposed that DIAR-STZ with a

normal diet are a unique model to analyze liver fibrogenesis and

carcinogenesis under the condition of diabetes.
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An investigation into the effects of 4-hydroxytamoxifen in non
alcoholic fatty liver disease using an in vitro model

Navnit Makaram, Gail Masterton, Anne Pryde, Pauline Cowan,
John Plevris

Hepatology Laboratory, University of Edinburgh, Edinburgh, UK

Background and aims: Non-alcoholic fatty liver disease (NAFLD) is

the most common cause of liver disease in the western world. NAFLD

follows a ‘2-hit’ hypothesis, the first hit causing hepatic triglyceride

accumulation (steatosis), and a second (e.g. oxidative stress) causing

inflammation (steatohepatitis), which can lead to fibrosis. Treatment

is still in early stages. 4-Hydroxytamoxifen (4OHTAM) has shown

promise as a potent free radical scavenger in other human tissues,

however it’s effect in hepatocytes subjected to oxidative stress has not

yet been elucidated. If effective, it could be a powerful agent against

the progression of NAFLD. The two primary aims were to (1)

investigate the accuracy of recently established in vitro models in

simulating the metabolic changes observed in steatohepatitis and

steatosis and (2) investigate whether 4OHTAM is effective in

reducing these abhorrent metabolic changes.

Methods: C3a hepatocytes were subjected to steatohepatitis and

steatosis simulation using recently established in vitro models. We

compared LDH, and relevant metabolic parameters in hepatocytes of

each model, with and without treatment with 100 nm 4OHTAM,

using spectrophotometry and enzymatic assays. One-way ANOVA

with Tukey post test, with subsequent student’s t test, analysed model

accuracy and 4OHTAM efficacy.

Results: The steatohepatitis model was accurate in simulating the

metabolic enhancement seen in steatohepatitis, however the steatosis

model did not cause triglyceride accumulation as would have been

expected. There was no effect of 4OHTAM on the metabolism of

hepatocytes subject to either steatosis or steatohepatitis, however

4OHTAM wasnot hepatotoxic.

Conclusion: The in vitro models were accurate in modelling steato-

hepatitis. No significant effect of 4OHTAM in steatohepatitis or

steatosis was observed. However, no deleterious effect was observed

from 4OHTAM application. Our investigation hence shows that

4OHTAM does not exacerbate metabolic consequences of NAFLD or

cause hepatocyte death. This enables further study into 4OHTAM and

NAFLD, where there is still much scope for investigation.
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Gut microbiota modulation with berberine enhances nonalcoholic
fatty liver disease in mice

Yi Cao1, Jiangao Fan2

1Xinhua Hospital, Shanghai Jiaotong University School of Medicine,
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School of Medicine, Shanghai, China

Objective: To assess whether the gut microbiota is involved in the

pathophysiology of nonalcoholic fatty liver disease (NAFLD), we

modulated gut microbiota via berberine administration in the mouse

models with NAFLD.

Methods: 18 Babl/c mouse were randomly divided into control,

model and the therapeutic groups. The control group was fed with

normal diet and the other two groups were fed with high-fat diet.

Meanwhile, the therapeutic group were treated with berberine

(200 mg/kg) since the beginning of the fifth week. We recorded the

weight of mouse weekly. All the mouse were sacrificed at the end of

the thirteen weeks. We assessed changes in bifidobacteria and lacto-

bacillus of cecal contents and hepatic inflammation factors such as

CD14, IL-1, IL-6, TNF-a by the method of quantitative PCR, the

pathological changes in livers by HE staining and the serum bio-

chemistry index by biochemical instrument.

Results: We found that the group treated with berberine significantly

improved the proportion of both bifidobacteria and lactobacillus in cecal

contents. And the changes of gut microbiota reduced body weight gain,

blood lipids, transaminase level and lower inflammation mRNA express

in liver tissue. Furthermore, liver histopathology equally showed that

both steatosis and inflammation improved in the therapeutic group.

Conclusions: This new finding demonstrates that berberine could

modulate the gut microbiota positively, and the changes in gut mic-

robiota controls NAFLD. It would thus be useful to develop strategies

for changing gut microbiota to improve NAFLD.
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Conflicting evidence about the role of osteopontin
in the progression of nonalcoholic steatohepatitis (NASH)
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for Autoimmune Diseases, University of Piemonte Orientale

‘Amedeo Avogadro’, Novara, Italy

Background: Osteopontin (OPN) is a Th-1 pro-inflammatory cyto-

chine increasingly recognized to play an important role in liver injury.

Recent studies have associated elevated OPN expression with the

progression of NASH both in humans and experimental animals.

However the actual role of OPN in modulating NASH liver inflam-

mation is still poorly characterized.

Methods: NASH was induced in wild type (WT) and OPN-deficient

(OPN-ko) C57BL/6 mice by 4 or 8 weeks administration of a

methionine/choline deficient (MCD) diet.
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Results: Time-course experiments in WT mice revealed that liver

OPN levels were unmodified in the early phases of NASH after

4 weeks on the MCD diet, but increased at 8 weeks in concomitance

with the worsening of transaminase release, hepatic lobular inflam-

mation and a further increase in the liver expression of pro-

inflammatory cytokines TNF-a and IL-12. According to the capacity

of OPN to stimulate macrophage TNF-a and IL-12 production, we

observed that in OPN-ko mice receiving the MCD diet hepatic TNF-a
and IL-12p40 mRNA levels were unaffected at 4 weeks, but signifi-

cantly lowered after 8 weeks of treatment. However, steatosis, ALT

release and lobular inflammation were not influenced by OPN defi-

ciency. Furthermore, differently from what previously reported, OPN

deficiency in the C57BL/6 strain did not prevent the development of

fibrosis as evaluated by histology or a1-procollagen, a-SMA and

TIMP-1 expression. Progression of NASH in OPN-ko mice was

associated with higher liver macrophage infiltration and increase in

the macrophage chemokines CCL1 and CCL2 as compared to WT

mice. The macrophage activation marker inducible NO synthase was

also higher in OPN-ko than in WT MCD-fed mice.

Conclusions: We propose that OPN may contribute in sustaining

TNF-a and IL-12 production in advanced NASH, but it is not critical

for the progression liver injury and fibrosis as macrophage recruit-

ment and activation can compensate the effects of OPN deficiency.
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Polysaccharides from Lycium barbarum attenuates hepatic
steatosis, fibrosis and inflammation in a non-alcoholic fatty liver
diseases (NAFLD) rat model
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C. Chang1,2, Kwok Fai So1,2, Man Lung Fung2,3, George L.
Tipoe1,2

1Anatomy, 2Brain Hormone Healthy Aging Centre, 3Physiology, LKS
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Hong Kong S.A.R.

Background/aims: Lycium barbarum polysaccharides (LBP) are

derivative from Wolfberry with antioxidant and neuroprotective

properties. Although it shows beneficial effects against aging and

oxidative stress in neuron, but whether LBP possesses protective

effects in chronic liver injury, such as in non-alcoholic fatty liver

disease, (NAFLD), is still unknown. We aimed to investigate the

protective effects of LBP in a NAFLD rat model.

Methods: Female rats were fed a high-fat diet to induce NAFLD with

or without an oral 1 mg/kg LBP feeding every day. Control rats were

given regular chow or with LBP. After 8 weeks, rats were euthanized.

Blood and liver samples from each rat were subjected to histological,

biochemical, and molecular analyses.

Results: Compared with control rats (regular chow), NAFLD rats

showed obvious fat accumulation and inflammatory foci in the liver,

which was accompanied by dysregulated lipid metabolism gene

expressions. NAFLD induction also increased the formation of

fibrosis with induced fibrogenic gene expressions. Pro-inflammatory

cytokines, such as TNF-a and IL-1b, were induced in the NAFLD

rats. In contrast, LBP co-treatment in NAFLD rats showed attenuation

of fat accumulation in the liver, partly through down-regulation of the

expressions of lipogenic genes (SREBP-1c and PPARgamma-2) and

up-regulation of the expressions of lipolysis genes (ATGL and

adiponectin), leading to re-balance the status of lipid metabolism.

Furthermore, co-treatment with LBP drastically reduced the forma-

tion of hepatic collagen, partly through down-regulation of the

expressions of fibrogenic genes, including TGF-beta1, alpha-SMA,

and pro-collagen 1. Elevated expressions of pro-inflammatory cyto-

kines were reversed by LBP as well. Vehicle-LBP group showed no

evidence of hepatic injury and toxicity.

Conclusion: LBP is a novel hepato-protective agent against NAFLD

caused by abnormal liver functions, such as hepatic steatosis, fibrosis

and inflammation. LBP (Wolfberry) could be considered as a potent

food supplement in the prevention of early-stage of chronic liver

disease.
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Deficiency of Cygb promotes hepatosteatosis to liver cancer
throughout activating oxidative stress pathway
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Background: Non-alcoholic fatty liver disease, an increasingly rec-

ognized condition with highly prevalence (15–45 %) in modern

societies, may eventually progress to end-stage liver disease or

hepatocellular carcinoma. Cytoglobin (Cygb) is a unique globin

expressed exclusively in hepatic stellate cells and its pathophysio-

logical function remains largely undetermined. Here, we report the

promotion of liver cancer development in Cygb-deficient (KO) mice

administrated with choline-deficient amino acid-defined (CDAA) diet

that induces hepatosteatosis.

Methods: A total of 78 Cygb KO mice, including males and females,

and corresponding 77 WT mice at 8 week-old were treated with

CDAA or CSAA control diet for 8, 16, or 32 weeks. Fibrosis

was assessed by pathological NASH scores, collagen deposition,

alpha-smooth muscle actin expression, and hepatic hydroxyproline

content. Liver tissues were used for histopathology, cytokine activa-

tion, and oxidative stress pathway.

Results: As early as 8 weeks of CDAA treatment, Cygb KO mice

exhibited dominant steatohepatitis, which resulted in advanced

fibrosis at 16 week-point compared with WT. Surprisingly, at

32 week-point, 100 % of both male and female Cygb KO mice

developed liver cancers, while no any abnormal foci was found in

corresponding WT mice. Analyses at this time-point showed histo-

logically severe inflammatory reactions concomitant with increased

expression of cytokines such as Tnfa, Tgfb1, Il-1b and Il-6 and

chemokines including Ccl-2, Ccl-3, Ccl-4 in Cygb KO mice. Cygb

KO mice showed increased hepatocyte proliferation (Ki67 staining)

from 8 week-point, increased expression of AFP and infiltration of

neutrophils and granulomatous macrophages from 16 week-point.

PCR array for oxidative stress pathway identified altered expression

of 31 genes involved in the metabolism of reactive oxygen species in

Cygb KO mice. In accordance with these results, dihydroethidium

assay and generations of nitrotyrosine were augmented in Cygb KO

mice.

Conclusion: Deficiency of Cygb promotes hepatosteatosis to liver

cancer throughout activating oxidative stress pathway.
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gene and natural course of non-alcoholic fatty liver disease
in China
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Objective: To investigate the relationship between adiponectin

(ADIPOQ) gene polymorphisms and the natural course of nonalco-

holic fatty liver diseases (NAFLD) in china.

Methods: The participants were selected from our epidemiological

survey in southern China, which has been published. Totally 119

participants were enrolled in NAFLD group, and 350 healthy subjects

were included as controls. The subjects were followed-up for a

median of 4 years (range 3.6–4.8 years). Polymerase chain reaction

and restriction fragment length polymorphism (PCR–RFLP) was used

to detect the seven tagging single nucleotide polymorphisms (SNPs)

of ADIPOQ including rs182052, rs16861205, rs822396, rs7627128,

rs1501299, rs2241767, rs3774261. Ordinal logistic regression was

applied to identify the risk factors of NAFLD. Haplotypes analysis

was performed to confirm of the results.

Results: After correcting age and gender, the SNPs at rs1501299

(G276T), rs2241767 (A45G), rs377426 (A712G) were found to be the

risk factors for both the susceptibility (OR: 5.04, 7.47, 3.55 respec-

tively) and progression to NAFLD (OR: 1.73, 3.83, 1.89 respectively).

SNPs at rs182052, rs16861205, rs822396 and rs7627128, did not

impact susceptibility and natural course of NAFLD.

Conclusion: The polymorphisms of ADIPOQ gene at loci rs1501299,

rs2241767, rs3774261 were risk factors for the development of NAFLD.
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The effects of curcumin on the demethylation of PPAR-a
of steatosis BRL cells
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Objective: To investigate the demethylation of curcumin on the

promoter of peroxisome proliferator-activated receptor a (PPAR-a) in

the BRL hepatocyte steatosis models induced by oleic acid.

Method: A non-alcoholic fatty liver disease (NAFLD) cell model was

established. BRL cells were generated: control group, NAFLD group,

curcumin groups and 5-Aza-CdR group (treated with 5.0 lM 5-aza-

20-deoxycytidine). After being carried out for 48 h, The mRNA

expression levers of PPAR-a was detected by real time reverse

transcription-polymerase chain reaction. The DNA methylation lever

was analyzed by pyrosequencing.

Result: After 96 h cultivation, The expression lever of PPAR-a
mRNA in NAFLD group was much lower than the normal group

(q = 24.46, P \ 0.01). However, the DNA methylation of CpG-378,

-375, -373 was much higher than that (-378: q = 6.54, P \ 0.01;

-375:q = 3.37, P \ 0.05; -373: q = 5.71, P \ 0.01). With the

concentration gradient of curcumin, the expression lever of PPAR-a
mRNA in curcumin groups was much higher than the NAFLD group

(2.5 lM group: q = 0.68, P [ 0.05; 5.0 lM group: q = 4.44,

P \ 0.01; 7.5 lM group: q = 21.47, P \ 0.01; 10.0 lM group:

q = 29.15, P \ 0.01). In addition, the DNA methylation levers of

CpG -378, -375, -373 in curcumin groups were much lower than

the NAFLD group (all, P \ 0.05). With the demethylation of 5-aza-

20-deoxycytidine for 48 h, no significant difference in TG, TC levers

were found between the 5-Aza-CdR group and NAFLD group

(P [ 0.05). The DNA methylation levers of CpG -378 and -375

were decreased (q values were 6.54 and 3.93, P \ 0.05 respectively).

In addition, a negative correlation was found between the PPAR-a
mRNA expression lever and the degree of DNA methylation at

CpG-378 (r = -0.610, P \ 0.01).

Conclusion: Curcumin may increase the expression of PPAR-a
mRNA through the demethylation effects on its CpG promoters,

thereby ameliorating NAFLD hepatocyte steatosis.
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The role of miR-122 in the pathogenesis of fatty liver disease:
an experimental study
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Background/aims: MicroRNA (miRs) is an important post-tran-

scriptional regulation factor for gene expressions. Currently, the

miR-122, a highly abundant miR in the liver, caught most attention in

nonalcoholic fatty liver disease (NAFLD). The aims of this study

were to investigate the effect of RNA interference with miR-122

mimic and anti-miR-122 on lipid levels and miR-122 expression in a

steatotic hepatocyte model.

Methods: Steatotic hepatocyte (L02 cell line) model was established

by oleic acid induction. Synthetic pre-miR-122 and its control (mimic

C), anti-miR-122 and its control (inhibitor C) were transferred to

the model cells. The model without transfection was set as normal

control. Before and after the transfection, intracellular lipid droplets

were stained with Nile Red fluorescence and observed with a laser

scanning confocal microscope (LSCM). The expression of miR-122

was detected with qRT-PCR.

Results: MiR-122 expression in the model cells was significantly

decreased compared with that in normal control (24 h time point:

3.47 ± 0.116 vs. 1.865 ± 0.015) (p \ 0.05). MiR-122 expression in

model cells transferred with miR-122 mimic was 2.96 times of that in

normal control (p \ 0.05) and its mean fluorescence intensity

(790.92 ± 46.72) was significantly lower than that (1022.16 ± 49.66)

of normal control (p \ 0.05). The miR-122 expression in the model

cells transferred with anti-miR-122 was 1/3.45 of that in normal control

(p \ 0.05), its mean fluorescence intensity (1386.49 ± 403.44) was

significantly higher than that (1022.16 ± 49.66) of normal control

(p \ 0.05). The levels of miR-122 expression and fluorescence inten-

sity among the normal control, mimic C and inhibitor C did not different

significantly (P [ 0.05).

Conclusions: MiR-122 was under-expressed in steatotic hepatocytes.

Transfection of miR-122 to steatotic hepatocytes decreased lipid con-

tent, whereas inhibition of miR-122 increased lipid content

significantly. MiR-122 plays a role in the pathogenesis of fatty liver

disease.
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Antihypertensive treatment reduces liver injury and hepatic
fibrosis induced by a choline-deficient L-amino acid-defined diet
in hypertensive rats
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Background/aims: Non-alcoholic steatohepatitis (NASH) has been

rising in prevalence along with that of risk factors for metabolic

syndrome, such as hypertension. We have also previously reported

that hypertension is a potential risk factor for liver injury and hepatic

fibrosis in salt-sensitive hypertensive rats fed a choline-deficient

L-amino acid-defined (CDAA) diet. However, the effects of hyper-

tension and antihypertensive treatment on NASH at the molecular

level have not yet been fully elucidated.

Materials and methods: Six-week-old salt-sensitive hypertensive

male rats were fed normal chow with either high salt (8 % NaCl) or

low salt (0.27 %) concentrations for 7 weeks, followed by a CDAA ±

high salt ± antihypertensive agent (calcium channel blocker, amlo-

dipine, 10 mg/kg/day) for an additional 8 or 24 weeks.

Results: The high-salt normal chow diet led to a gradual and sig-

nificant increase in systolic blood pressure (SBP) compared to the

low-salt diet, and the increase in SBP was significantly reduced by

amlodipine treatment with the CDAA diet. After 8 weeks of the

CDAA diet, insulin resistance assessed by HOMA-IR had risen sig-

nificantly, and this was reduced by amlodipine treatment. Although

the degree of hepatic steatosis did not differ between the two salt

groups, the high-salt group had significantly higher alanine amino-

transferase levels and lower hepatic mRNA expression of interleukin

10 and heme oxygenase 1 compared to the low-salt group. These

alterations in the high-salt group were also reduced by amlodipine

treatment. In addition, after 24 weeks of the CDAA diet, the high-salt

group had significantly more severe hepatic fibrosis and higher

hepatic mRNA levels of collagen 1a1 and transforming growth factor

b1 than the low-salt group, and these changes were attenuated by

amlodipine treatment.

Conclusion: Hypertension is a potential risk factor for liver injury

and hepatic fibrosis, and antihypertensive treatment may amelio-

rate the pathophysiological conditions in NASH patients with

hypertension.
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Correlation of visceral fat thickness and severity of hepatic
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Background: Visceral fat is found to be an independent predictor of

hepatic steatosis. While MRI currently provides the most sensitive

non-invasive measurement of intraabdominal fat, there are studies

showing that ultrasound measurements were correlated with MRI

measurements of visceral and subcutaneous fat.

Objective: Establish a correlation between sonographic visceral fat

thickness (VFT), subcutaneous fat thickness (SFT) and severity of

hepatic steatosis (HS).

Methods: Consecutive adult patients who underwent abdominal

ultrasonography from July-November 2012 were included. Subjects

with cirrhosis, concomitant viral hepatitis, had significant alcohol

intake, or maintained on medications known to cause steatosis were

excluded. Height, weight, waist and hip circumference measurements

were recorded. VFT, SFT and NHANES III severity of HS were

measured by a single expert sonographer using a Siemens Acuson

S2000 Ultrasound System. A receiver operator curve (ROC) was used

to set cut-off values for severity of hepatic steatosis.

Results: Of the 116 analysed subjects, 35 (30.2 %) had a normal

liver, 7 (6 %) had intermediate, 40 (34.5 %) moderate and 34

(29.3 %) severe HS on ultrasonography. There was a weak to mod-

erate correlation between VFT and the degree of HS on

ultrasonography (r = 0.390, p \ 0.001). The ROC cut-off value

of C3.61 cm for VFT has 88.2 % sensitivity, 52.4 % specificity,

43.4 % PPV and 91.4 % NPV in detecting severe steatosis (AUC =

0.718, 95 %CI 0.615-0.820, p \ 0.001). There was no correlation

between the SFT and degree of steatosis (r = 0.116, p = 0.214).

Conclusion: VFT is significantly correlated with the severity of HS

on US. Correlation of VFT with other markers of prognosis like

fibrosis and liver function tests in NAFLD patients is warranted.
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Background: Liver fatty acid binding protein (L-FABP), the primary

biological function of which is thought to be binding and intracellular

transport of long-chain fatty acids, in present studies, is amazingly

found that it also has an important function as an effective endoge-

nous cytoprotectant against oxidative stress. Wang found clofibrate

treatment could improve the L-FABP to protect hepatocytes from

oxidative stess. Hence, we wonder further whether other drugs can

also possess such characteristics.

Aim: To investigate the antioxidative effect of baicalin on liver fatty

acid binding protein in rat model of nonalcoholic steatohepatitis

(NASH).

Methods: The rat model of NASH was created by feeding high-fat,

liquid diet (71 % of energy from fat, 11 % from carbohydrates, 18 %

from protein) ad libitum for 3 weeks. Then the NASH rats were

intragastric administrated by 30 mg/kg/d baicalin or placebo for

3 weeks.

Results: The NASH rats administered baicalin had less body

weight gain (P B 0.05), but no liver weight (P C 0.05). Liver

pathology showed that steatosis, inflammation, ballooning degen-

eration and spotty necrosis ameliorated in baicalin treatment group.

The decrease of serum ALT and AST levels (P B 0.05), and

hepatic MDA level (P B 0.05) occurred in baicalin treatment

group, while the increase of hepatic GSH and SOD levels

(P B 0.05) occurred in baicalin treatment group. No changes

hepatic L-FABP mRNA expression were observed in baicalin

treatment group and placebo group (P C 0.05). However, Western

blotting showed that hepatic L-FABP protein expression was

increased in baicalin treatment group (P B 0.05).

Conclusion: Baicalin was suggested to be able to enhance both

L-FABP expression and activity of hepatic SOD and GSH, and

therefore protected hepatocytes from oxidative stress in NASH rats.
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Background/aims: Inclination of fatty diet consumption has dra-

matically increased in our daily life, resulting into nonalcoholic fatty

liver disease (NAFLD). The use of natural herbs as a remedy is also

on rise in the current century. The objective behind the present study

was to scrutinize the impact of fat and fat reducing agents on the

protein concentration of diet induced NAFLD.

Methods: Four groups of adult R. norvegicus (200 g) were divided

into three experimental and one control group, designated as I, II, III

and 0. Experimental groups were fed on fatty diet A (33 %

fat + 33 % carbohydrate + 34 % rat chow) and 0 was provided with

rat chow only. Animals were kept on feeding on these diets for sixteen

weeks. Animals were kept under standard conditions of temperature

and day and light cycle. Bradford assay was performed to assess the

total protein of the serum.

Results: The results exhibited by the present study revealed that there

were significant changes (P \ 0.001) in the total protein concentra-

tion of experimental groups I, II and III. There were significantly

lower total proteins in group I (P \ 0.01) and III (P \ 0.001) in

comparison with 0. However in group II significantly higher serum

protein concentration was observed when compared with group I

(P \ 0.05) and III (P \ 0.001).

Conclusion: Conclusively it can be said that fat rich diets are

accountable for the alteration in the total protein concentrations of the

body. Moreover it can be inferred that N. sativa can be supportive in a

better manner than P. ovata to preserve the total protein concentration

in the serum of adult R. norvegicus.
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Background/aim: Nonalcoholic steatohepatitis (NASH) is charac-

terized by hepatocyte injury and inflammatory cell infiltration, which

is linked with peripheral insulin resistance and increased triglyceride

(TG) in the liver. Pharmacological properties of oleuropein are anti-

oxidant, anti-inflammatory, and anti-ageing. The purposes of this

study was to establish an NASH mouse model fed with 60 % high fat

diet and to demonstrate the pharmacological effect of oleuropein

using the appropriative animal model.

Methods: C57BL/6 mice were divided into 3 groups; a regular diet

group (Chow), a 60 % high fat diet group (HFD), oleuropein-sup-

plemented high fat diet group (OSD) which were fed 0.05 %

oleuropein-supplemented high fat diet for 6 months. The effect of

oleuropein on these models was evaluated using biochemical, histo-

logical and molecular markers. Expression of mRNA level of a-SMA

and collagen Type I was analyzed by real-time PCR between HFD

and OSD.

Results: The body weight, biochemical markers, non-alcoholic fatty

liver disease (NAFLD) activity score (NAS), homeostasis model of

assessment-insulin resistance (HOMA-IR) and leptin levels of HFD

for 9 and 12 months were higher than that of Chow. HOMA-IR and

leptin level of OSD were decreased value compare to HFD. The

mRNA levels of a-SMA and collagen Type I was decreased with

treatment period in OSD.

Conclusions: We established a high fat diet induced NASH model

that displayed histopathological features of NASH to fibrosis. Our

results suggest that oleuropein may be pharmacologically useful to

prevent the progression of steatohepatitis and fibrosis and could be a

promising agent of medicine for human NASH.
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Background: The prevalence of Nonalcoholic fatty liver disease

(NAFLD) in metabolic syndrome (MS) population is much higher

than that in non-MS, NAFLD is recognized as the hepatic additional

and specific manifestation of MS. Common variants in the human

SREBF-1, SREBF-2 and SREBP cleavage activating protein (SCAP)

genes have been demonstrated to associate with dyslipidemia,

meanwhile metabolism of cholesterol and fatty acids plays an

important role in the pathogenesis of NAFLD, so we hypothesized

that some variants in these genes may be associated with NAFLD.

Method: A total of 363 unrelated individuals were enrolled in this

study, in which 100 were healthy control subjects and 263 diagnosed

as MS (160 complicated with NAFLD, 103 without NAFLD). In total,

14 tag SNPs of SREBF-1, SREBF-2 and SCAP were chosen for our

study.

Result: The rs2101247 of SCAP was significantly different between

MS + NAFLD group and MS-NAFLD group, but the statistical sig-

nificance was only observed in females. Compared with the GG

genotype, the variant genotypes GA/GG of rs2101247 were associ-

ated with a significantly decreased risk for NAFLD (adjusted OR,

0.201; 95 % CI, 0.061–0.664; P = 0.009/adjusted OR, 0.184; 95 %

CI, 0.053–0.640; P = 0.008) in female subjects. But neither the lipid

levels nor BMI were significant differences among GG, GA and AA

genotypes.

Conclusion: The present study demonstrates SCAP rs2101247 A

allele might decrease the risk of NAFLD in female MS population.

Future studies are warranted to replicate this finding in independent

and larger populations.
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Background/aims: Simple nonalcoholic fatty liver is usually ignored,

however, there are experiments demonstrating enhanced liver sensi-

tivity to acute toxic injury in Nonalcoholic fatty liver disease

(NAFLD), leading to liver dysfunction. Diammonium Glycyrrhizinate

is applied in clinic to protect liver function in various liver diseases.

The purpose was to test if NAFLD sensitizes liver to hepatotoxicity

and the mechanism, as well as if Diammonium Glycyrrhizinate could

attenuate the susceptibility to protect liver from heavy injury.

Methods: Male Wistar rats were fed with high-fat diet (HF) or nor-

mal diet (N). 8 weeks later, a nonlethal dose of CCl4 was applied

intraperitoneally. From the start, part HF-CCl4 rats were adminis-

trated with Diammonium Glycyrrhizinate (G). All rats were sacrificed

after 48 h. Besides serum biochemistry, serum adiponectin level was

assessed, liver histopathology was observed. Hepatic TG, malondi-

aldehyde (MDA), glutathione (GSH), superoxide dismutase (SOD)

and TNF-a were assessed. Liver expressions of uncoupling protein 2

(UCP2), cytochrome P450 (CYP2E1), Hepatic fibrogenesis related

molecules plasminogen activator inhibitor-1 (PAI-1), TGF-b1,

a-SMA, COL1A1 and caspase-3 activation were determined. HOMA

index was calculated.

Results: Almost no response to the nonlethal dose of CCl4 in N

group. Compared with N, HF group showed massive steatosis, serum

ALT and AST, LDH, TG, LDL and FFA increased, HOMA index and

TNF-a content in liver tissue also elevated, serum adiponectin

decreased dramatically. Liver MDA, expression of CYP2E1, UCP2,

PAI-1, TGF-b1, a-SMA, COL1A1 and caspase-3 activation

increased, GSH and SOD decreased significantly, while all above

indexes changed dramatically worse in HF-CCl4. Diammonium

Glycyrrhizinate intervened the pathological changes of HF-CCl4 rats,

improved all above indexes obviously.

Conclusions: Liver with NAFLD is more sensitive to hepatotoxicity,

resulting in hepatocyte apoptosis, inflammation and provoking

fibrogenesis. Enhancement of the existing disturbed balance of oxi-

dative stress and anti-oxidant defense, and IR in NAFLD contributes

to the underlying mechanism. Diammonium Glycyrrhizinate could

decrease this toxic susceptibility and alleviate liver injury in non-

alcoholic fatty liver.
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Background and aims: Nonalcoholic fatty liver disease (NAFLD) is

the most common form of chronic liver disease worldwide, ranging

from simple steatosis to steatohepatitis which may progress to cir-

rhosis, and hepatocarcinoma. However, the molecular mechanisms

underlying NAFLD development have not been completely charac-

terized. Recently, the p53 tumor suppressor protein has gained

attention as a modulator of cellular metabolism, responding to several

stress conditions, but its role in the progression of NAFLD remains

poorly understood. We designed a new in vitro model of NAFLD to

analyse how different forms of p53 may affect the metabolic stress

response induced by free fatty acid (FFAs) overloading.

Methods: Two cell lines carrying different forms of p53: HepG2 (p53

wt) and Huh7.5.1 (mutant-p53), were cultured for 14 h and 24 h in a

medium containing oleic and palmitic acid (molar ratio 2:1, respec-

tively, final concentration 1 mM), the most abundant FFAs in western

diets. Intracellular lipid accumulation and cell viability were assessed

by AdipoRed and MTS assay, respectively. Transfections and estab-

lishment of stable Huh7.5.1 were done with a wt p53-expressing vector.

mRNA and protein expression profiles of p53 and lipid metabolism-

related genes were evaluated by qRT-PCR and Western blotting.

Results: In the two cell lines the FFA treatment was not cytotoxic,

enhanced intracellular lipid content compared to controls, and

induced a diverse gene and protein expression of p53. The FFA

administration at 14 h differentially modulated genes and proteins of

the fatty acid b-oxidation pathway between HepG2 and Huh7.5.1, and

this cell-specific behaviour seems to depend on p53 status.

Conclusions: The early FFA-induced stress triggers different adap-

tive p53-mediated responses in hepatic lipid metabolism depending

on the status of p53. These results provide further insights into the

mechanisms underlying p53 regulation of cellular metabolism, and

seem to suggest a specific influence of the mutant p53 in the pro-

gression of NAFLD.
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Introduction: Nonalcoholic fatty liver disease (NAFLD) and its

subsequent complications create a significant health burden, with an

absence of treatment modalities of proven efficacy. Oxidative stress

should be existed to develop the more severe forms of NAFLD. Acai,

an amazone palm fruit, is a phytochemical rich berry, with anti

inflammatory properties which penetrate and protect cells from oxi-

dative damage In Vitro.

Aims: To evaluate the effect of freeze-dried Acai powder supple-

mentation on hepatic lipids content and how it affects the oxidative

stress profile in a fructose enriched diet (FED) model of NAFLD in rats.

Methods: A total of 46 males Spraue Dawley rats (200–250 g) were fed

by 5 different diets: regular chow (n = 5), regular plus 3 % of freeze-

dried Acai powder (n = 5), FED (60 % fructose) (n = 12), FED plus

acai from day 21 (n = 12) and FED plus Acai from day 1 (n = 12).

After 6 weeks rats were sacrificed and the liver extracted for evaluation

of lipid content, MDA (malondialdehyde), alfa-tocopferol, paraoxon-

ase, total glutathione and glutathione peroxidase. Lipid profile, glucose,

transaminases, bilirubin were determined in 1 ml of serum.

Results: Acai supplementation to FED rat model tended to decrease

liver steatosis and hepatocyte ballooning. Addition of Acai from day

21 but not from day 1, decreased significantly hepatic TG level,

increased significantly hepatic anti oxidants; alfa-tocopherol, parao-

xonase, total glutathione and glutathione peroxidase activity (for each

p \ 0.001), and decreased significantly hepatic MDA level

(p \ 0.001). No significant differences were found in serum glucose

level and lipid profile between FED with or without Acai

supplementation.

Conclusions: Supplementation of Acai may improve NAFLD in rats

by decreasing intra-hepatic TG content, increasing anti oxidants and

decreasing oxidative stress, despite having minimal beneficial effect
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on liver histology. Acai might be an effective therapeutic modality in

patients with fatty liver.
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Background: Obesity predisposes individuals to an increased risk of

developing several diseases, including non-alcoholic fatty liver disease

(NAFLD), hyperlipidemia and metabolism-mediated disorders. Previ-

ously we found Lactobacillus had marked anti-inflammation effect,

here we hypothesize that Lactobacillus treatment may modulate the

LPS-induced systemic endotoxemia and show the anti-NAFLD effects.

Aims: The study aim is to investigate the effect of probiotics treat-

ment on attenuated NAFLD in mice model.

Methods: Male C57BL/6 J mice (n = 12 for each group) were

subjected to feed a HFD (high fat diet) or normal diet (ND). HFD

Mice were feed with or without a suspension of probiotics mixture,

Bifidobacterium (1 9 107 cfu) and Lactobacillus acidophilus

(1 9 107 cfu), during a 12-week period. Metabolic characteristics and

serum lipopolysaccharide (LPS) level were studied. Hepatic dys-

function was assayed by serum and NAFLD scores.

Results: Our experiments showed that probiotics mixture suppressed

the gained body weight and maintained liver tissue well. Serum tri-

glyceride level in the probiotics group (42.0 ± 4.1 mg/L) was lower

than that in HFD group (54.0 ± 8.3 mg/L) (p \ 0.05). LPS level was

significantly decreased in probiotics group (5.14 ng/ml) when com-

pared with HFD group (16.36 ng/ml) (p \ 0.05). Level of NAFLD

scores was significant decreased (approximately 90 %) after feeding

probiotics mixture (p \ 0.001).

Conclusions: Probiotics treatment appears to attenuate the low-grade

inflammation and inhibit steatosis. Probiotics show protective potential

in hepatic function. We conclude that probiotics may play an important

role in providing a novel opportunity in anti-NAFLD performance.
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Background/aims: The use of natural herbs as a safe remedy is on rise

throughout the globe to avoid the side effects of synthetic medicines. P.

ovata husks and N. sativa are natural herbs and are reported to have

substantial benefits to reduce the excessive fat deposits of animals. The

present study was conducted to find out the impact of these fat reducing

agents on the serology of the adult female R. norvegicus.

Method: Four groups (One control, and three experimental) of adult

female R. norvegicus weighing 200 g were designated as 0, I, II, and

III respectively. 0 group was provided with rat chow while all the

three experimental groups (I, II and III) were fed on diet A

(33 % fat + 33 % carbohydrates + 34 % rat chow). The diets of

experimental groups II and III were supplemented with 5 % N. sativa

seeds and P. ovata husks respectively.

Results: The serological analysis revealed significantly higher Chlo-

rides ion (Cl-) concentration in group III in comparison with group 0

(P \ 0.001), I (P, 0.01) and III (p \ 0.05). The potassium ion (K+)

concentration in the serum of group I and II was significantly lower

(p \ 0.001), while in an intergroup comparison group III had signifi-

cantly higher serum K+ than group I (P \ 0.01) and II (P \ 0.001). The

magnesium ion (Mg++) concentration was significantly lower in II and

III (P \ 0.05) when compared with 0 group.

Conclusion: Conclusively, it can be said that P. ovata is more potent to

maintain the serum electrolytes of female R. norvegicus in NAFLD.
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FXR (NR1H4), a nuclear bile acid receptor, plays a major role in

controlling hepatic lipid, cholesterol and carbohydrate metabolism.

Currently FXR agonists are in advanced clinical studies as a novel

pharmacotherapy for liver diseases such as NAFLD, NASH or Pri-

mary Biliary Cirrhosis (PBC).

We have developed a novel synthetic FXR agonist, Px-102, which

displays drug-like pharmacokinetics in various animal models and

humans. Px-102 is now entering Phase II clinical studies to determine

whether this FXR agonist can reduce liver steatosis and hepatic lipid

accumulation in human NAFLD patients. Thus, we sought to analyze

the impact of this drug in comparison to the other clinical stage FXR

agonist 6-Ethyl CDCA (6-ECDCA or Obeticholic Acid) on liver lipid

metabolism, hepatic steatosis and plasma clinical chemistry in rodent

models of Metabolic Syndrome and NAFLD.

C57/bl 6 J mice and SD rats were prefed on a High Fat High

Cholesterol diet (HFHCD) or on a High Fat High Fructose diet

(HFHFD) and then treated with Px-102 and 6-ECDCA and other

benchmark drugs for 3 months. Px-102 and, to a lesser extent,

6-ECDCA showed substantial plasma cholesterol and triglyceride

lowering paralleled by a massive reduction of hepatic triglycerides

and cholesterol. Px-102 improved overall insulin sensitivity and

reduced the expression of mRNAs coding for enzymes involved in

hepatic de novo lipogenesis which correlated with a substantial

reduction in VLDL triglycerides in plasma. Total body weight was

also significantly reduced by Px-102.

In summary, Px-102, a novel synthetic FXR agonists improves

several parameters of the Metabolic Syndrome and the associated

liver steatosis indicating that this drug might be a good candidate to

treat human NAFLD.

Topic: 4.a Basic Science

Absno: 2018

Endothelium-selective activation of AMPK potentiates high fat
diet-induced non-alcoholic fatty liver disease

S58 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Yan Liang, Yu Wang

Department of Pharmacology & Pharmacy, The University of Hong

Kong, Hong Kong, Hong Kong S.A.R.

Background & Aims: AMP-activated protein kinase (AMPK) is an

evolutionarily conserved cellular energy sensor that regulates glucose

and lipid homeostasis. Activation of AMPK contributes to the hepa-

toprotective functions of pharmacologic agents. Metformin widely

used as anti-diabetic drug could decrease glucose production and

increase the oxidation of fatty acids partly through activation of

AMPK. The present study aimed to characterize the metabolic phe-

notype of a transgenic mouse model with endothelium-specific

overexpression of a constitutively active form of AMPK (CA-

AMPK).

Methods: From the age of four weeks, wild type and CA-AMPK

mice were fed with high fat diet. Metabolic and hemodynamic

parameters, including body weight, fat mass and systolic blood

pressure (SBP), were monitored at 2-week intervals. At 24 weeks of

age, mice were sacrificed for organ functional examination, using

biochemical, molecular and histological assays.

Results: Compared with wild type mice, CA-AMPK mice showed

increased body weight gain, percentage fat mass and SBP under high

fat diet condition. The liver weights and liver/body weight ratios were

significantly increased in CA-AMPK mice. Moreover, severe steato-

hepatitis was demonstrated in the liver tissues of CA-AMPK mice.

Hepatic injury markers, including serum aspartate aminotransferase

and alanine aminotransferase, were augmented to a significantly

higher level in E-CA-AMPK mice compared to wild type mice.

Cyclooxygenase (COX)-2 and pro-inflammatory cytokine tumor

necrosis factor-a (TNF-a) expression were up-regulated in CA-AMPK

mice.

Conclusions: Constitutive activation of AMPK in endothelial cells

promotes the development of dietary obesity-induced non-alcoholic

fatty liver diseases.

Topic: 4.a Basic Science

Absno: 2019

Age associated differential activity ofNigella sativa and Plantago
ovata against NAFLD

Afshan Syed Abbas, Nadeem Sheikh

Zoology, University of the Punjab, Lahore, Pakistan

Background/aims: Micro and macro vesicular steatosis are included

in the spectrum of NAFLD. Its prevalence among adult and children

are on rise. The present study was conducted to investigate the impact

of N. sativa and P. ovata on diet induced NAFLD.

Method: Adult (A) and weaning (w) Rattus norvegicus were divided

into (Con, I, II and III). Con groups were fed on normal rat chow I, II

and III were given diet X (33 % fats + 33 % carbohydrates + 34 %

rat chow). Group I served as positive control, groups II and III were

supplemented with (25 g/kg body weight of animal) N. sativa or

P. ovata respectively. After keeping animals under experimental

conditions for 16 weeks liver tissues were excised and processed for

H & E staining.

Results: Histological observations of A-I tissues revealed relatively

elevated macrovesicular steatosis, distorted hepatic plate morphology,

high degree of cellular necrosis and hepatocytic ballooning against

w-I. In A-II and w-II; regular morphology of hepatocytes and hepatic

lobules was preserved. However animals in group A-II have shown

high degree of macrovesicular steatosis predominantly, elevated

necrosis, and infiltration of inflammatory cells as compared to w-II.

A-III exhibited relatively enhanced inflammatory cells’ recruitment,

macrovesicular steatosis, and higher nacrotic activity, distorted

hepatic plates and hepatocytes in comparison with w-III.

Conclusion: Taken together this data we can conclude that fat

reducing agents pose more effective activity in weaning rats as

compared to adults, and potential of N. sativa in reducing NAFLD out

paces to that of P. ovata.
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Background/aims: An important initiator of the inflammatory

response to obesity is adipose tissue, which is tightly regulated by the

macrophage-specific genes pathway and involved in obesity-induced

insulin resistance and chronic inflammation. Therefore, suppression of

adipose tissue inflammation signaling may contributes to the patho-

genesis of obesity-induced inflammatory response. Acupuncture has

been used as a complementary and alternative therapy practice that

supplements conventional medicine. Numerous studies have demon-

strated the clinical efficacy of acupuncture in weight loss. However, the

precise mechanism of its potential effect remains poorly understood.

Methods: Using a high-fat diet-induced obesity model, in the present

study we evaluated the anti-inflammatory activities of electroacu-

puncture (EA) at Zusanli (ST36) and investigated the underlying

molecular mechanisms.

Results: EA treatment of obese animal induced slight but not sig-

nificantly diet-intake reduction and weight loss during first week,

which was followed by maintenance of lower body weight but not

diet-intake reduction. Compared to the obese mice, EA decreased the

number of F4/80 and CD11b-positive macrophages in epididymal

adipose tissue. We found that intense EA at Zusanli acupoints sig-

nificantly improved the obesity-associated factors of adipogenic gene

expression as well as alleviated inflammatory responses. The adipose

tumor necrocis factor-a (TNF-a), interleukin-6 (IL-6) and monocyte

chemotactic protein-1 (MCP-1) gene expression were significantly

higher in obese mice compared to mice treated with EA. Moreover,

the crucial signaling molecules pathway were regulated by EA, which

coincided with suppressed secretion levels of inflammatory cytokines

such as TNF-a, IL-1b and IL-6.

Conclusion: The modulation of adipose tissue molecules has recently

been extended to elucidate the inflammatory basis for obesity and

obesity-related metabolic diseases. Our findings might enable novel

EA treatment strategies to the clinical practice for the treatment and

prevention of obesity-related chronic diseases.
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Objective: Peroxisome proliferator-activated receptor c (PPARc)

possesses general beneficial effects on nutritional fibrotic steatohepatitis,

such as attenuating steatosis, inflammation and fibrogenesis. However,

molecular mechanisms of these effects are yet to be fully clarified.

The aim of this study is to elucidate the effect of PPARc modulation

on TLR4 signaling pathway and development of nutritional fibrotic

steatohepatitis in mice.

Methods: Male C57BL/6 J mice were fed with methionine-choline-

deficient (MCD) diet for 8 weeks to induce liver fibrosis. Mice

fed MCD diet were administered by PPARc agonist pioglitazone

(50 mg/kg/day, chow) or PPARc antagonist 2-chloro-5-nitroben-

zanliden (GW9662; 1 mg/kg, three times/week, i.p.), respectively.

Liver injury was estimated by serum ALT, AST levels and histo-

logical examination. The mRNA and protein levels of PPARc, TLR4,

inhibitor of nuclear factor-jB kinase b (IKKb) and nuclear factor jB

(NF-jB) were analyzed by real-time PCR and western blot.

Results: The MCD diet resulted in steatosis, inflammatory and

fibrosis in mice liver. The mRNA and protein levels of PPARc were

downregulated in the mice fed MCD diet, whereas the levels of

TLR4, IKKb and NF-jB were increased compared with the controls.

Pioglitazone ameliorated hepatic steatosis, inflammatory and fibrosis

as we observed in histological section. With the induction of PPARc
by pioglitazone, the severity of liver injury was significantly attenu-

ated, and the expressions of TLR4, IKKb and NF-jB were depressed.

These effects were contrary in mice treated with GW9662.

Conclusion: These findings revealed that the TLR4/IKKb/NF-jB

signaling pathway was involved in the inhibitory effects of pioglit-

azone on the progression of nutritional fibrotic steatohepatitis.
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Background and aims: Nonalcoholic Fatty Liver Disease (NAFLD)

has becoming the most common form of chronic liver disease world-

wide. It is a pathological condition that from simple steatosis can

progress to Nonalcoholic Steatohepatitis (NASH) associated with

inflammation, fibrosis, cirrhosis and eventually may lead to hepato-

carcinoma (HCC). Since NAFLD shares key features of the Metabolic

Syndrome (MS), such as obesity and insulin resistance, it is considered

the hepatic manifestation of the MS, one of the main cardiovascular

disease (CVD) risk. This association is proved from several literature

evidences. Thus, we focused on the possibility to identify hepatic

prognostic targets useful to predict cardiovascular risk.

Methods: Our study was performed both in a mouse model of liver

steatosis, obtained feeding the animals with a High Fat Diet (HFD) for

3, 6 and 12 months, and in Peripheral Blood Mononuclear Cells

(PBMCs) from NAFLD patients. By qRT-PCR and western blot we

analyzed a panel of genes and proteins potentially involved in lipid

metabolism and CVD both in mice and patients.

Results: The up-regulation of 66 genes related to lipid metabolism

which were found in mice livers immediately after 3 months of diet,

was later shown in their hearts (after 12 months of HFD). In PBMCs

from NAFLD patients the situation was similar to what we observed

in mice livers. Our attention was focused on Krüppel-like Factor 15

(KLF15) and Tafazzin (TAZ) genes which might be considered novel

markers of cardiovascular risk.

Conclusions: According to our data, liver seems to be the ‘‘primum

movens’’ of the sequelae of pathological events related to MS. We also

appreciated a similar modulation of gene expression profiles both in mice

livers and PBMCs from NAFLD patients. The same genes modulation

observed in PBMC of NAFLD patients could be useful to evaluate

the cardiovascular risk in NAFLD patients.
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Background: Lipoapoptosis, inflammation and oxidative stress are

events involved in the progression from NAFLD to NASH. In this

process, activation of hepatic stellate cells (HSC) play a key role in

extracellular matrix remodeling and in the initiation of fibrotic response.

Aim: Evaluate the cross-talk between hepatocytes and HSC in an

in vitro NASH model by assessing both HSC activation (aSMA, GFAP,

Vimentin) and pro-fibrotic mediators (TIMP1, TIMP2 and MMP2).

Methods: The effect induced by exposure to free fatty acids (FFA)

(oleic:palmitic 2:1) was analyzed after 24 h on hepatocytes (HuH7)

and HSC (LX2) in 3 different experimental approaches: 1) hepato-

cytes and HSC cultured separately (analysis of FFA effects); 2)

transwell system (analysis of soluble mediators); and 3) simultaneous

co-culture (SCC) where hepatocytes and HSC are in closed contact.

Pro-fibrotic mediators and HSC activation markers were analyzed by

RT-PCR and inmunofluorescence.

Results: FFA treatment induces intracellular lipid accumulation both in

hepatocytes and in HSC (2.50 ± 0.04 and 2.60-fold ± 0.60, respec-

tively, p \ 0.05 vs. untreated cells) independently of the experimental

set-up. HSC intracellular fat accumulation induced TIMP1 up-regula-

tion (3.62 ± 0.06), but not in hepatocytes. In Transwell system a slight

increase of TIMP1 and TIMP2 was observed in hepatocytes, while their

expression were unchanged in HSC. In the SCC, FFA treatment did not

induce any variation in the gene expression except for TIMP1 which

was increased by 1.61 ± 0.70. MMP2 expression was unchanged in

HSC in all the experimental approaches. Regarding activation markers

we observed an increased mRNA expression of aSMA (2.72 ± 0.60)

and a slight increase in Vimentin (1.27 ± 0.15) only when cells were in

SCC; GFAP was unchanged.

Conclusions: we conclude FFA accumulation is not exclusively

limited to hepatocytes but involves also HSC where accumulation

promotes an increased expression of TIMP1. A cell-to-cell interaction

is required for the activation of HSC.
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Context: Resistin is considered to link adiposity to insulin resistance

syndrome and its concentration is found to be increased in patients

with nonalcoholic fatty liver disease (NAFLD). On the other hand its

role in fatty liver disease development and progression is still unclear.

Objective: The aim of the study was to evaluate correlation between

serum resistin and the degree of ectopic fat accumulation in vivo in

humans.

Methods: 68 patients with NAFLD due to metabolic syndrome and 30

healthy volunteers were recruited to this study. Hepatic fat (IHF) con-

tent was assessed by computer tomography. We assessed serum resistin

level, biochemical and hormonal metabolic parameters of NAFLD and

insulin sensitivity. Insulin sensitivity was estimated using the computer

homeostatic model assessment (HOMA-IR).

Results: In patients with NAFLD the IHF content (12.6 ± 4.1 vs.

1.76 ± 1.21 % wet weight; P = 0.0001) was increased in comparison

with the controls. Insulin sensitivity (HOMA-IR insulin sensitivity:

48 ± 17 vs. 71 ± 21 %; P = 0.01), serum resistin (4.42 ± 1.54 vs.

5.1 ± 1.1 ng/ml; P = 0.02), and adiponectin (P \ 0.01) concentra-

tions were decreased in patients with NAFLD. Serum resistin

concentration significantly correlated with the IHF content (r = -0.41;

P = 0.003 but not HOMA-IR insulin sensitivity index.

Conclusion: This study showed significant data about link between

excessive liver fat accumulation in the liver NAFLD subjects with

MS and serum resistin level; negative correlation between IHC and

serum resistin concentration was found.
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Objective: Postprandial lipidemia and low adiponectin are considered

to be new cardiovascular risk factors. The aim of this study war to

assess liver fat content and adiponectin as predictors of postprandial

triglyceride (TG)-rich lipoproteins (TRL) in overweight patients with

nonalcoholic fatty liver disease (NAFLD) and diabetes mellitus 2 type

(DM).

Methods: 42 overweight patients with nonalcoholic fatty liver disease

(NAFLD) and DM entered this research and were divided into two

subgroups according to intrahepatic fat content (IFC): patients with

low (\5 %) IFC and high ([5 %) IFC. An oral fat tolerance test

assessed postprandial TG, and cholesterol. We measured apoB-100

concentrations in TRL fractions, a euglycemic hyperinsulinemic

clamp, and determined abdominal fat volumes using CT imaging.

Results: Response of postprandial lipids in plasma and very-low-

density lipoprotein 1 (VLDL1) was increased in patients from the

second group. There was significant association between liver fat

content and postprandial responses (area under the curve) of TG

(r = 0.538; P = 0.001), cholesterol (r = 0.572; P = 0.003), and

apoB-100 (r = 0.446; P = 0.022) in the VLDL1 fraction. Areas

under the curve correlated significantly with liver fat. Fasting

adiponectin levels were inversely correlated with both postprandial

lipids and liver fat content. IFC remained the only independent cor-

relate in a multiple linear regression analysis for VLDL1 responses.

Conclusions: Results of this research shows that IFC could be con-

sidered as better predictor for responses of TRL in VLDL1 than

measured by glucose metabolism or body adiposity. Higher IFC and

impaired TRL metabolism could influence serum adiponectin level in

overweight patients with NAFLD and DM. Obtained data could deep

understanding of higher cardiovascular risk in patients of this group.

High liver fat content associated with postprandial lipidemia repre-

sents potential risk factors for cardiovascular disease in overweight

patients with NAFLD and diabetes mellitus 2 type.
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media thickness, apolipoprotein A1, B100 and B/A1 ratio
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Backgrounds: Nonalcoholic steatohepatitis (NASH) is a prevalent

liver disease associated with increased cardiovascular disease. Urso-

deoxycholic acid (UDCA) may have antioxidant, anti-inflammatory

and anti-apoptotic properties and may reduce liver injury in NASH.

To date, no studies have assessed the efficacy of UDCA on carotis

intima media thickness (CIMT), serum lipids, apolipoprotein A1,

B100 and Apo B/A1 ratios in patients with NASH.

Methods: In this prospective study, 28 patients with biopsy proven

NASH and 25 healthy adults as a control group were evaluated. All

participants had no diabetes, hypertension and hyperlipidemia.

Patients with NASH received UDCA 15 mg/kg/day for six months.

The body mass index (BMI), waist circumference, HOMA scores,

serum lipids, apo A1, B100, B/A1 ratios, liver function tests and

carotis intima media thickness, assessed by doppler ultrasonography,

were analysed before and after the treatment period.

Results: At the end of the study, There were no statistically significant

changes in BMI and waist circumference. Liver enzymes gradually

decreased (ALT from 101 ± 59 to 58 ± 39 IU/l, AST from 52 ± 24 to

37 ± 15 IU/l). The HOMA-IR decreased from 3.73 ± 1.89 to

2.06 ± 1.68 (p \ 0.001). No significant changes in mean plasma tri-

glyceride, total cholesterol, LDL, Apo B 100 levels were noted. Mean

HDL (42.9 ± 7.1 vs. 45.5 ± 9.8, p 0.03) and Apo A1 (127.6 ± 17.7 vs.

135.9 ± 22.2, p 0,02) statistically significant increased. Apo B/A1

ratios tended to fall but this decrease was not statistically significant.

Mean CIMT decreased statistically (0.56 ± 0.15 vs. 0.47 ± 0.121,

p 0.001).

Conclusions: UDCA treatment in NASH patients resulted in statis-

tically significant reductions in the mean CIMT a 6 months period.

We thought that the this benefit of UDCA is may be via decreased

insulin resistance and increased serum HDL-Apo A1 levels. However,

larger, longer-term studies are needed to determine of the UDCA’s

this effect in NASH.
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We have recently shown that, in morbid obese patients, intramyo-

cellular lipids associate with muscle insulin resistance (IR) and non-

alcoholic fatty liver disease (NAFLD) severity. In addition, recent

studies suggest that miRNAs regulate IR in the skeletal muscle. The

aim of this study was to profile miRNA expression in the skeletal

muscle of patients at different NAFLD stages, as putative targets

involved in disease pathogenesis. Select miRNAs were then func-

tionally analysed in C2C12 cells, and in human liver biopsies, as

possible linkers to the metabolic syndrome. Muscle and matching

liver biopsies were obtained from morbid obese patients undergoing

bariatric surgery and classified as simple steatosis, less severe and

more severe non-alcoholic steatohepatitis (NASH). Muscle RNA was

run in TaqMan MicroRNA arrays. In addition, C2C12 cells and pri-

mary rat hepatocytes were incubated with or without palmitate (PA).

Our results show a progressive and significant increase in the

expression of 45 muscle miRNAs from steatosis to more severe

NASH (p \ 0.05). These included muscle specific miRNAs

miR-133a and b, as well as miR-34a, miR-10b, miR-29a, miR-181a,

let-7a, among others. Interestingly, miR-34a and miR-10b also

increased with NAFLD severity in the human liver (p \ 0.01). Fur-

thermore, incubation of C2C12 cells and hepatocytes with PA also

increased miR-34a and miR-10b expression and apoptosis (p \ 0.05),

suggesting that these miRNAs mediate free fatty acid (FFA)-induced

cytotoxicity and IR, both in the liver and the muscle. In conclusion,

our results indicate that miRNAs are differentially modulated with

NAFLD severity in the muscle, correlating with changes in liver

miRNA expression. In particular, miRNAs may constitute important

modulators of FFAs-effects during NAFLD. A better understanding

of the miRNA network regulating common pathways in different

tissues during the metabolic syndrome may help in finding new and

more effective therapeutic options (PTDC/SAU-OSM/102099/2008,

PTDC/SAU-OSM/100878/2008, PTDC/SAU-ORG/111930/2009,

Pest-OE/SAU/UI4013/2011 and SFRH/BD/60521/2009).
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Background/aims: Obesity is a risk factor for nonalcoholic fatty liver

disease (NAFLD) and obstructive sleep apnea (OSA). Yet, the

involvement of OSA in the pathogenesis of NAFLD is debatable.

Cardinal signs of OSA are recurrent episodes of severe hypoxia and

reoxygenation, leading to chronic intermittent hypoxia (IH). This

study was aimed at examining the hypothesis that chronic IH could

aggravate lipid accumulation and apoptosis induced by sodium pal-

mitate in HepG2 cells, a model for NAFLD.

Materials and methods: Cultured HepG2 cells (85 % confluent) in

DMEM (with 10 % FBS and antibiotics) were divided into normoxic

(Nx) (at a humidified atmosphere with 5 % CO2 and 95 % air) and

intermittent hypoxia (IH) groups (with 5 % CO2 and alternating oxygen

levels between 21 % and 1 % every 12 h). Also, cells were treated with

sodium palmitate (0.5uM) or vehicle for 48 h. Cell viability was

determined by colorimetric MTT assay and apoptotic cell death was

measured by propidium iodide staining. Oil red O staining was used to

assay the intracellular lipid deposit and DCFDA fluorescence staining

was used to detect the reactive oxygen species (ROS).

Results: Sodium palmitate significantly decreased the cell viability and

the effect was much greater in the hypoxic group than that of the

normoxic group. In addition, levels of lipid deposit were increased in the

palmitate-treated group and were remarkably more in the hypoxic than

that of the normoxic group. Moreover, ROS levels were significantly

elevated in the hypoxic group which were enhanced by the palmitate

treatment. Apoptotic cells were significantly increased in the palmitate-

or hypoxia-treated group and were doubled in the co-treated group.

Conclusion: Chronic intermittent hypoxia aggravates palmitate-

induced lipid accumulation and apoptosis in HepG2 cells, suggesting

a significant involvement of CIH-induced oxidative stress in the

pathogenesis of NAFLD at the cellular level.
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Background and objectives: Nonalcoholic fatty liver disease (NA-

FLD) is emerging as the most common chronic liver condition in the

Western world and it is commonly associated with type 2 diabetes

mellitus (DM).

Aim: To determine the prevalence of NAFLD, and identify the pre-

disposing factors in Type 2 DM patients with NAFLD.

Methods: A total of 131 patients of type 2 DM were included in the

prospective study in a tertiary referral hospital. Patients with char-

acteristic findings on ultrasonography were considered as having fatty

Livers. They were divided into fatty liver (Group I) and non fatty liver

group (Group II) and were further evaluated by measurement of body

mass index, liver function tests and lipid profile.

Results: Out of 131 type 2 diabetic patients, 78 (59.5 %) patients had

fatty liver on ultrasonography. BMI, Waist-hip ratio and triglyceride

levels in the group I was significantly higher than Gp II. An increase

in the levels of ALT, AST, total cholesterol, LDL and a decrease in

HDL was observed in Gp I as compared to Gp II.

Conclusion: The prevalence of NAFLD is common among in Type-2

diabetic patients and it increases with the rising incidence of obesity.

Obesity as well as elevated liver enzymes and triglyceride and cho-

lesterol are significantly raised in NAFLD patients with Type 2

diabetics. It highlights the importance of routine liver function test

and lipid profile in subjects with type 2 DM and should be more

closely observed for NAFLD and liver complications.
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Background: NAFLD is a leading cause of liver disorder in devel-

oped and developing countries. There is scanty data on the

progression of NAFLD.

Aim: Follow up analysis of anthropometric, metabolic, radiological

and histopathological parameters in previously diagnosed NAFLD

patients.

Methods: Retrospective analysis of changes in anthropometric,

metabolic, radiological and histological parameters in previously

diagnosed NAFLD patients. Data of patients with minimum 2 years

follow-up were included in the study.

Results: Of 526 patients in NAFLD registry, follow up data was

available for 54 patients. Average follow-up duration was 5.18 ±

2.04 years. Metabolic syndrome [MS] was present in 23 (42.59 %)

patients during initial diagnosis; during follow-up, MS regressed in 6.

Seven of remaining 31 developed MS during follow-up. There were

significant increases in FBS (p = 0.0089), 2 h PGBS (p = 0.023) and

HDL (p = 0.0001) during follow-up, where as SGOT (p = 0.28),

SGPT (p = 0.12) and TG (p = 0.0.70) did not show significant

change. Liver biopsy was performed in 20 patients; 10 patients

underwent repeat biopsy during follow-up. Overall, the average

NAFLD activity score was 3.650 ± 0.393 with fibrosis in 60 % of

cases; one third had definite NASH. Repeat biopsy in 10 patients

showed regression, increment and no change of NAFLD activity

score in 20 %, 70 % and 10 % patients respectively (N.S.; p = 0.08).

During follow-up, the proportion of patients with fibrosis progressed

from 20 % to 60 %. Further it was observed that changes in ultr-

asonographic steatosis grade and BMI did not correlate with the

histological changes in necroinflammatory activity or fibrosis.

Conclusion: There is a trend towards development of weight gain,

diabetes and hypertension in NAFLD patients. No significant changes

were observed in liver enzymes. There is trend towards increment of

necroinflammatory activity and fibrosis also. Further follow-up

studies of greater duration in large number of patients are needed.
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Background/aims: Advanced fibrosis (AF) that accompanies non-

alcoholic fatty liver disease (NAFLD) leads to the development of

cirrhosis and hepatocellular carcinoma. Thus, identification of

patients with AF is absolutely essential. The aim of this study was to

compare the usefulness of the NAFLD fibrosis score and the BARD

score in predicting the results of liver fibrosis in patients with NA-

FLD, and search for risk factors of AF.

Methods: The study included 126 patients with NAFLD. Fibrosis in

liver biopsy was scored on a 5-point scale. The BARD score and the

NAFLD fibrosis score were calculated for each patient and their

results were compared with the biopsy findings.

Results: The histological findings revealed that 27 patients were

affected with AF, whereas 99 had mild/moderate fibrosis. AF was

statistically significantly more frequent in the older patients with

BMI [ 30 kg/m2, the AST/ALT ratio2 0.8, diabetes mellitus and

thrombocytes £200 9 103/L. The BARD scores demonstrated 35

patients with high scores, and 91 patients with low scores. Liver

biopsy diagnosed AF in 24 patients out of the 35 whose BARD scores

were high. Analysis of the low BARD score revealed AF in 3 patients.

Analysis of the NAFLD fibrosis score revealed 34 patients with the

high score, 53 patients-with low and 39 patients with indeterminate

score. In the group with high NAFLD fibrosis score, 24 had AF. In the

group with low score in 1 patient AF was demonstrated by liver

biopsy. Positive predictive value, negative predictive value and

AUROC curve for the BARD and the NAFLD fibrosis scores were

68.57 %, 96.70 %, 0.865 and 70.59 %, 98.11 %, 0.919, respectively.

Conclusions: Both scores are capable of ruling out AF and markedly

reducing the need for performing liver biopsies in many patients with

NAFLD. Obesity, diabetes mellitus, thrombocytes £200 9 103/L, more

advanced age and the AST/ALT ratio2 0.8 are risk factors of AF.
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Chronic liver diseases are associated with low platelet counts
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Background: Chronic liver disease (CLD) is associated with low

platelet counts. However, whether low counts of platelets occur in

Chinese patients with CLD, particularly in Northern China, has not

been explored.

Methods: A cross-sectional study of 3648 people was conducted in

urban and rural areas of Dehui of Jilin in China in 2007. Individual

participants were subjected to ultrasonography, laboratory tests,

physical examination, and surveys. The collected data were analyzed

by logistic regression.

Results: The prevalence of non-alcoholic fatty liver disease

(NAFLD), chronic hepatitis B (CHB), chronic hepatitis C (CHC), and

alcoholic liver disease (ALD) was 4.99, 1.18, 11.65, and 3.13 %,

respectively. The blood platelet counts in patients with NAFLD,

CHB, CHC, ALD, or both NAFLD and metabolic syndrome (MS),

but not with hyperglycemia, MS or type 2 diabetes, were significantly

less than that in healthy controls. The lower platelet counts were

associated with old age, male, higher concentrations of serum ALT,

and having NAFLD, CHB, CHC, or ALD. The cutoff values of blood

platelet counts were 207, 206, 199, and 210 9 109/L for the evalu-

ation of NAFLD, HBV, HCV, and ALD, respectively. The normal

range of platelet counts was 161–333 9 109/L in healthy controls.

Conclusions: The low blood platelet count may be a reliable marker

for the diagnosis of CLD in Chinese.
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Background: Mean platelet volume (MPV) is an indictor of platelet

activation, and platelet activation and aggregation are central
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processes in the pathophysiology of coronary heart disease, myocar-

dial infarction and stroke. Non-alcoholic fatty liver disease (NAFLD)

is present in up to one-third of the general population, as well as in the

majority of patients with cardio-metabolic risk factors. The aim of the

current study was to investigate MPV in patients who had NAFLD.

Methods: In 2007, a cross-sectional study was conducted throughout

Jilin, China, including both urban and rural areas. A total of 3655 people

between 18 to 79 years of age underwent real-time ultrasonography,

blood tests, and interviews with a structured questionnaire for this study.

Results: Patients with NAFLD, metabolic syndrome (MS), diabetes

mellitus (DM), hyperlipidemia or alcoholic liver disease had higher

MPVs than healthy controls. However, MPVs were lower in people

with chronic hepatitis B (CHB) or chronic hepatitis C (CHC). In

addition, patients with NAFLD had higher BMI, systolic pressure,

diastolic pressure, cholesterol, low-density lipoprotein, triglyerides,

fasting blood glucose, alanine aminotransferase, aspartate amino-

transferase, age and MPV and lower HDL and PLT than the control

group. By logistic regression analysis, smoking, NAFLD, CHB, CHC,

DM, hyperlipidemia and MS were found to be independent predictors

of MPV, and the odds ratios were 1.24 1.46, 0.22, 0.12, 1.66, 1.53 and

1.19, respectively.

Conclusions: We have shown that patients with NAFLD have a

significantly higher MPV than healthy individuals. This may have

prognostic value in NAFLD patients indicating a possible increase in

cardiovascular disease (CVD) risk.

Topic: 4.b Clinical

Absno: 166

Association of tumor necrosis factor-alpha gene polymorphism
with nonalcoholic steatohepatitis susceptibility: a study in Han
Chinese population
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Background: Recent years, studies have found that NASH is closely

related with the cytokine, especially TNF-a. TNF-a has been impli-

cated in the pathogenesis of autoimmune and infectious diseases.

Methods: Genomic DNA was extracted from the whole blood of NASH

patients and healthy people and Polymerase Chain Reaction-Restriction

Fragment Length Polymorphism (PCR–RFLP) was performed for geno-

typing the -308 and -238 polymorphisms of TNF-a gene promoter.

Results: The frequencies of TNF-a -308 and -238 genotype were

comparable between NASH patients and healthy controls. About the

-308 G/A gene mutation in the promoter region of TNF-a gene

in NASH patients, genotypic distribution of wild type, heterozygous

and homozygous were 273(60.67 %), 150(33.33 %) and 47(6 %),

respectively, In the controls, 27 (90 %) were wild-type genotype and

3 (10 %) were heterozygous, the two groups were statistically sig-

nificant on the comparison of genotype and allele (P \ 0.01). In the

same way, the -238G/A gene mutation in the promoter region of

TNF-a gene in NASH patients, genotypic distribution of wild type,

heterozygous and homozygous were 386 (85.78 %), 49 (10.89 %) and

15 (3.33 %), respectively. In the controls, 30 (100 %) were wild-type

genotype, the two groups were statistically significant in the com-

parison of the allele (P \ 0.01), and the two groups were statistically

significant on the comparison of genotype (P \ 0.05). The correlation

analysis results show that the NASH patients associate with the -308

locus of TNF-a gene promoter region gene polymorphism, the

OR13.987 (P = 0.000), but there was no correlation with the -238

locus gene polymorphisms.

Conclusions: From our data, we find that SNP at position -308 in the

human TNF-a gene, can be considered as independent risk factors for

susceptibility or as predictors for NASH development in our subjects.

In addition, our study suggests that TNF-a-238 promoter polymor-

phism may be not associated with NASH in Han Chinese Population.
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The effect of helicobacter pylori eradication on liver function tests
in non-alcoholic fatty liver disease: randomized double blinded
clinical trial
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Background: Helicobacter pylori (HP) antigens were found in the liver

of individuals with benign and malignant liver diseases. The role of HP

in the pathogenesis of non-alcoholic fatty liver disease (NAFLD) is

controversial. The aim of study was to evaluate the effect of HP erad-

ication on liver function tests (LFT), lipid profile, and homeostasis

model assessment-IR (HOMA-IR) index in NAFLD patients.

Methods: This randomized double blind clinical trial was performed

in non-diabetic dyspeptic patients with positive antibody to HP and

the evidence of fatty liver in ultrasonography, who were referred to a

gastroenterology clinic. After excluding other causes, participants

with persistent elevated alanine aminotransferase (ALT) levels were

presumed to have NAFLD and were enrolled. They were randomly

assigned to lifestyle modification alone or lifestyle modification plus

HP eradication groups. Quadruple therapy (omeprazole, amoxicillin,

bismuth subcitrate, and clarithromycin) for HP eradication was per-

formed in two weeks. HP eradication was documented by urea breath

test after six weeks post-treatment. Fasting serum glucose (FSG),

ALT, aspartate aminotransferase (AST), alkaline phosphatase (ALP),

triglyceride (TG), cholesterol (CHOL), high and low-density lipo-

protein (HDL, LDL), and HOMA-IR were checked at baseline and six

weeks post-treatment.

Results: Forty patients (20 males) with mean age of 41.57 (± 12.30)

were included. HP eradication rate was 95 %. The serum levels of AST,

ALT, ALP, FSG, TG, CHOL, LDL, and HOMA-IR, were decreased

from baseline to the end of treatment in each group (All P val-

ues \ 0.05). No statistically significant differences were seen between

two treatment groups with regard to the changes of laboratory param-

eters from baseline to the end of treatment (All P values [ 0.05).

Conclusions: It seems that successful HP eradication per se might not

affect LFT, lipid profile and insulin resistance more than lifestyle

modification in non-diabetic dyspeptic NAFLD patients.
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Low vitamin D levels in obese pediatric nonalcoholic fatty
liver disease is associated with disease severity
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Background: Nonalcoholic fatty liver disease (NAFLD) has been

recognized as a major health burden. The association between

NAFLD and vitamin D deficiency in adults is recognized.

Aims: The objective of this study was to determine if there is an

association between vitamin D deficiency and the severity of NAFLD

in both overweight and obese children.

Methods: A cross-sectional study was preformed to examine the

association between serum 25(OH) vitamin D levels and the severity

of fatty liver disease in overweight and obese children. The following

parameters were compared between the groups (obese vs. overweight

children): age, gender, body mass index (BMI), 25(OH) vitamin D

level, liver enzymes, lipid profile, C-reactive protein (CRP), ultraso-

nographic findings, medical history, and current medications.

Results: Obese children had significantly more vitamin D deficiency

than overweight children. Univariate analyses showed that gender,

CRP, and serum 25(OH) vitamin D levels are associated with severe

fatty liver disease. Multivariate analysis showed that CRP (odds ratio

(OR) = 3.0, 95 % confidence interval (CI) = 2.6–4.2, P \ 0.001),

serum 25 (OH) vitamin D levels \ 30[AS1] ngml (OR = 2.6; 95 %

CI 2.4–3.1, p \ 0.05) were associated with severe fatty liver disease.

Conclusion: Vitamin D deficiency and elevated CRP are associated

with severe fatty liver disease among both overweight and obese

children.
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Liver ultrasound scanning as a predictor of severity of hepatic
pathology in NAFLD patients

Mona Hegazy1, Abeer Mostafa2
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Background: NAFLD has became the most prevalent cause of liver

disease in western countries, the development of non-alcoholic ste-

atohepatitis (NASH) and fibrosis identifies the risk group with

increase incidence of liver-related deaths.

Aim: The aim of the present study is to investigate how accuracy can

liver ultrasound contribute in the prediction of the severity of liver

damage in NAFLD.

Methods: 54 obese patients with variable degree of BMI, were recruited

in the present study. Full medical history, anthropometric measurement,

biochemical studies, abdominal ultrasound, liver biopsy for histological

examination and NAS score to identify NASH patients, were conducted

for each participant. Liver steatosis was evaluated using liver ultrasound,

and graded according to a semi-quantitative scale from 1 to 4, Liver

histological examination was done, to identify patients with NASH,

border-line NASH, or non-NASH according to NAS score.

Results: According to NAS score, patients were divided into non-

NASH (8 patients), border-line NASH (24 patients), NASH (20

patients), and 2 patients with NASH and fibrosis. ALT and GGT were

significantly higher in NASH patients. Correlating the grading of

hepatic steatosis by liver US and NAS score, grade 1 was seen in 37.5 %

of cases with non-NASH, 33.3 % of cases with border-line NASH, and

only in 5 % of cases with NASH, while grade 4 steatosis was seen in

20 % of NASH cases, 4.2 % of border-line NASH, and none of the no

NASH cases showed diagnosed as grade 4. The sensitivity of liver

ultrasound in detecting grades of steatosis in liver biopsy was 61 % in

grade 1, 25 % in grade 2, and 75 % in grade 3.

Conclusion: Liver ultrasound is not only sensitive in detecting hepatic

steatosis, but can also predict the presence of NASH, so it can be used as

a simple non-invasive, low cost method for screening of NAFLD.
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Serum osteopontin concentrations are associated with portal
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of Medicine, 2Institute of Gastroenterology, Marmara University,
3Department of Gastroenterology, Istanbul Medeniyet University,

Faculty of Medicine, Istanbul, 4Department of Gastroenterology,
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Background/aims: Osteopontin (OPN) is a secreted phosphorylated

glycoprotein that is expressed by a variety of cell types and that

mediates numerous and diverse biological functions. OPN has been

implicated in the pathogenesis of hepatic inflammation and can

directly promote fibrosis progression. Consistent with its putative role

in nonalcoholic fatty liver disease (NAFLD), genetic OPN deficiency

has been recently shown to protect from obesity-induced hepatic ste-

atosis by downregulating hepatic triacylglycerol synthesis in the mice.

However, despite its purported role in hepatic steatosis, the clinical

relevance of OPN in human NAFLD remains unknown. This study

investigated whether serum OPN concentrations are associated with

liver histology in patients with NAFLD.

Methods: Serum OPN concentrations were measured by enzyme-

linked immunosorbent assay in 179 well-characterized patients with

NAFLD referred for liver histology and 123 control subjects. Multi-

variable stepwise linear regression analyses were performed to identify

independent predictors of serum OPN levels in patients with NAFLD.

Results: Serum OPN levels were significantly higher in patients with

NAFLD (median: 58 lg/L; interquartile range: 33–78 lg/L) than in

controls (median: 33 lg/L; interquartile range: 25–50 lg/L; p \0.001).

In univariate correlation analyses, serum OPN levels were significantly

associated with sex, serum aminotransferase levels, C-reactiveprotein and

portal inflammation. After allowance for potential confounders, multi-

variable analysis showed that OPN levels were strongly and

independently associated with both portal inflammation (b = 0.294,

p \0.01) and serum aminotransferase levels (aspartate aminotransferase:

b = 0.295, p \0.01; alanine aminotransferase; b = 0.285, p \ 0.01).

Conclusions: We demonstrate for the first time that serum OPN

levels are significantly increased and independently associated with

liver enzymes and portal inflammation in a cohort of NAFLD patients

referred for liver biopsy. Importantly, the findings from this clinical

study are consistent with the known hepatic actions of OPN with

respect to hepatic inflammation in particular.
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Background: Polychlorinated biphenyls (PCBs) are widely dis-

tributed organic environmental pollutants, which as it was shown

are associated with unexplained elevation of serum alanine ami-

notransferase (ALT) in epidemiological studies. In mice, addition

of PCB congener 153 to high-fat diet produced liver inflammation

distinctive for nonalcoholic steatohepatitis (NASH), however no

data were published concerning the distribution of PCB congeners

in the blood of healthy controls and patients with NAFLD.

Methods: NAFLD patients (13 fatty liver and 18 NASH) were

selected using US liver pattern correspondent to fatty liver, blood

chemistry results (chronic elevation of ALT [ 2 N for NASH),

absence of chronic intake of any medication and alcohol (AUDIT

score \ 8). Age and sex matched control group (17) was also inclu-

ded into the study. PCBs were determined in blood samples by

capillary gas chromatography with the electron capture detector

(column SE-54, internal standard PCB119). Identification of indi-

vidual congeners was carried out by a relative retention times,

quantitative calculations were performed using relative response

factors.

Results: Mean serum total PCBs and congeners 101, 138 and 153

concentrations were significantly lower in healthy control in compare

to liver steatosis and NASH. Congeners 183/185 were found only in

41 % of controls, but not in NAFLD patients.

In conclusion, total serum PCBs and congeners (101, 138, 153)

concentrations were lower in healthy control than in NAFLD.

NAFLD patients experienced long-term exposure for toxic lipophilic

environmental pollutants, which can be one of the factors facilitating

development and progression of the disease.
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Personalized diet therapia of non-alcoholic fatty liver disease
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Introduction: Development of NAFLD is closely connected to

obesity and insulin resistance. Decrease of body weight is one of most

effective methods of NAFLD treatment. The aim of this study was to

evaluate the efficacy of low-caloric diet modified on carbohydrate and

fat components in patients with NAFLD.

Methods: 398 patients with NAFLD aged 49 ± 6.72 years were

enrolled to the study. Patients with NAFLD were divided into 2

groups: simple steatosis (SS) and NASH. The patients of the main

group were given low-calorie dietary treatment and the control group

were given isocalorie diet. The low-calorie diet: 1800–2000 kcal/day,

proteins-15 %, fats-25 %, carbohydrates-60 % from daily require-

ment of energy (modified on carbohydrate and fat).

Results: Low-calorie dietary treatment patients with SS and NASH

for 12 months resulted in a significant decrease of BMI, fat tissue,

triglycerides and HOMA-IR compared with control group. Dynamics

studied parameters in main group are shown in the Table 1.

Conclusions: After 12 months of low-caloric dietary treatment a

significant improvement BMI, fat tissue, triglycerides, HOMA-IR in

patients with NAFLD and liver enzymes in patients with NASH were

observed.
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after 52 weeks of lifestyle modification
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Background and aims: The liver biopsy is the gold standard for

identifying patients with nonalcoholic steatohepatitis (NASH) resolu-

tion after therapeutic interventions; however, it is invasive and

expensive. Thus, establishing non-invasive alternatives are an impor-

tant priority. The aim of this observational cohort study was to identify

predictors of NASH resolution after 52 weeks of lifestyle modification.

Methods: A total of 293 consecutive patients with histologic diagnosis

of NASH were treated with lifestyle modification during 52 weeks.

Clinical data and laboratory determinations were obtained at baseline

and at the end of the intervention. A second liver biopsy was performed

at 52 weeks to detect NASH resolution with no fibrosis impairment.

Univariable and multivariable analyses were performed to identify

variables independently associated to NASH resolution.

Results: NASH resolution was detected in 93 of 293 patients. Of the

candidate predictors, percentage of weight loss (OR, 1.51; P \ 0.0001),

type 2 diabetes mellitus (OR, 0.19; P = 0.001), body mass index (OR,

0.85; P = 0.002), percentage of steatosis at baseline [33 % (OR, 0.42;

P = 0.002), chronic portal inflammation at baseline = 2 (more than

mild) (OR, 0.19; P = 0.02) and change in the uric acid values from

baseline (OR, 1.01; P = 0.005) were independently associated to

NASH resolution. The area under the ROC curve (AUC) of the model

was 0.9106 (95 % confidence interval, 0.872 to 0.941), and a risk score

threshold of C-0.332 corresponding with a predicted probability of

NASH resolution of 42 % showed 81 % sensitivity and 88 % speci-

ficity. The AUC was subsequent adjusted for optimism using

bootstrapping techniques (internal validation) and the corrected AUC

fell from 0.9106 to 0.9094. The Hosmer–Lemeshow test was 6.9

(P = 0.56), indicating a good agreement between observed and pre-

dicted probabilities of NASH resolution.

Conclusions: A simple clinical prediction model may help to iden-

tify patients with NASH resolution after 52 weeks of lifestyle

modification.
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Autoimmune features with biliary damages frequently
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Background and aims: Recently, overlap of autoimmune features is

reported in patients with non-alcoholic steatohepatitis (NASH). We

examined the clinico-pathological characteristics of NASH with or

without autoimmune features. In addition, we examined the devel-

opment of autoimmune features using female NASH mice model.

Methods: 54 NASH patients were finally diagnosed by liver biopsy.

26 cases were classified as ‘‘NASH with autoimmune features

(NASH-A)’’ because they were clinically diagnosed as autoimmune

hepatitis (AIH) or primary biliary cirrhosis (PBC). Other 28 cases

were classified as ‘‘Common NASH (c-NASH)’’ because of no

autoimmune symptoms. In addition, 3 female NASH models (MSG

mice, CDAA mice, TSOD mice) were selected for the long-term

observation study. All mice were sacrificed in 48 weeks and liver

pathology and serum autoantibodies were evaluated.

Results: Human: The average age was older in NASH-A group than in

c-NASH group (60.4 vs. 49.9). In c-NASH, female was 43 %, while that

was a large part (81 %) in NASH-A. In liver pathology, parenchymal

inflammation showed similar degree in both groups, but portal inflam-

mation of NASH-A was more severe than that of c-NASH. CNSDC-like

biliary damage was observed frequently in NASH-A. Animal: Marked

lymphoid aggregation with CNSDC-like biliary damage was observed

in 33 % of MSG mice, 33 % of CDAA mice and 30 % of TSOD mice.

Occurrence of anti-nuclear autoantibodies was conceded in several

cases, but no cases showed anti-mitochondrial autoantibodies.

Conclusion: Old-aged female NASH patients both in human and

animal model have a tendency to develop autoimmune features

including autoantibodies and portal inflammation with bile duct

damage. In the meantime, no reports of NASH overlap in patients of

PBC or AIH. These findings suggest that certain pathogenesis of

NASH may also induce autoimmune features. Hormonal imbalance

and aging-related events may be important modifying factors.
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The extent of fibrosis is more advanced in NAFLD and HCV
patients than in HBV with similar age and BMI
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Background: Fibrosis assessment by Transient Elastography or Fibro

scan is validated in chronic hepatitis C, however limited data are

available in chronic hepatitis B and in non alcoholic fatty liver disease

(NAFLD).

Aims: Document the prevalence and severity of fibrosis in patients

with different chronic liver disease who are being followed up in the

Liver Unit at Ziv Medical Center, Safed, Bar Ilan University, Israel.

Methods: Fibro scan was performed in 130 patients with chronic liver

disease (50 % NAFLD, 25 % HCV, and 25 % HBV) Patients. Liver

stiffness measurement, age, gender, BMI, and aminotransferases were

measured.

Results: The mean age of the patient population was 47.5 ± 14

years.; 73 patients (56 %) were male. The mean BMI was 27 ± 7.

The mean median liver stiffness measurement (normal 1–6 Kpa) was

higher in NAFLD patients (8.12 ± 5.5 Kpa, moderate), and in HCV

patients (8.36 ± 4.5, moderate) than in HBV patients with (5.3 ± 2.6

Kpa, minimal, p \ 0.01) for the same age and the same BMI values.

By multivariate stepwise regression analyses, In NAFLD and HCV

Patients, serum aspartate aminotransferase (AST) values emerged as

the most important independent predictive variable of fibrosis

(r = 0.7, p \ 0.01) On the other hand, serum ALT values did cor-

relate weakly with the extent of hepatic fibrosis (r = 0.3). There were

no significant correlations between age, gender, steatosis, soft drink,

or coffee consumption with the extent of liver fibrosis.

Conclusions: This study confirms that liver fibrosis is more advanced

in NAFLD and HCV patients than HBV patients at the same age and

same BMI. AST and not ALT values correlates significantly with

liver stiffness measurement.

Topic: 4.b Clinical

Absno: 369

A1846T and C1913A/G are associated with acute-on-chronic liver
failure in patients with different underlying liver disease infected
with HBV

Aimin Zhang, Zhihong Wan, Shaoli You, Long Xiao, Yihui Rong,
Bing Zhu, Hong Zang, Shaojie Xin, Liver Failure Treatment and
Research Center

Beijing 302 Hospital, Beijing, China

Aim: Our present study analyzed HBV BCP/PC mutations in ACLF

patients with different underlying chronic liver disease to further

investigate the influence of these mutations on the development of

ACLF.

Method: Total 190 patients including 52 patients with chronic hep-

atitis (CHB), 51 patients with HBV–related liver cirrhosis (LC), and

87 patients with ACLF were enrolled in this study. ACLF patients

comprised 29 patients with CHB (ACLF-CHB) and 58 patients with

LC (ACLF-LC). Viral DNA was extracted from 200 ll serum of

patients. The genotypes and BCP/PC regions were determined using

nested polymerase chain reaction (PCR) and direct sequencing.

Results: HBV genotypes B, C were clarified in 22.6 % (43/190),

76.4 % (147/190) of patients, respectively. Genotype C infection was

more frequently seen in LC patients (84.3 %) and ACLF patients

(78.2 %) than CHB patients (69.3 %). There were 12 and 3 HBV wild

type detected in CHB patients and ACLF-CHB patients, respectively.

Incidences of hot mutations T1753C/A/G, A1762T and G1899A in

ACLF-CHB patients were significant increased (P \ 0.05) in com-

parison with CHB patients. While incidences of A1762T, G1764A

and A1762T/G1764A in ACLF-LC patients were much lower in

comparison with LC patients. Increasing mutation incidences were

found in the ACLF-CHB or ACLF-LC patients in comparison with

CHB patients and LC patients, respectively in A1846T (ACLF-CHB:

65.5 %, CHB: 28.8 %, P \ 0.01; ACLF-LC: 51.7 %, LC: 33.3 %,

P \ 0.01), C1913A/G (ACLF-CHB: 44.8 %, CHB: 9.6 %, P \ 0.01;

ACLF-LC: 50 %, LC: 17.6 %, P \ 0.01), and A1846T/C1913A/G

(ACLF-CHB: 31 %, CHB: 0.04 %, P \ 0.01; ACLF-LC: 37.9 %,

LC: 11.8 %, P \ 0.01). Multivariable analysis showed that

C1913A/G were independent factors for ACLF (OR = 4.76).

Conclusion: Our results indicated that the development of ACLF

infected with HBV mutations was influenced by underlying chronic

liver diseases. Significant increases of A1846T and C1913 A/G

mutations are associated with ACLF development regardless different

underlying liver diseases.
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Background: Herbal medicines such as Crataegus pinnatifida have

been used in the management of fatty liver diseases (FLDs).

Objectives: To assess beneficial and harmful effects of herbal med-

icines on FLDs.

Methods: We searched The Cochrane Library, MEDLINE, EM-

BASE, SCIE, CBM, TCMLARS, CNKI, VIP, WanFang, and AMED

until March 2012. Trials comparing herbal medicines with placebo,

no treatment, lifestyle therapy, or Western interventions in partici-

pants with FLD were included. Risk of bias tool was used to assess

risk of bias. The effects estimates were presented as RR or MD with

95 %CI.

Results: We included 77 trials involving 6753 participants. 75 herbal

products were tested. None of the trials reported death, hepatic-related

morbidity, quality of life, or cost. Adverse effects were reported in 27

trials and no significant difference was found. The risk of bias of

included trials was high. 22 studies reported outcomes on hepatic

B-ultrasound and 6 interventions showed significant effect: Jiangzhi

Ligan Decoction plus lifestyle versus lifestyle; Chaihu Shugan

Powder plus lifestyle versus Fenofibrate Sustained Release Capsules

plus lifestyle; Prunus armeniaca versus Vitamin B and C plus Glu-

curolactone tablets; Sanyu Huazhuo Decoction versus Essentiale;

Xiaoyu Huatan Decoction plus lifestyle intervention versus com-

pound Methionine and Choline Bitartrate Tablets plus lifestyle

intervention; Lishi Huoxue Tongluo Decoction versus Tiopronin

Tablets plus lifestyle intervention. 8 studies reported results on liver

CT and 4 interventions showed significant effect on increasing Liver/

Spleen CT ratio: Yuqin capsules versus placebo; Jianpi Huazhuo

Formula plus lifestyle intervention versus Polyene Phosphatidylcho-

line Capsules plus lifestyle intervention; Yiqi Sanju Formula plus

lifestyle intervention versus Yiqi Sanju Placebo plus lifestyle inter-

vention; Xiaotan Jiangzhi Formula plus Polyene Phosphatidylcholine

Capsules plus lifestyle intervention versus Polyene Phosphatidyl-

choline Capsules plus lifestyle intervention.

Conclusion: Some herbal medicines had positive effects on amelio-

ration of B-ultrasound, and CT. No difference was found on adverse

effects between herbal and control.
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Background: In a genome-wide association scan, the single-nucle-

otide polymorphism (SNP) rs738409 in the patatin-like phospholipase

3 gene (PNPLA3) was strongly associated with increased liver fat

content. We investigated whether this SNP is associated with the

occurrence and progression of nonalcoholic fatty liver disease

(NAFLD).

Methods: The p.I148M polymorphism was evaluated by restriction

analysis in 258 patients with NAFLD and 108 control subjects. Odds

ratios (ORs) were adjusted for age, gender, and body mass index

(BMI) by using multiple logistic regression analysis with genotypes

(additive model), age, gender, and BMI as the independent variables.

Multiple linear regression analysis was performed to test the inde-

pendent effect of risk allele on clinical parameters while considering

the effects of other variables (age, gender, and BMI), which were

assumed to be independent of the effect of the SNP.

Results: The risk allele (G-allele) frequency of rs738409 was 0.78 in

the control subjects and 0.92 in patients with NAFLD; a strong

association with NAFLD was demonstrated. The OR (95 % confi-

dence interval) adjusted for age, gender, and BMI was 1.89

(1.28–2.42). Multiple linear regression analysis indicated that the

G-allele of rs738409 was significantly associated with increases in

aspartate transaminase (AST) (P = 0.0001), alanine transaminase

(ALT) (P = 0.000001), platelets level (P = 0.016), and the hyalu-

ronic acid (P = 0.001) in the patients with NAFLD, even after

adjustment for age, gender, and BMI. The steatosis grade was not

associated with rs738409.

Conclusions: We found that in the Ukraine population, individuals

harboring the G-allele of rs738409 were susceptible to NAFLD, and

that rs738409 was associated with plasma levels of ALT, AST,

platelets level, and the hyaluronic acid. Our study suggests that

PNPLA3 may be involved in the progression of NAFLD.
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The relationships of plasma adiponectin with metabolic
parameters in the patients with nonalcoholic fatty liver disease

Valeriya Nemtsova1, Olena Kolesnikova2

1Gastroenterology, Kharkov National Medical University,
2Hepatology, Institute of Therapy Named by Acad. L.T. Malaya

NAMS, Kharkov, Ukraine

Background: The metabolic effects of adiponectin, including insulin

sensitivity, seem to become stronger with increasing adiposity. Adi-

posity may also affect the relationship of adiponectin concentrations

with serum lipid profile; markers of inflammation, atherosclerosis,

and endothelial function; and ectopic fat accumulation.

Methods: We measured plasma adiponectin concentrations, serum

lipids, and serum markers of inflammation, atherosclerosis, and

endothelial function in 198 patients with nonalcoholic fatty liver

disease (NAFLD). We also measured visceral adipose tissue and liver

with computer tomography.

Results: We divided the study participants into 2 groups: lean [mean

(SE) total body fat, 26 % (0.8 %); n = 92] and obese [39 % (1.2 %);

n = 106]. In the obese group, plasma adiponectin concentrations

showed a strong positive association with concentrations of HDL

cholesterol (P \ 0.0001) and negative associations with LDL cho-

lesterol, triglycerides, high-sensitivity C-reactive protein, interleukin

6, apolipoprotein B100, plasminogen activator inhibitor 1, leukocyte

count, and liver fat (all P \ 0.01). In the lean group, adiponectin

showed a less strong association with HDL cholesterol (P \ 0.005)

and liver fat (P \ 0.04) and no significant associations with the other

variables (all P [ 0.10). High visceral adipose tissue was a strong

predictor of low adiponectin concentrations, particularly in the obese

group, and attenuated many of the significant relationships.

Conclusions: High adiponectin plasma concentrations are associated

with favorable lipid profiles, decreased subclinical inflammation,

decreased markers of atherosclerosis and endothelial function,

and low ectopic fat accumulation, particularly in obese patients

nonalcoholic fatty liver disease. Adiponectin may also have a con-

centration-related effect on the relationship between visceral adipose
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tissue and these metabolic characteristics, especially in obese patients

with nonalcoholic fatty liver disease.
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Insulin resistance is associated with hepatocellular carcinoma
in the patients with non-alcoholic fatty liver disease

Valeriya Nemtsova1, Olena Kolesnikova2

1Gastroenterology, Kharkov National Medical University,
2Hepatology, Institute of Therapy Named by Acad. L.T. Malaya

NAMS, Kharkov, Ukraine

Background: Diabetes mellitus has been put forward as a potential

risk factor for hepatocellular carcinoma (HCC) by some studies.

However, no consensus has been reached about the true role of type 2

diabetes mellitus (DM 2) in HCC.

Aim: To elucidate the role of insulin resistance (IR) and serum

adiponectin level in hepatocellular carcinoma (HCC) associated with

non-alcoholic fatty liver disease (NAFLD) and DM.

Methods: Clinical and biochemical characteristics were collected

from 118 patients with newly diagnosed HCC. Homeostasis model

assessment of IR (HOMA-IR) and serum adiponectin level were

investigated in 118 patients with different stages of non-alcoholic

fatty liver disease.

Results: Among HCC patients, DM 2 was more prevalent in NAFLD

subjects (51,69 %, n = 61) compared to NAFLD without DM 2

(27.96 %, n = 33) or hepatitis C virus (HCV 20.33 %, n = 24). In

patients with NAFLD and DM2, HCC subjects had higher blood sugar

(P \ 0.001), insulin level (P = 0.0042) and HOMA-IR (P = 0.008)

than those with chronic hepatitis and advanced fibrosis. Age, male sex

and body mass index were significantly associated with serum

adiponectin level, whereas HOMA-IR was not. Based on stepwise

logistic regression analysis, age (OR: 1.136 P \ 0.001), serum insulin

level (OR: 1.458, P \ 0.001), HOMA-IR (OR: 0.365, P = 0.001),

DM 2 (OR: 10.266, P = 0.003) and male sex (OR: 4.328, P = 0.018)

were independently associated with HCC.

Conclusion: Insulin resistance measured by HOMA-IR, regardless of

the presence of type 2 diabetes mellitus is significantly associated

with HCC development in patients with non-alcoholic fatty liver

disease.
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Level of adiponectin and hepatocellular carcinoma
in the patients with non-alcoholic fatty liver disease

Olena Kolesnikova1, Valeriya Nemtsova2, Igor Chupin2

1Hepatology, Institute of Therapy Named by Acad. L.T. Malaya

NAMS, 2Gastroenterology, Kharkov National Medical University,

Kharkov, Ukraine

Background: Adiponectin is shown to be inversely associated with

development and progression of various cancers. We evaluated

whether adiponectin level was associated with the prevalence and

histological grade of hepatocellular carcinoma (HCC), and liver

fibrosis in patients with non-alcoholic fatty liver disease (NAFLD).

Methods: A case–control study was conducted on 64 HCC patients

(cases) and 64 patients (controls) matched for sex, Child-Pugh grade

and platelet count in patients with NAFLD. The serum total and high

molecular weight (HMW) adiponectin levels were measured by

enzyme-linked immunosorbent assays and examined in their associ-

ation with the prevalence of HCC. In addition, the relationship

between these adiponectin levels and body mass index (BMI), pro-

gression of liver fibrosis, and histological grade of HCC was also

evaluated. Liver fibrosis was assessed using the aspartate amino-

transferase to platelet ratio index (APRI).

Results: There were no significant differences in the serum total and

HMW adiponectin levels between cases and controls. Moreover, there

were no inverse associations between serum total and HMW adipo-

nectin levels and BMI in both cases and controls. On the other hand,

serum total and HMW adiponectin levels are positively correlated

with APRI in both cases (r = 0.563, P \ 0.001 and r = 0.428,

P \ 0.001, respectively) and controls (r = 0.416, P \ 0.001 and

r = 0.426, P \ 0.001, respectively). Interestingly, lower serum total

(OR 10.38, 95 % CI: 2.56–40.62 [P \ 0.001]) and HMW (OR 9.86,

CI: 2.64–35.82 [P \ 0.001] adiponectin levels were independent risk

factors of worse histological grade of HCC.

Conclusions: Our results suggested that serum total and HMW

adiponectin levels were predictors of liver fibrosis, but not prevalence

of HCC in patients with non-alcoholic fatty liver disease. Moreover,

low these adiponectin levels were significantly associated with worse

histological grades.
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The clinical possibility of non-alcoholic fatty liver disease
as an early predictor of hypertension: 5-year’s prospective
cohort study

Jae Hong Ryoo1, Sung Geun Park2, Ju Young Jung2

1Kyung Hee University, School of Medicine, 2Total Healthcare

Center, Kangbuk Samsung Hospital, Seoul, Republic of Korea

Aims: Nonalcoholic fatty liver disease (NAFLD) has received

increasing attention for its clinical association with cardiovascular

disease (CVD). However, there are limited data for the effect of

NAFLD on hypertension, basic cardiovascular risk factor. Accord-

ingly, we investigated the clinical impact of NAFLD on the

development of hypertension.

Methods: To assess the incidence rate of hypertension according to

the degree of NAFLD (normal, mild, and moderate to severe), we

conducted a prospective cohort study on the 31,090 Korean men

without hypertension for 5 years. They had been serially followed-up

for various metabolic factors including systolic and diastolic blood

pressure (BP). In addition, periodical surveillance was conducted to

notice the development of hypertension.

Results: The development rate of hypertension increased in propor-

tion to the degree of NAFLD (normal: 15.1 %, mild: 22.3 %,

moderate to severe: 29.8 %, P \ 0.001). Cox proportional hazards

model showed the hazard ratios (HRs) of NAFLD on hypertension.

Even after adjusting for other multiple covariates, the HRs (95 % CI)

for hypertension were higher in the mild group (1.35; 1.24–1.49) and

moderate to severe group (1.81; 1.57–2.07) compared to normal

group, respectively (P for trend \0.001).

Conclusion: The development of hypertension is potentially associ-

ated with NAFLD in proportion of its degree. NAFLD was also

independent risk factor of future development of hypertension. These

findings suggest the clinical possibility of NAFLD as an early pre-

dictor of hypertension.
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Relationship between oxidative stress, endothelial injury
and coagulation activation in nonalcoholic fatty liver disease

Oleksii Korzh, Sergiy Krasnokutskiy, Elizaveta Lavrova

Kharkov Medical Academy of Postgraduate Education, Kharkov,

Ukraine

Introduction: Nonalcoholic fatty liver disease (NAFLD) is consid-

ered the hepatic feature of the metabolic syndrome and this has

stimulated interest in its possible role in the atherosclerosis devel-

opment. Clinical observations indicated that NAFLD might be an

independent risk factor for coronary artery disease.

The aim of the present study was to establish whether enhanced

oxidative stress (OS), involving endothelial injury, activation of

coagulation, and inflammatory reaction, could be implicated in NA-

FLD patients.

Methods: 103 patients with NAFLD and 61 age- and sex-matched

healthy controls were included. Markers of OS, endothelial injury,

coagulation, and cytokines, were measured in the plasma of NAFLD

patients and of healthy controls by ELISA methods. Remodeling of

the carotid arteries was assessed by measuring the intima-media

thickness (IMT) as a surrogate of atherosclerotic disease in all groups.

Results: Markers of OS, endothelial injury, and extrinsic coagulation

pathway activation and IMT values were significantly elevated in

NAFLD patients. The von Willebrand factor antigen (vWF:Ag) levels

were more increased in the patients with NAFLD than in control

group. Furthermore, the plasma levels of tumour necrosis factor

alpha, monocyte chemo-attractant protein 1, and macrophage

inflammatory protein 1 beta were significantly higher in patients with

NAFLD when compared with the controls. The IMT was strongly and

directly correlated with Cu/Zn superoxide dismutase. Both IMT and

Cu/Zn superoxide dismutase were positively correlated with age,

thrombomodulin, vWF:Ag, tissue factor, tissue factor pathway

inhibitor, macrophage inflammatory protein 1 beta, and tumour

necrosis factor alpha levels.

Conclusions: The present study suggests that enhanced OS, involved

pro-atherogenic cytokine and chemokines levels, endothelial injury,

and coagulation activation may increase atherosclerotic and cardio-

vascular risks in NAFLD. The significant, independent association

between IMT and vWF:Ag should be assessed in future studies to

determine whether vWF:Ag elevation is causative or a by-product of

the increased IMT.
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Relationship between endothelial haemostatic markers
in nonalcoholic fatty liver disease

Oleksii Korzh, Elizaveta Lavrova, Olena Pavlova

Kharkov Medical Academy of Postgraduate Education,

Kharkov, Ukraine

Introduction: Nonalcoholic fatty liver disease (NAFLD) causes the

development of atherosclerotic vascular changes. Leukocytes,

thrombocytes and also cytokines are involved in this process via

endothelial activation.

Objective: We hypothesized there may exist a correlation between the

plasma levels of von Willebrand factor, thrombomodulin, and tissue

plasminogen activator antigen (tPAag) as markers of endothelial cell

dysfunction and the serum concentrations of soluble adhesion

molecules and monocyte chemoattractant protein-1 (MCP-1) in

patients with NAFLD.

Methods: Patients (n = 121) with NAFLD and matched controls

(n = 115) were included. Patients differentiated by age and NAFLD

duration time were included into the research.

Results: The concentrations of von Willebrand factor, thrombo-

modulin and tPAag in plasma were significantly higher in NAFLD

patients as compared to healthy subjects (p \ 0.001, p \ 0.05 and

p \ 0.01, respectively). The patients also had significantly higher

concentrations of soluble vascular cell adhesion molecule-1

(sVCAM-1) and MCP-1 compared to healthy controls (p \ 0.01 for

both comparisons). There were strong correlations between the con-

centration of soluble intercellular adhesion molecule-1 (sICAM-1)

and von Willebrand factor in patients with NAFLD (r = 0.53,

p \ 0.01), between the concentration of thrombomodulin and

sVCAM-1 (r = 0.61, p \ 0.001), and between tPAag sVCAM-1

(r = 0.57, p \ 0.05). Furthermore, a negative correlation was

observed between the concentration of thrombomodulin and the cell

surface expression of CD11b on monocytes and granulocytes in the

peripheral circulation (p \ 0.05 in both cases).

Conclusions: The strong correlation between markers of endothelial

dysfunction and soluble adhesion molecules in NAFLD patients

strengthen the view that an ongoing stress on endothelial cells is

present in these patients. This may play a pathophysiological role in

the progression of cardiovascular complications in NAFLD.
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Prevalence and risk factors of fatty liver in Jilin Province
of China

Qi Wei1, Jie Sun1, Yulian Liu2, Xingxing Liu2, Xiaodong Shi3,
Shumei He3, Junqi Niu3

1Department of Hepatology, The First Hospital of Jilin University,
2Department of Geriatrics, 3Department of Hepatology, The 1st

Hospital, Jilin University, Changchun, China

Objective: To evaluate the prevalence of fatty liver in the population

of Jilin Province in China.

Methods: The cross-sectional study was performed among 3815

(male = 1797) subjects using a random sampling method. All sub-

jects (18-78-year) underwent a physical examination, biochemical

tests and a standard questionnaire. The sample was separated into

three groups by alcoholic consumption, which was based on NAFLD

and ALD criteria of Chinese Liver Disease Association: NAFLD

group, ALD group, and SAFLD group. Logistic regression analysis

was used to identify risk factors of fatty liver.

Results: The prevalence of FLD, NAFLD, SALD and ALD is

23.09 %, 14.52 %, 5.53 %, 3.04 %, respectively. The incidence of

hypertension in NAFLD is lower than SALD (P \ 0.001) and ALD

(P \ 0.001), but no difference between SALD and ALD. As alcoholic

consumption increasing, the prevalence of obesity is gradually

decreased (42.4 % vs. 26.7 %, P \ 0.001; 26.7 % vs. 21.3 %,

P \ 0.05). For dyslipidemia, the difference is presented between

SALD and NAFLD (P \ 0.05). For DM, however, the slight differ-

ence is presented between ALD and NAFLD (P \ 0.05). The odd

ratio and 95 %confidence intervals (95 %CI) for FLD of gender

(males vs. females), hypertension, central obesity, drinking, hyper-

cholesterol, high LDL-c, low HDL-c, high TG and FBG is (1.45,

95 %CI: 1.14–1.85, P \ 0.05), (1.94, 95 %CI: 1.62–2.32, P \ 0.001),

(7.80, 95 %CI: 6.45–9.44, P \ 0.001), (1.55, 95 %CI: 1.21–1.98,

P \ 0.001), (1.65, 95 %CI: 1.27–2.13, P \ 0.001), (1.76, 95 %CI:

1.40–2.21, P \ 0.001), (1.46, 95 %CI: 1.13–1.90, P \ 0.05), (1.65,
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95 %CI: 1.36–1.99, P \ 0.001) and (1.11, 95 %CI: 11.04–1.18,

P = 0.001), respectively.

Conclusion: The prevalence of NAFLD is higher than SALD and

ALD in the Jilin Province of China, and is significantly associated

with hypertension, high TG and central obesity, especially for male.
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Sarcopenic obesity and the risk of elevated alanine
aminotransferase in elderly adults: the role of insulin resistance

Seung Ha Park

Internal Medicine, Inje University Haeundae Paik-Hospital, Busan,

Republic of Korea

Background: The purpose of this study was to examine whether

sarcopenic obesity is associated with insulin resistance and to what

extent insulin resistance modulates the relationship between sarco-

penic obesity and risk of elevated alanine aminotransferase (ALT)

levels.

Methods: We measured the value of the homeostatic model assess-

ment (HOMA-IR) in 1,432 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 C 39 IU/L for men

or C 30 IU/L for women.

Results: Compared with the normal group, the sarcopenic-obese

group had a 77.2 % higher HOMA-IR value, and the obese and sar-

copenic 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 to 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 substantially 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.

Conclusions: 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.
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Association serum bilirubin levels and non-alcoholic fatty
liver disease

Donghee Kim, Min Sun Kwak, Goh Eun Chung

Seoul National University Hospital Gangnam Center, Seoul, Republic

of Korea

Background/aims: Serum bilirubin has antioxidant and cytoprotec-

tive effects. In addition, elevated serum bilirubin levels are associated

with a decreased risk of metabolic and cardiovascular diseases.

However, few studies have evaluated whether serum bilirubin is

associated with non-alcoholic fatty liver disease (NAFLD), which is

closely related to other metabolic diseases. The aim of this study was

to evaluate the association between serum total bilirubin levels and

NAFLD.

Methods: A cross-sectional study of 17,348 subjects undergoing a

routine health check-up was conducted. Subjects positive for hepatitis

B or hepatitis C virus or with other hepatitis history were excluded.

NAFLD was diagnosed on the basis of typical ultrasonographic

findings and alcohol consumption of less than 20 g/day.

Results: The mean age of subjects was 49 years, and 9,076 (52.3 %)

were men. The prevalence of NAFLD decreased steadily as the serum

bilirubin level increased in men and women (P \ 0.001, respectively).

Multivariate regression analysis adjusted for other metabolic risk fac-

tors showed that the serum bilirubin level was inversely associated with

the prevalence of NAFLD [odds ratio (OR) 0.88, 95 % confidence

interval (CI), 0.80-0.97]. Furthermore, NAFLD was inversely associ-

ated with the grade of serum total bilirubin levels in a dose-dependent

manner (OR 0.83, 95 % CI, 0.75–0.93 in 3rd quartile, OR 0.80, 95 %

CI, 0.71–0.90 in 4th quartile vs. lowest quartile, P for trend \ 0.001).

Conclusions: The serum bilirubin level was found to be inversely

associated with the prevalence of NAFLD independent of known

metabolic risk factors. Serum bilirubin might be a protective marker

for NAFLD.
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Beneficial effects of phosphatidylcholine on the structure liver
in patients with NASH. Results of prolonged randomized blinded
prospective clinical study

Evgeny Sas, Vladimir Grinevich, Oleg Efimov,
Nikolay Shcherbina

Department of Therapy Postgraduate, Military-Medical Academy,

St.-Petersburg, Russia

From 1998 to 2012 in our prolonged randomized prospective, blinded

clinical trial we studied the effect of polyunsaturated phosphatidich-

oline—PUPC (Essentiale� forte N, produced by A.Nattermann&

Cie.GmbH) in diabetic patients with NASH. 215 patients with type 2

diabetes of not-complicated course, which was adequately controlled

by diet and metformin intake (daily dosage 1000 mg). 178 patients of

investigational group (IG) additionally were treated by PUPC (daily

dosage 1368 mg PUPC). Altogether 152 (85.4 %) patients of IG and

37 patients of Control Group (CG) were available for follow up. ALT,

AST and GGT, before and after 6 months. In a subsequent for the

remaining patients in the study during above seven years (long-term

investigational group (LIG) 114–64.0 %), liver function markers and

ultrasound studies were measured at least twice per year. A significant

reduction of all the liver enzymes was observed after treatment by

PUPC, viz. baseline vs. six months after treatment: ALT: 56.5 ±

28.6 IU/L vs. 35.2 ± 18.4 IU/L, p = 0.02, AST: 39.0 ± 9.0 IU/L vs.

26.5 ± 7.2 IU/L, p = 0.04, GGT: 38.2 ± 11.4 IU/L vs. 27.5 ±

8.6 IU/L, p = 0.03). In the group of patients LIG further dynamics of

the liver enzymes had no statistically significant differences from CG,

but sonographics signs of fatty liver statistically decreased in 93/114

(81.6 %) and became more effective control of diabetes in 98/114

(86.0 %) patients (significant reduction in HBc). The results of liver

biopsy (histological examination) and Fibromax test showed, that in

patients with NAFLD additionally treated by PUPC, the progress of

hepatic fibrosis was significantly slowly, then in CG (Fibromax test

result: F2 vs. F3) (p = 0.03). In addition after of treatment we found

significant increase of steatosis in long-term CG, and its reduction in

LIG (p = 0.02).
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Laennec� derived from human-placenta improves NASH
and chronic hepatitis type C through normalizing iron
metabolism by the action of hepcidin

Yuki Hamada

Hepatology, Hamada Clinic, Sapporo, Japan

Background/aims: As for the mechanisms of the iron deposition

observed in the liver of NASH, the precise dynamics is still unknown.

In recent years it was shown that hepcidin, principal regulator of iron

metabolism exists in human placenta in high concentration. In many

NASH cases, remarkable decline of serum ferritin was observed after

treating with Laennec�. Then, we examined whether Laennec� could

restore the pathological background through regulating iron metabo-

lism in NASH and chronic hepatitis type C (CHC).

Methods: We divided 72 NASH cases (51, liver biopsied) and 32 CHC

(24, liver biopsied) into two groups retrospectively. Non-Laennec�

treated 52 cases were treated with ordinary liver supporting therapy.

Laennec�-treated 52 cases, were treated with the infusion of 2 ampules

(224 mg) of Laennec� 1–2 times/W, in addition to the ordinary liver

supporting. Serum ferritin, ALT and HbA1c were measured, and liver

biopsy was carried out to evaluate changes of fibrosis and iron

deposition.

Results: By infusing Laennec�, serum ferritin level declined from

192.7 ± 108.6 ng/ml (before medication) to 129.3 ± 81.6 (after)

(P \ 0.001) in NASH patients. Serum ALT also declined from

51.5 ± 20.6U/L to 23.2 ± 12.1 (P \ 0.001). HbA1c level improved

from 5.6 ± 0.8 % to 5.1 ± 0.9 (P \ 0.01). In CHC patients, all of

these parameters also changed significantly by the use of Laennec�.

When compared these results between non-Laennec-treated group and

Laennec-treated group, the changes observed in Laennec-treated

group were significantly larger than non-treated group. In multiplex-

logistic analysis, fibrosis and deposition of iron in the liver correlate

significantly with the decline of serum ferritin (P \ 0.01).

Conclusions: The decline of serum ferritin levels by infusion with

Laennec� observed in NASH and CHC was simultaneously accom-

panied by the improvement of the liver damage. It is possible that

Laennec� derived from placenta extract containing hepcidin-like

material, can bring about the improvement of NASH and CHC by

suppressing ROS-production of iron-origin. Laennec� may take the

place of repeated phlebotomy which is effective for the treatment of

hereditary hemochromatosis as well as in the combination with IFN-

therapy on CHC.
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Association between nonalcoholic fatty liver disease
and metabolic syndrome in an urban hospital
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Background: The prevalence of non-alcoholic fatty liver disease (NA-

FLD) has increased and several studies have shown that there is an

association between NAFLD and metabolic syndrome (MetS). The aim of

this study was to determine how much impact the risk factors of metabolic

syndrome has on ultrasonographic fatty liver, especially NAFLD.

Methods: A total of 1871 adult males and females were included in

this study from May 2010 to April 2012 at a health promotion center

in Chuncheon city. An ultrasonographic evaluation of abdomen was

conducted to evaluate NAFLD. The diagnosis of the metabolic syn-

drome was assessed as defined by the NCEP ATP III while abdominal

obesity was assessed according to Asia–Pacific guidelines. Factors

related to metabolic syndrome were assessed by Chi square test and

logistic regression analysis.

Results: Of the 1871 subjects (men 804, women 1067), 598 (31.9 %)

were diagnosed with NAFLD by ultrasonogram. Body mass index

(BMI), waist circumference, fasting blood glucose, triglyceride, high-

density lipoprotein cholesterol (HDL) and aspartate aminotransferase

(AST), alanine aminotransferase (ALT), c-glutamyl transpeptidase

(c-GTP) levels all affected NAFLD independently. MetS were diag-

nosed total 224 subjects (11.9 %) by NCEP ATP III. The prevalence

of metabolic syndrome was increased in mild (40.8 %) and moderate

to severe (57.8 %) NAFLD groups. When odd ratio (95 % CI) for

NAFLD group was compared to the contrast group, there was an

increased risk of metabolic syndrome with odd ratio of 16.8 (95 % CI,

9.1–21.0).

Conclusion: NAFLD and its severity has a close connection with

metabolic syndrome and also with each risk factors of metabolic

syndrome. Therefore, assessment for concurrent metabolic syndrome

among NAFLD patients is considered to be necessary.
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Ursodeoxycholic acid therapy for non-alcoholic steatohepatitis
(meta-analysis of randomized controlled trials)

Jamielyn Dela Cruz Cruz, Katherine Lei, Janus Ong

Internal Medicine, Philippine General Hospital, Manila, Philippines

Introduction: Non-alcoholic steatohepatitis (NASH) is an emerging

cause of chronic liver disease with the potential to advance to cir-

rhosis and hepatocellular carcinoma. Currently, there is no approved

treatment for NASH. Ursodeoxycholic acid (UDCA) has cytopro-

tective properties that may be beneficial, but clinical investigations

have conflicting results.

Objective: To determine the efficacy of UDCA compared to placebo

in improving liver biochemistries and histology among patients with

NASH.

Design: A meta-analysis of randomized controlled trials retrieved

through PUBMED, Cochrane Library and EMBASE. Inclusion cri-

teria consists of: patients at least 18 years old, with biopsy-proven

NASH, and contain the following main outcome measures: rates of

reduction in transaminase levels from baseline and histological

response on post-treatment biopsy.

Results: Four studies were identified, randomizing 511 patients.

Compared to placebo, UDCA significantly decreased the ALT levels in

patients with NASH (MD 13.5 [95 % CI 22.6–4.4] P 0.004). Subset

analysis comparing high-dose UDCA regimen to placebo demonstrated

significant improvement of ALT values from baseline. This was not

observed when standard-dose UDCA regimen was used against pla-

cebo. Conversely, ALT levels did not significantly decline with UDCA

compared to placebo (MD 5.42 [95 % CI 11.96–1.13] P 0.10). On post-

treatment biopsy, UDCA has no statistical advantage over placebo in

reducing hepatic steatosis (MD 0.06 [95 % CI 0.20–0.07] P 0.38),

inflammation (MD -0.1 [95 % CI -0.36 to -0.16] P 0.43), and fibrosis

(MD 0.05 [95 % CI -0.07 to -0.18] P 0.41).

Conclusion: UDCA has no significant effect on the liver histology of

patients with NASH. It seems to be beneficial in decreasing the ALT

levels, but not the AST levels in this population. This effect on ALT
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values may be dose-related since on subgroup analysis, only high-

dose UDCA caused significant improvement when compared to pla-

cebo. However, the implication of this biochemical response to liver-

related morbidity and mortality is still unknown.
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The role of the vitamin D deficiency in non-alcoholic fatty
liver disease

Metin Kucukazman1, Naim Ata2, Kürşat Dal2, Abdullah Özgür
Yeniova1, Ayşe Kefeli1, Kadir Okhan Akın3, Kadir Ağladıoğlu4,
Öznur Sarı Üre5, Firdes Topal6, Yaşar Nazlıgül1, Esin Beyan2,
Derun Taner Ertuğrul7

1Gastroenterology, 2Internal Medicine, 3Clinical Biochemistry,
4Radiology, 5Internal Medicine, Kecioren Teaching and Research

Hospital, 6Gastroenterology, Ankara Oncology Teaching and

Research Hospital, 7Endocrinology and Metabolism, Kecioren

Teaching and Research Hospital, Ankara, Turkey

Background and aims: Vitamin D deficiency has been related to

diabetes, hypertension, hyperlipidemia, and peripheral vascular dis-

ease. In this study we aimed to investigate the role of vitamin D status

in non-alcoholic fatty liver disease (NAFLD).

Methods: We included 211 consecutive subjects to investigate the

presence of NAFLD. Fifty seven of the subjects did not have NAFLD

and 154 patients had NAFLD.

Results: NAFLD group had significantly higher FBG (p 0.005), uric

acid (p 0.001), AST (p \ 0.0001), ALT (p \ 0.0001), GGT

(p \ 0.0001), ALP (p 0.028), HbA1c (p \ 0.0001), ferritin

(p \ 0.0001), insulin (p 0.016), c-peptide (p 0.001), HOMA-IR

(p 0.003), total cholesterol (p 0.001), TG (p 0.001) and WBC (p 0.04)

levels. On the other hand, NAFLD group had significantly lower

25(OH)D (p \ 0.0001) compared with the control group.

Conclusions: In conclusion, in this study we found lower serum

25(OH)D levels in NAFLD patients than subjects without NAFLD. In

order to establish a causality between vitamin D and NAFLD, inter-

ventional studies are needed.
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Nonalcoholic steatohepatitis associated with metabolic syndrome:
relation to insulin resistance and histologic activity

Kyong Yeun Jung, Sun Young Cho, Ha Yan Kang, Suk Bae Kim,
Il Han Song

Division of Hepatology, Department of Internal Medicine, Dankook

University Hospital, Dankook University College of Medicine,

Cheonan, Republic of Korea

Background/aims: Nonalcoholic steatohepatitis (NASH) is regarded

as a hepatic manifestation of metabolic syndrome. Insulin resistance

has been suggested as one of pathogenic mechanisms of NASH. The

aims of this study were to assess the relationship of metabolic syn-

drome-associated NASH and insulin resistance, and to define the

correlation of chemicometabolic components with different degrees

of liver histology in NASH patients.

Methods: A total of 91 subjects with NASH (mean age 39 ± 14 year,

male 77 %) were enrolled, of whom 36 were available for the his-

tologic assessment. Insulin resistance was calculated using a

homeostasis model assessment of insulin resistance (HOMA-IR).

Clinical characteristics including insulin resistance and accompany-

ing metabolic components in NASH subjects were compared with

those of 52 diabetes patients and 21 healthy controls. In NASH

patients, the relationship between insulin resistance and metabolic

syndrome was analyzed according to the histologic activity and dif-

ferent clustering of metabolic components.

Results: NASH subjects had a stronger association with metabolic

syndrome than healthy controls. HOMA-IR was significantly higher

in NASH patients than in healthy controls (4.7 ± 2.5 vs. 1.7 ± 0.6,

p \ 0.001) but not in diabetes patients (4.7 ± 2.5 vs. 4.5 ± 3.2,

p [ 0.05). The proportion of patients with impaired fasting glucose or

DM (p = 0.023), hypertriglyceridemia (p \ 0.001), and low HDL-

cholesterol (p \ 0.001) significantly increased in accordance to dif-

ferent clustering of accompanying metabolic components in NASH

patients. HOMA-IR showed a positive correlation with BMI

(r = 0.428, p = 0.02) but not with any other component of metabolic

syndrome. A strong correlation between the severity of the fibrosis

and both AST (r = 0.450, p = 0.011) and HDL-cholesterol (r =

-0.532, p = 0.002) was observed in 36 histology-proven NASH

patients, with no significant correlation between necroinflammatory

activity and biochemical variables.

Conclusions: NASH subjects showed an increased insulin resistance

with a significant association of metabolic syndrome. The severity of

hepatic fibrosis revealed a strong correlation with serum AST activity

and HDL-cholesterol level.
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Curcumin, anti-oxidant, and pioglitazone therapy with inclusion
of vitamin E in non-alcoholic fatty liver disease—a randomized
double blind placebo controlled trial (CAPTIVE)

P. Patrick Basu1, K. Mittimani2, R. Siriki2, Md. Rahaman2,
S. Atluri2, S. Farhat1, Niraj J. Shah3, R. S. Brown Jr.1

1Columbia School of Physicians and Surgeons, 2Forest Hills Hospital,

Hofstra North Shore-LIJ School of Medicine, 3James J Peters VA

Medical Center, Mount Sinai School of Medicine, New York, NY,

USA

Objectives: NAFLD is a global clinical challenge which progresses

to cirrhosis and liver cancer. Defective transport of free fatty acids

and mitochondrial dysfunction lead to explosion of a series of free

radicals, apoptosis, up regulated cytokines and fibrogenesis ultimately

causing cirrhosis and cancer. Curcumin is a pan-antioxidant with anti-

inflammatory, anti-apoptotic, anti-microbial, and anti-fibrogenic

properties. This study evaluates the role of curcumin in NAFLD to

progression of NASH.

Methods: Eighty patients (n = 80) with mean BMI 29 %, NAFLD

score 0.66, HOMA IR 3.8, ALT 58, LDLc 143, HDLc 29 and Tri-

glyceride 186 were divided into Group A-(n = 20) pioglitazone

15 mg, Group B-(n = 20) vitamin E, Group C-(n = 20) curcumin

(all the three above groups received placebo), and Group D (n = 20)

vitamin E plus curcumin. Pre and post values (Triglycerides, LDLc,

HDLc, ALT, HOMA-IR, TNF-alfa, Leptin, Adiponectin, HBA1c,

Serum necro-inflammatory NAFLD Score and NASH fibrotic score)

were analyzed at 3, 6, and 12 months. Diet and exercise were left

unchanged.

Results: Group A-Minimal changes on ALT, HbA1c, HOMA, lipids,

no changes in TNF-alfa, adipokines, lipid profile and necro-inflam-

matory score and/or NASH fibrosis score. Group B and Group C had

modest changes in ALT, lipid profile, HbA1c and HOMA; while no

changes in adipokines, necro-inflammatory score and fibrotic score.

Group D had significant changes in all scores particularly the adi-

pokines and small improvements in fibrotic score.
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Conclusion: This study postulates that Curcumin plus vitamin E in

NAFLD may prevent NASH with a modest anti-fibrotic effects and

necroinflammatory score; also lowering adipokines levels. A large

control trial needs to validate.
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Advanced oxidation protein products, total thiol levels and total
oxidant/antioxidant status in patients with nonalcoholic
steatohepatitis

Mevlut Baskol1, Gulden Baskol2, Kıymet Dolbun Seckin2

1Gastroenterology, 2Biochemistry, Erciyes University, Kayseri,

Turkey

Background/aims: In this study we aim to evaluate the relationship

of advanced oxidation protein products (AOPP), total thiol, total

antioxidant status (TAS), total oxidant status (TOS) levels and oxi-

dative stress index (OSI) in patients with nonalcoholic steatohepatitis

(NASH).

Materials and methods: A total of 28 patients with NASH and 19

age-and-gender-matched healthy subjects were enrolled in the study

as control group. Plasma AOPP and thiol levels were determined

by spectrophotometric methods. Plasma TAS and TOS levels were

measured using commercially available kits and OSI was

calculated.

Results: Plasma AOPP and TOS levels were higher in patients with

NASH than the controls (p \ 0.019 and p \ 0.041 respectively).

Plasma total thiol levels were lower in patients with NASH than the

controls (p \ 0.001). TAS levels were not significantly different in

patients with NASH than the controls (p [ 0.900). OSI values were

higher in patients with NASH than the controls (p \ 0.039).

Conclusions: Our findings indicate that oxidative stress increases in

patients with NASH as shown by increases in TOS level. We think

effective antioxidant therapy to inhibit protein oxidation and also to

increase of TAS and total thiol levels may be a therapeutic

option in patients with NASH who have under increased oxidative

stress.
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Influencing factors and reproducibility of controlled attenuation
parameters (CAP) in the evaluation of fatty liver disease using
FibroScanR

Feng Shen, Jian-Gao Fan, Zheng-Jie Xu

Gastroenterology, School of Medicine, Shanghai Jiaotong University,

Shanghai, China

Objective: To evaluate the influencing factors and reproducibility of

controlled attenuation parameters (CAP) measurement of fatty liver

using FibroScanR.

Methods: Patients with non-alcohol fatty liver disease (NAFLD) and

normal controls were recruited to complete the CAP measurement

with new FibroScan-502 and M probe. In NAFLD groups, some

subjects were repeatedly checked-up by the same or different oper-

ator. Intraclass correlation coefficient (ICC) was used to evaluate the

reproducibility of the operation.

Results: A total of 228 subjects were recruited, and 200 subjects

(87.7 %) got the valid measurement; the success rates in normal and

obese persons were 93.9 % (77/82) and 75.0 % (33/44, v2 = 9.548,

P = 0.02), respectively; female, senior and obese persons had lower

success of examination; CAP values in NAFLD group was 291.1 ±

54.0 dB/m, significantly higher than that in control groups (216.4 ±

43.3 dB/m, P \ 0.01); The ICC was 0.848 (95 % CI 0.761–0.905,

P \ 0.01) with same operator and 0.718 (95 % CI 0.607–0.896,

P \ 0.01) with different operator.

Conclusion: The CAP can be used for non-invasive diagnosis of fatty

liver, with a good reproducibility.
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Can transient elastography be a reliable method
for assessing liver fibrosis in non alcoholic steatohepatitis
(NASH)?

Ioan Sporea, Ana Jurchis, Roxana Sirli, Simona Bota,
Alina Popescu, Madalina Sendroiu

Gastroenterology and Hepatology, University of Medicine

and Pharmacy, Timisoara, Romania

The aim of our study was to evaluate the severity of liver damage in

non-alcoholic steatohepatitis (NASH) patients, by means of Transient

Elastography (TE), using prespecified cut-off values of liver stiffness

(LS) measurements.

Patients and methods: Our retrospective study included 478 NASH

patients. Ten LS measurements were performed in each patient by

means of TE, by using a standard M-probe. A median value expressed

in kilopascals (kPa) was calculated. Reliable measurements were

defined as: median value of 10 LS measurements with a success rate

(SR) C60 % and an interquartile range (IQR) \30 %. Patients were

divided into 3 categories using prespecified TE cut-offs for LS (Wong

criteria): \7.9 kPa (absence of severe fibrosis); values ranging

between 7.9 and 9.6 kPa (‘‘gray zone’’ in which biopsy is recom-

mended); and [9.6 kPa (severe fibrosis).

Results: Reliable measurements were obtained in 81.6 % of

NASH patients. Female gender, older age and higher BMI were

associated with impossibility to obtain reliable TE measurements

(Table 1).

Three hundred and ninety patients with reliable LS measurements

were included in the final analysis. Of those, 70.8 % had no severe

fibrosis, 10.8 % were in the ‘‘gray zone’’ in which biopsy is recom-

mended and 18.5 % had severe fibrosis.

Conclusions: In 81.6 % of our NASH patients we were able to obtain

reliable LS measurements by means of TE, using a standard M-probe.

In our study, approximately 30 % of NASH patients had LS mea-

surements compatible with severe fibrosis and should be evaluated for

urgent measures to prevent disease progression.

Table 1

Parameter Patients with

reliable

measurements

n = 390 (81.6 %)

Patients with

failed and

unreliable

measurements

n = 88 (18.4 %)

p value

Age (years) 45.4 ± 11.9 51.2 ± 10.7 \0.0001

Gender: female n = 118 (30.2 %) n = 39 (44.3 %) 0.01

BMI (kg/m2) 28.7 (17.5–53.6) 31.1 (17.6–41) 0.0004
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Influence of fatty liver on the recently increasing development
of diabetes mellitus in Japan

Yasushi Imamura1, Hirofumi Uto2, Yasunari Hiramine1, Hiroka
Yamashita1,2, Kaori Hosoyamada1, Makoto Oketani2, Akio Ido2,
Hirohito Tsubouchi2

1Internal Medicine, Kagoshima Kouseiren Hospital, 2Digestive

and Lifestyle Diseases, Kagoshima University Graduate School

of Medical and Dental Sciences, Kagoshima, Japan

Background/aims: The prevalence of diabetes mellitus (DM) has

been increasing. The present study was carried out to examine the

association between this increase and fatty liver.

Methods: Japanese participants who underwent regular health

checkups in 1991, 1996, 2001, 2006, and 2011 were enrolled. Fatty

liver diagnoses were made using ultrasonography.

Result: Logistic regression analysis on data from 11235 participants

(6882 men and 4271 women) in 2011 revealed that the association

between fatty liver and DM was independent of age, body composi-

tion, and other confounders (odds ratio (OR) = 1.97 [1.66–2.32] in

men, 3.12 [2.29–4.26] in women). In 2006, 5318 participants (3351

men and 1967 women) were without DM and could be followed up in

2011. Fatty liver in 2006 was a significant and independent predictor

of DM in 2011 (OR = 1.73 [1.20–2.50] in men, 4.13 [2.16–8.10] in

women). The prevalence of DM increased significantly during the

examined 20-year timeframe in both men (6.0, 8.9, 10.0, 10.8, and

12.0 %, P \ 0.001) and women (3.3, 4.5, 4.2 4.1, 5.1 %, P = 0.004),

even after matching for age groups and body composition (Mantel–

Haenszel test). Among the components of metabolic syndrome, only

prevalence of fatty liver increased significantly in both men (10.8,

26.3, 33.8, 36.7, and 38.0 %, P \ 0.001) and women (6.5, 16.7, 22.2,

21.3, and 20.8 %, P \ 0.001).

Conclusion: Fatty liver predicted both present and future DM,

independently of classical risk factors, and may play an important role

in the development of DM.

Topic: 4.b Clinical

Absno: 770

A comparison of the effects of infliximab, adalimumab
and pentoxifylline on rats with non-alcoholoc steatohepititis

Mesut Akarsu1, Mustafa Yalcin1, Asli Celik2, Ozgul Sagol3,
Sunay Tunali2, Ozge Ertener3, Göksel Bengi1, Hale Akpinar1
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Pathology, Dokuz Eylul University, Izmir, Turkey

Aim: Due to the lack of effective medical treatment of non-alcoholic

steatohepatitis (NASH), we aimed to investigate the treatment options

affecting TNF-a during the development of NASH.

Materials and Methods: Our study included a total of 35 male

Wistar albino rats that were divided into 5 groups of 7 each, and

evaluated over a 6 week period. One group received a normal diet,

while the other four groups received a methionine and choline defi-

cient (MCD) diet. One of the groups receiving an MCD diet did not

take any medicine, while the other three were administered inflix-

imab, adalimumab or pentoxifylline.

Results: NASH was successfully created. Levels of TNF-a were

effectively suppressed in the three groups that received anti-TNF. The

TNF-a levels were detected to be as follows: 21.57 ± 5.89 pg/ml in

the group receiving a normal diet, 32.37 ± 13.85 pg/ml in the group

receiving the MCD diet, 22.86 ± 16.15 pg/ml in the group treated

with infliximab + MCD, 11.49 ± 8.10 pg/ml in the group treated

with MCD + adalimumab, and 29.67 ± 5.65 pg/ml in the group

treated with MCD + pentoxifylline. There were no statistically sig-

nificant differences observed between the three agents in terms of the

histological NASH score. When comparing the total NASH scores

between groups, the highest total score was 6.14 ± 1.06 in the group

receiving an MCD diet and no medication. The lowest total NASH

score was 5.28 ± 0.75 in the MCD + adalimumab group. In addition,

there were no significant differences between the groups treated with

anti-TNF in terms of AST, ALT and ALP levels.

Conclusion: Our study showed that the anti-TNF agents infliximab,

adalimumab and pentoxifylline effectively suppress TNF-a. Although

these drugs do not prevent the development of NASH, it was shown

that they could slightly reverse the NASH histopathology score and

that they have positive effects on liver function tests.
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The assessment of ferritin concentration in children
with nonalcoholic fatty liver disease
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Background/aims: The studies on adults population have suggested

that ferritin may be regarded as an independent biomarker indicating

the progress of nonalcoholic fatty liver disease (NAFLD) to nonal-

coholic steatohepatitis (NASH). Therefore, the aim of the study was

to evaluate serum ferritin concentration in obese children with

NAFLD.

Methods: The study comprised 59 obese (BMI [ 95pc) children (age

range 7–17, mean 13 years) with the initially suspected liver disease

(hepatomegaly and/or increased ALT activity and/or liver steatosis on

ultrasound). Viral hepatitis (HCV, HBV), autoimmune (AIH) and

metabolic liver diseases (Wilson’s disease, alfa 1 antitrypsin defi-

ciency, cystic fibrosis) were excluded. The fasting serum ferritin

concentration was determined (electrochemiluminescence immuno-

assay Elecsys). The degree of liver steatosis in ultrasound (USG) was

graded according to Saverymuttu et al. The total lipid concentration in

liver was assessed by magnetic resonance proton spectroscopy

(1HMRS).

Results: Fatty liver in ultrasound was confirmed in 47 children; 24 of

them also presented elevated ALT level (NAFLD). The significant

ferritin correlations with ALT (r = 0.44), AST (r = 0.35) and GGT

(r = 0.31) levels were found. However, the ferritin did not correlate with

the degree of liver steatosis (USG) or total amount of lipids in 1HMRS.

The assessment of ferritin has not allowed for the differentiation the

children with the advanced liver steatosis in USG (3rd) from those with

mild steatosis (1st and 2nd degree). However, the ability of serum ferritin

to differentiate obese children with NAFLD (n = 24) from those without

steatosis (n = 12) was significant (p = 0.017). This observation was

confirmed in ROC analysis (AUC = 0.75, p = 0.0172, PPV = 80 %,

NPV = 63 %).

Conclusion: The higher ferritin concentration observed in children

with NAFLD compared to the subgroup of obese children without

liver pathology and the correlation of it with the parameters of liver
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damage may suggest the role of ferritin in progression of fatty liver in

children.
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The effect of single nucleotide polymorphisms at multiple genes
on natural course of nonalcoholic fatty liver disease

Li Yu-Yuan1, Zhou Yong-Jian2, Nie Yu-Qiang2

1Gastroenterology, 2Guangzhou Medical College, Guangzhou, China

Background/aims: The association of genetic variation with sus-

ceptibility to nonalcoholic fatty liver disease (NAFLD) has been

reported in some literature. However, its effect on natural course of

NAFLD has not been documented. We have published that single

nucleotide polymorphisms (SNPs) in multiple gene i.e. PPAR-c,

TNF-a, adiponectin, leptin, were associated with susceptibility to

NAFLD. In this longitudinal study, we followed-up this cohort to

investigate the effect of these SNPs on NAFLD progression.

Methods: On the base of our previous epidemiological survey, we

followed 624 cases (117 with NAFLD and 507 without NAFLD) for a

median of 4 years (range: 3.6–4.8). Interviews, physical examinations,

biochemical tests, and abdominal ultrasonography were repeated for

each subject. The severity of NAFLD was scored according to ultra-

sound patterns. PCR–RFLP was applied to detect the SNPs in the

target genes. NAFLD progression was mainly based on ultrasound

findings. Multivariate regression logistic analysis was performed to

analyze the results.

Results: The SNPs in TNF-a-857, adiponectin -276, -45, -712

were positively associated with both NAFLD susceptibility and pro-

gression. The SNPs in leptin-2548, PPARc-161 were positively

associated with the susceptibility to NAFLD, but not associated with

NAFLD progression. The SNPs in TNF-a-380, PPAR-c-10066 and

PPAR-c coactivator-1a-482 were not associated with both NAFLD

susceptibility and progression.

Conclusions: Genetic impact on NAFLD susceptibility and natural

course of NAFLD has different modalities, which implied the inter-

actions of genetic and environmental factors in the pathogenesis of

NAFLD.
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Association between gallstone disease and fatty liver

Donghee Kim1, Min Sun Kwak1, Goh Eun Chung1,
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National University College of Medicine, Seoul, Republic of Korea

Background/aims: Gallstone disease and fatty liver are both pre-

valent diseases in the general populations and share the same risk

factors such as obesity and insulin resistance. However, association

between gallstone disease and ultrasonographically diagnosed fatty

liver has not been completely established. The aim of this study was

to characterize the relationship between gallstone disease and fatty

liver in large population.

Methods: A cross-sectional study with 24,050 health check-up sub-

jects was conducted. Gallstone disease was defined as the presence of

gallstones on abdominal sonography or previous history of chole-

cystectomy. Fatty liver was diagnosed on the basis of typical

ultrasonographic findings. Subjects positive for hepatitis B or C virus

or with a history of other forms of hepatitis were excluded.

Results: The mean age of the subjects was 48.7 ± 11.1 years and

54.5 % were male. The prevalence of gallstone disease was 5.3 %

(n = 1,280). The prevalence of fatty liver increased with presence of

gallstone disease (43.0 % vs. 31.3 %, p \ 0.001). In the same man-

ner, the prevalence of gallstone disease increased with presence of

fatty liver (7.2 % vs. 4.4 %, p \ 0.001). The gallstone disease was

significantly associated with fatty liver after adjusted for age and sex

[odds ratio (OR) 1.50 95 % confidence interval (CI) 1.33–1.69].

Multivariate regression analysis after adjustment for body mass index,

waist circumference, total cholesterol, triglycerides, HDL cholesterol,

HbA1c, and systolic blood pressure showed that gallstone disease was

statistically significantly associated with fatty liver (OR 1.23, 95 %

CI 1.06–1.42, p = 0.007). These association was attenuated, however

still statistically significant after adjusting for insulin resistance (OR

1.27 95 % CI 1.04–1.55, p = 0.018).

Conclusions: Patients with fatty liver have a high prevalence of

gallstone disease. Gallstone disease is associated with fatty liver

independently of known metabolic risk factors, especially insulin

resistance.
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A promising clinical utility of the controlled attenuation
parameter (CAP) for noninvasive assessment of steatosis
using Fibroscan�
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Bundang Medical Center, CHA University, Seongnam-si, Korea,
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The CAP (controlled attenuation parameter) based on Fibroscan� has

been recently developed for the evaluation of steatosis by non-inva-

sive method. In this study, we aim to report the usefulness of CAP for

the assessment of steatosis.

482 patients with chronic liver disease underwent liver stiffness

measurement (LSM) with simultaneous CAP determination using the

Fibroscan� were included. Sonographic steatosis grade was assessed

by one expert physician blinded to CAP, and compared with the

steatosis grades based on CAP.

Characteristics of the 482 patients included were as follow: male 289

(60 %), median age 46.43 ± 11.20 years, BMI 21.62 ± 8.01 kg/m2.

Clinical and laboratory variables were well stratified according to the

steatosis grades based on CAP, and there were statistically significant

differences of body weight, BMI, serum alanine aminotransferase level

and serum triglyceride level among the grades. CAP showed positive

correlation with body weight (r = 0.427, p \ 0.001) and BMI

(r = 0.407, p \0.001). Although sequential differences of CAP

depending on the sonographic steatosis grades were revealed (diffuse liver

disease/normal = 221.71 ± 47.05 dB/m; mild fatty liver = 244.54 ±

47.14 dB/m; moderate fatty liver = 294.56 ± 44.68 dB/m; severe fatty

liver = 320.71 ± 48.46 dB/m, p \0.001), there were discordances of

steatosis grades between those based on sonography and CAP.

The CAP is a promising tool for the noninvasive detection of

hepatic steatosis. Advantages of CAP include its ease of measurement,

simultaneous availability with LSM for fibrosis assessment, and
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provision of additional objective information to the sonographic

diagnosis of steatosis.
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Long term efficacy and safety of low-dose pioglitazone treatment
for nonalcoholic fatty liver disease with insulin resistance
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Background: Pioglitazone has been suggested to be useful for the

treatment of nonalcoholic steatohepatitis (NASH); however, the long

term efficacy remains controversial. We therefore evaluated the long

term efficacy and safety profiles of low-dose pioglitazone treatment in

Japanese patients of nonalcoholic fatty liver disease (NAFLD) with

insulin resistance.

Methods: We retrospectively evaluated 26 patients of NAFLD patients

with insulin resistance (HOMA-R over 2.5) and biopsy-proven

NASH, who were treated with either regular dose (15–30 mg/day) or

low dose (7.5 mg/day) of pioglitazone (men: 17, women: 9 cases, age:

41.9 ± 3.1 y.o.). Some cases were evaluated for hepatic fat contents

using MR imaging analysis.

Results: The average treatment period for pioglitazone in all 26 cases

was 38.4 ± 5.5 months, with the maximum for 7 year and 8 months.

Although the half cases of regular-dose group dropped off within

6 months because of various adverse effects, all cases started with a low

dose were continuously treatable more than 1 year, who showed sus-

tained decreases in serum liver enzymes, and MR imaging analyses

demonstrated significant reduction of hepatic fat contents. During the

long-term follow up, patients were continuously medicated for more

than 1, 3, and 5 years for 20, 15, and 7 cases, respectively, without

serious adverse effects. The reasons for discontinuation were good

clinical outcome (5 cases), concern about bladder cancer risk (5 cases),

and serious complications (lung cancer and aortic dissection; 1 case

each). In particular, all 5 patients who discontinued with concern about

cancer risk experienced flare of serum liver enzymes, and 3 cases

recovered by re-treatment with pioglitazone.

Conclusions: NAFLD/NASH patients with insulin resistance are

successfully treatable with low-dose pioglitazone for years without

any serious adverse effects. Especially, an initial treatment with lower

doses of pioglitazone is recommended for those who are not overt

diabetes but showing insulin resistance.
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The association between fatty liver and metabolic syndrome
among non-viral hepatitis males in a population-based HCC
screening cohort

Lee-Won Chong1, Ching-Yuan Fann2, Chao-Sheng Liao1,
Yen-Po Yeh3, Hsiu-Hsi Chen3

1Department of Gastroenterology and Hepatology, Shin Kong Wu

Ho-Su Memorial Hospital, 2Department of Health Industry

Management, Kainan University, 3Graduate Institute of

Epidemiology and Preventive Medicine, College of Public Health,

National Taiwan University, Taipei, Taiwan, R.O.C.

Background and aims: Metabolic syndrome (MS) is an emerging

problem in the Asia–Pacific region. We assessed the association between

ultrasound-detected fatty liver and metabolic syndrome among non-

viral hepatitis males from a population-based HCC screening cohort.

Methods: A total of 1,932 males with non-viral hepatitis, aged

40-69 years, from Changhua Community-based Integrated Screening

(CHCIS) program were analyzed. All of the participants received

abdominal sonographic examinations, and were divided into seven

subgroups based on the presence or absence of fatty liver and alcohol

consumption, and the level of alanine aminotransferase (ALT). Data

on five components of MS (glucose intolerance, hypertension,

hypertriglyceridemia, low high-density lipoprotein (HDL) and central

obesity) were also obtained. Multivariate logistic regression was used

to assess each variable of interest with adjustment for confounding

factors including age, smoking status and body mass index (BMI).

Results: The prevalence of fatty liver and MS were 46.6 and 40 %

respectively. The prevalence of MS was similar among age groups. In

the subjects whose ALT C 50, the prevalence of MS was significantly

higher regardless of the presence or absence of fatty liver or alcohol

consumption. The risk factors for MS were ultrasound-detected fatty

liver [OR, 2.11; 95 % CI, 1.69-2.65] and elevated ALT [OR, 2.34; 95 %

CI, 1.65–3.30]. Estimating for the risk of having MS, the odds ratios for

the NAFLD (Nonalcoholic fatty liver disease, ALT \ 50) group and the

NASH (Nonalcoholic steatohepatitis, ALT C 50) group, adjusted to

age, smoking, and BMI, were 2.01 (95 % CI: 1.56–2.59) and 3.56 (95 %

CI: 2.24–5.65) respectively, in comparison with the baseline group.

Conclusions: We demonstrated that fatty liver and elevated ALT

were risk factors for MS by using a population-based screening

cohort.
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hsCRP is a strong predictor of NAFLD
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1Gastroenterology, 2Internal Medicine, 3Radiology, 4Clinical

Biochemistry, 5Endocrinology and Metabolism, Kecioren Teaching
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Backgrounds and Aims: Nonalcoholic fatty liver disease (NAFLD)

is a clinical term that covers simple fatty liver (SFL) and steatohepatit

(NASH) High sensitive C reactive protein (hsCRP) is a marker of

inflammation. The aim of this study is to investigate relationship

between steatosis and hsCRP in patients with ultrasonography verified

NAFLD.

Methods: We examined consecutive 296 patient. NAFLD is deter-

mined by ultrasonography. Fasting blood samples were drawn from all

subjects. hsCRP and all other values was compared between patients

with and without NAFLD. Patients who had ALT over 40 IU/ml were

considered as NASH and other patients with NAFLD but with normal

liver tests was considered as simple fatty liver. hsCRP were compared

between three groups; SFL, NASH and control group respectively.

Results: In 296 subjects, 86 patients had normal hepatic USG, 210

patients had hepatosteatosis. Levels of hsCRP was higher in patients

with NAFLD than the control group (0.68 mg/dl vs. 0.34 mg/dl

respectively, p \ 0.05). Patients with SFL and NASH have signifi-

cantly higher hsCRP than patients without NAFLD (0.71 mg/dl vs.

0.61 mg/dl vs. 0.34 mg/dl respectively) Patients with SFL and NASH

patients did not have significant difference in terms of hsCRP

(p [ 0.05). In logistic regression analyses, hsCRP is a strong pre-

dictor of NAFLD (OR: 5.66; 95 % CI (1.9–16.8).
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Conclusion: This study showed that NAFLD is related with low

grade inflammation. hsCRP can be used as a noninvasive marker of

NAFLD because it was found as a strong predictor of NAFLD in this

study.
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Background and aims: Little is known about the effect of viral

hepatitis on Non-alcoholic fatty liver disease (NAFLD) in Hyperen-

demic hepatitis B/C area. We aimed to estimate prevalence and

incidence of NAFLD; and to elucidate the determinants on NAFLD

taking viral hepatitis and other life style factors into account.

Methods: During year 2000–2004, a total of 67804 study subjects

were enrolled from a two stage community-based screening program

in Keelung, Taiwan. Participants who had positive results of any one

of the five markers: HBsAg(+), Anti-HCV(+), abnormal aspartate

aminotranferase (AST) and abnormal alanine aminotranferase (ALT),

and high level of a-fetoprotein were subsequently referred to undergo

abdominal sonography. Prevalence/Incidence Ratio method was used

to estimate average duration staying in NAFLD. Cox regression time-

dependent model was used to assess the influence of relevant deter-

minants on NAFLD

Results: The overall prevalence rate for aged 20 years or older was

35.38 %. The overall incidence rate of NAFLD was 14.92 %. The

average duration stay in NAFLD was 2.37 years among the general

population. The corresponding figures of the average duration were

0.69 years for HBV(+) and HCV(+), 1.87 years for HBV(+) and HCV

(-), 1.75 years for HBV(-) and HCV(+), and 2.93 years for HBV(-)

and HCV(-). The average duration of staying in NAFLD was fairly

constant with age. After controlling for these factors in the multivariate

analysis in each other, the effect of Metabolic syndrome (MS) on the risk

for NAFLD was dependent on the presence of viral hepatitis B/C. The

most remarkable effect was seen in subject with HBV and HCV infection

(aOR = 7.76 (1.31–45.90)). High BMI (aOR = 2.24 (1.98–2.52)) and

Hyperuricemia (aOR = 1.49 (1.32–1.68)) were another two independent

risk factors for NAFLD after controlling for other significant risk factors.

Conclusions: The effect of relevant correlates on NAFLD was

effected by the presence of hepatitis B/C infection.
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Frequency of vitamin D deficiency among Pakistani patients
with nonalcoholic fatty liver disease
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Background: There is a growing body of data on the interrelationship

between vitamin D metabolism and liver disease. The majority of this

data concern patients with chronic viral hepatitis. There are less data

on vitamin D in nonalcoholic fatty liver disease (NAFLD).

Objective: To determine the frequency of vitamin D deficiency in

Pakistani patients with NAFLD.

Methods: Forty consecutive patients with NAFLD underwent vita-

min D testing. Patients with malabsorption, inflammatory bowel

disease, and tuberculosis were excluded as were those using certain

medications (steroids, cholestyramine, and antiseizure, antifungal and

HIV medications).

Results: Forty patients (52 % male, 48 % female) were included in

this study. The average age was 46 years. None of the patients were

cirrhotic. 42.5 % (17/40) had vitamin D deficiency (\10 ng/ml),

42.5 % (17/20) had vitamin D insufficiency (10–30 ng/ml), and 15 %

(6/40) were vitamin D sufficient ([30 ng/ml).

Conclusion: In this group of Pakistani non-cirrhotic NAFLD patients,

85 % had vitamin D deficiency and insufficiency. Further studies are

needed to determine the significance of these findings in and to elucidate

the effects of vitamin D replenishment of NAFLD.
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Introduction: Non-Alcoholic Fatty Liver Disease (NAFLD) is a

growing medical problem worldwide. Insulin resistance (IR) has a

critical role in the pathogenesis of NAFLD. The purpose of this study

is to assess the efficacy and safety of Metformin on insulin resistance

in patients with NAFLD.

Methods: The metabolic parameters and ultrasonographic

evidence determined the diagnosis of NAFLD. The study was

performed on 115 consecutive subjects, with no known liver dis-

ease or history of alcohol abuse. The evaluation was performed at

baseline and after six months treatment with Metformin (1 g/daily)

associated to hypocaloric diet and weight control by identical

protocols.

Results: 115 subjects (68.5 % males, 31.5 % females, median age

43.74 ± 7.82 years old and range 25–61 years) were included in the

study with metformin. Insulin resistance (IR) was calculated

according to homeostasis model assessment method (HOMA), when

HOMA was [3. We found significantly changes of insulin resistance,

insulinemia and aminotransferase levels related to baseline and after

6 months treatment with metformin, respectively for IR (HOMA)

(3.89 ± 2.64 vs. 2.76 ± 1.43) (P \ 0.001), for insulinemia (18.03 ±

7.4 lUI/mL vs. 14.08 ± 4.46 lUI/mL) (P \ 0.03) and ALT levels

(87.56 ± 36.72 U/l vs. 27.18 ± 3.6 U/l) (P \ 0.0001).

Conclusion: Subjects showed an improvement in the indices of

insulin resistance, hyperinsulinemia and aminotransferase levels in

the patients with NAFLD after 6 months of Metformine treatment.

This study indicated that metformine is benefit in treatment of NA-

FLD and has a central role in the treatment of disorders associated

with insulin resistance.
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Introduction: Nonalcoholic fatty liver disease (NAFLD), is a leading

cause of progressive liver disease, for which accurate non-invasive

staging systems are still lacking. Serum ferritin (SF) levels are

commonly elevated in patients with NAFLD and are associated with

the metabolic insulin resistance syndrome. Aim of this study was to

evaluate the relationship between serum ferritin levels and NAFLD

presence and severity.

Methods: The study included 85 prospective consecutive sub-

jects C18 years old, with NAFLD (51 males, 34 females, mean age

44.8 years old). Serology was negative for viral and autoimmune

hepatitis, no history of alcohol abuse and no etiology for secondary

NAFLD. Were done abdominal ultrasound, liver fibro-scan (62

patients), biochemical tests, SF, dietary and anthropometric evalu-

ations. The optimal stiffness cut-off values for F C 2, F C 3 and F4

were considered 7.35, 8.85 and 15.1 kPa respectively. Serum ferritin

was considered elevated according the World Health Organization

([300 lg/L in men or [200 lg/L in women).

Results: SR level was higher in NAFLD group (p \ 0.001). After

adjusting for age and gender, we found significantly changes between

increased ferritin levels and hyperinsulinemia. Interaction between

NAFLD and hyperinsulinemia, according to the multivariate analysis

was a strong predictor of serum ferritin (p = 0.005). A threshold

SF [1.59 upper limit of normal (ULN) was significantly associated

with male sex, elevated serum alanine aminotransferase, aspartate

aminotransferase, iron (P \ 0.01). Mean value of the liver stiffness

measurements (LSM) in NAFLD was found 6.4 kPa. A statistically

significant correlation between serum ferritin and NAFLD stage, with

a mean serum ferritin of 302.8 ug/L in group with NAFLD score

according to the LSM C 7, versus mean serum ferritin of 167.5 ug/L in

subjects with NAFLD score \7 (p B 0.01).

Conclusion: Interaction between NAFLD and hyperinsulinemia is

major determinant of serum ferritin levels. Incorporation of serum

ferritin level may improve the performance of noninvasive scoring of

liver damage in patients with NAFLD. SF is useful to identify NA-

FLD patients at risk for NASH and advanced fibrosis.
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Background: Nonalcoholic fatty liver disease (NAFLD) is consid-

ered the hepatic manifestation of insulin resistance [IR]. However, a

significant proportion of NAFLD patients are devoid of IR. Is NAFLD

sans IR a different entity? The aim of this study was to compare the

clinical, biochemical and histological profile of NAFLD patients with

and without IR.

Methods: Retrospective analysis of anthropometric and metabolic

profile, and biochemical, ultrasonographic, and histological findings

were performed in 336 NAFLD patients diagnosed during August 2010

to June 2012. IR was assessed using Homeostatic Model Assessment

(HOMA). Patients without IR were compared with those with IR.

Results: Out of 336 patients, 153 [45.53 %] were without IR. Although

age, gender, BMI and transaminase levels were comparable, transami-

nitis was observed in significantly higher proportion of cases in non-IR

group [67.97 % vs. 56.83 %; p = 0.036]; moderate fatty change on

ultrasonography was less frequent in non-IR group [21.57 % vs.

32.79 %; p = 0.022]. Diabetes was significantly less common in

patients without IR [11.11 % vs. 26.23 %; p = 0.002]. Serum Triglyc-

eride (Tg) [178.52 ± 78.78 vs. 204.86 ± 94.72; p = 0.02], FBG

[85.39 ± 13.80 vs. 98.93 ± 31.56; p = 0.00], PGBG [123.76 ± 36.77

vs. 148.07 ± 64.67; p = 0.00], serum insulin [6.33 ± 2.18 vs.

15.39 ± 12.56; p = 0.00] was significantly lower in patients without IR.

Liver biopsy was performed in 17/30 patients in non-IR group. Com-

parison of histology showed no significant difference between mean

NAFLD Activity Score [3.35 ± 1.90 vs. 3.69 ± 1.49; p = 0.435],

presence of borderline Nonalcoholic Steatohepatitis (NASH) [23.53 %

vs. 23.08; p = 0.976], definite NASH [29.41 % vs. 46.15 %; p = 0.345]

or high grade fibrosis ([2) [29.41 % vs. 23.07 %; p = 0.69].

Conclusion: Nearly half of our NAFLD population was without IR.

Despite mild fatty change on ultrasonography, about a third of them had

significant fibrosis. NAFLD is probably a heterogeneous disease and IR

is not the sole factor responsible for NAFLD; further studies are needed

to find out other possible etiological factors.
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Background: NAFLD has emerged as the commonest liver disorder

globally. There are very few comparative studies between male and

female NAFLD patients.

Aim: To compare the anthropometric, biochemical and histological

parameters between male and female histologically diagnosed NA-

FLD patients.

Methods: The study subjects consisted of consecutive histologically

proven NAFLD patients from 2007 to 2012. Anthropometric, bio-

chemical and histological parameters were analyzed and compared.

Results: There were 216 histologically proven NAFLD cases; 183

(84.72 %) were males and 33 (15.28 %) females. The difference in

mean age between males (39.36 ± 9.41 years) and females (44.36 ±

8.69 years) was significant. There was no difference in BMI (25.67 in

males vs. 27.08 kg/m2 in females). Transaminitis was seen in 80.32 %

males compared to in 51.51 % females. Though diabetes prevalence
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was similar (16.39 % males; 21.21 % females), hypertension was

commoner in females (45.45 % vs. 15.3 % in males). Both dyslipi-

demia (100 % in females; 91.2 % in males) and metabolic syndrome

(66.7 % in females; 40.4 % in males) were significantly more in

females. On histology, mean NAS grade (NASH clinical research

network revision by Kleiner et al., 2005) was similar between the two

groups (3.67 in males vs. 4.12 in females). There was no significant

difference with respect to lobular inflammation [79.23 % vs. 90.90 %;

p = 0.11] and ballooning degeneration [63.93 % vs. 63.64 %, p =

0.97]. 54.5 % females had NASH compared to 32.8 % males

(p = 0.016). Fibrosis was present in 39.4 % females compared to

19.1 % males (p = 0.009).

Conclusion: Male NAFLD patients outnumbered female NAFLD

patients partly due to sociocultural factors and partly because NAFLD

is twice as common in males in our region. Male patients had younger

age at diagnosis and 80 % had transaminitis. Females had more

hypertension, dyslipidemia and metabolic syndrome. However the

most important finding of our study was that females had compara-

tively more severe disease (NASH and fibrosis) at presentation

compared to males.
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Introduction: Nonalcoholic fatty liver disease (NAFLD) is a major

cause of liver-related morbidity and a common abnormality encoun-

tered in clinical practice. Coronary artery disease is the leading cause

of death in patients with NAFLD. This study aims to demonstrate the

association between NAFLD and traditional risk factors, treadmill

exercise test and Framingham Risk Score (FRS) in estimating the

10 year Coronary Heart Disease (CHD).

Method: A cross-sectional study was conducted among aged

25-80 years old admitted for executive check-up from September

2011 to August 2012. 91 patients were included in the study, 35

patients had NAFLD and 56 patients with normal liver. Baseline

demographic, clinical and biochemical data were reviewed. Data

analysis was done using Student’s t-test, Chi square test and ordered

logistic regression analysis.

Results: NAFLD patients were mostly males with who have high

body mass index, low HDL, elevated FBS, ALT, AST and ALP levels

(p = 0.001, \0.001, 0.042, 0.042, \0.001, \0.001 and 0.015 respec-

tively). No statistically significant association was seen between

NAFLD and FRS (p value = 0.490). The presence of NAFLD was not

significantly associated with the parameters used in treadmill stress

test (p = 0.698, 0.209 and 0.835, respectively). Age, gender, smoking,

BMI, cholesterol, HDL and FBS levels were shown to have statisti-

cally significant association with CHD risk (p = \0.001, 0.003,

0.007, \0.001 0.004 and \0.001; odds ratio = 1.811, 0.002, 0.0002,

17.593, \0.001, and 1.063 respectively).

Conclusion: The presence of NAFLD as a predictor of an increased

risk of Coronary Heart Disease as expressed by the Framingham Risk

Score was not statistically significant. Age, gender, smoking history,

BMI, cholesterol, HDL and FBS levels were shown to have statisti-

cally significant association in patients with non-alcoholic fatty liver

disease with CHD risk.

Table 1 Baseline characteristics of study population

Table 2 Framingham risk score categories in patients with non-

alcoholic fatty liver disease

Table 3 Association of excersie test with non-alcoholic fatty liver

disease

Table 4 Logistic regression of variables affecting the framingham

risk score among NAFLD patients
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Introduction: Non-alcoholic fatty liver disease or NAFLD is part of a

spectrum of disease activity which lead to liver cirrhosis. The exact

cause of NAFLD is unknown. Evidence strongly suggests that NA-

FLD is associated with increased cardiovascular disease risk. Data on

the direct association of the presence of fatty liver and angiographi-

cally proven CAD has been studied in several foreign data but is

lacking in our setting. The aim of this study is to determine the

relationship between NAFLD and the number of vessels involved in

patients diagnosed with coronary artery disease (CAD).

Methods: From January 2009 through May 2012, 498 patients who

underwent coronary angiography were reviewed. Of the 498 patients,

102 patients had ultrasound records and were included. Clinical

variables and ultrasonography results were recorded. Statistical

analysis was done using frequencies and percentages for categorical

data, mean and standard deviation for continuous data. Chi square test

of association and logistic regression was performed.

Results: The proportion of patients according to vessel scores in both

groups were not statistically different (p value 0.094). Logistic

regression analysis was also applied for vessel score and fatty liver

but did not show statistical significance (p value 0.85). Body mass

index was significantly associated with the degree of coronary artery

disease according to vessel score (OR 1.210, p value 0.007). Other

factors such as presence of diabetes, hypertension, and smoking were

not significantly associated with vessel scores.

Conclusion: The presence of fatty liver is not a statistically signifi-

cant predictor of coronary artery vessel involvement. Discrepancies

from the results of this study from the other reported studies may be

due to the differences in genetic and environmental factors in the

Philippines including physical activity and eating habits.
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Background: NAFLD is a clinicopatologic condition with a spectrum

ranging from benign hepatic steatosis to steatohepatitis, fibrosis, and

even cirrhosis. Patients with fatty liver on ultrasound may already have

significant fibrosis on liver histology. Although liver biopsy is still the

gold standard for staging hepatic fibrosis, it is invasive and prone to

sampling error since only 1/50,000th part of the entire liver is evaluated.

Hence a non-invasive procedure that can detect fibrosis and cirrhosis

among patients with NAFLD is important for diagnosis, prognosis, and

treatment. The study aims to correlate the liver stiffness measurement

(LSM) of NAFLD Patients done by transient elastography (Fibroscan)

with fibrosis stage on liver biopsy done during elective cholecystectomy.

Methodology: Patients diagnosed with NAFLD ultrasound who

underwent elective cholecystectomy and agreed to an intraoperative

liver biopsy were included in the study. The LSM by Fibroscan was

measured within two weeks from the procedure and correlated with

Fibrosis stage by Metavir score seen on histology.

Results: A positive correlation between liver stiffness measurement

and fibrosis stage was seen with a Pearson correlation coefficient of

0.93 (p = 0.009). Sixty-six percent (66.6 %) of the patients had

fibrosis (METAVIR F1–F3) and 11.1 % already had cirrhosis

(METAVIR F4) despite findings of only fatty liver on ultrasound.

Using the independent t test diabetes mellitus had a significant effect

size on the LSM accounting for 48.51 % variation. Liver stiffness and

fasting blood sugar are positively correlated (Pearson correlation

coefficient of 0.845 (p = 0.004)).

Conclusion: In this pilot study the LSM of NAFLD patients done by

transient elastography (FibroScan) of NAFLD patients who only

have fatty liver on ultrasound correlates with the stage of fibrosis on

histology.
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Introduction: Vitamin E has been shown to slow down progression

or cause regression of fibrosis stage among NAFLD patients. Tran-

sient Elastography (FibroScan) is a non-invasive tool that has been

used to determine the stage of fibrosis among NAFLD patients and

may be used for treatment monitoring.

Methods: NAFLD patients diagnosed by ultrasound who met the

inclusion criteria were enrolled in the study. Liver Stiffness Mea-

surement (LSM) was measured by FibroScan at base line and at the

end of 3 months. A change in the LSM was the primary objective. Chi

Square analysis was used to measure the change of LSM pre and post

treatment. P value less than 0.05 was considered significant. Patients

were assigned to either the Life style Modification Advice Group

(LMAG)—with nutritional counseling and advise to exercise—or the

Treatment Group (Vitamin E as Mixed Tocotrienol 100 mg daily for

3 months plus lifestyle modification advise).

Result: Fifty-seven percent (38/67) of patients enrolled in both arms

of the study improved—with decrease in their LSM measurements—

but 43 % (29 of 67) did not. Of those who improved 79 % (30/38)

were from the Treatment Group (Vitamin E) and 21 % (8/38) were

from the LMAG. Twenty-nine (29) patients did not improve: 79 %

(23/29) from LMAG and only 6/29 (21 %) from the Treatment

Group. Chi square analysis showed that treatment with Vitamin E had

a significant effect (p B 0.05) on improvement of LSM.

Conclusion: Vitamin E (mixed Tocotrienol) 100 mg daily for

3 months could decrease the LSM among NAFLD patients.
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Introduction: Nonalcoholic fatty liver disease (NAFLD) affects

approximately 20–30 % of the general population, and its prevalence

increases in people with cardio-metabolic risk factors. Overall mor-

tality is greater in these patients, and is most commonly due to

cardiovascular disease. The aim of our study was to evaluate the

cardio-metabolic risk in patients with NAFLD.

Patients and methods: We carried out a prospective study including

patients with NAFLD. NAFLD was diagnosed by typical liver ultr-

asonographic findings. A stress test and carotid ultrasonography were

performed in search of respectively coronary heart disease symptoms

and carotid atherosclerosis. The Framingham score was used to assess

cardiovascular risk in the long-term.

Results: One hundred and one patients (80 females, 21 males) were

enrolled in the study. Their mean age was 52 years (range: 17–82). Mean

BMI was 28.9 kg/m2. Most patients were overweight. Eighteen patients

(17.8 %) were smokers. Fifty two patients (51.4 %) were diabetic, 47

had type 2 diabetes mellitus. The average duration of diabetes was

5 years. Hypertension was noted in 50 subjects (49.5 %). Fifty nine

patients (58.4 %) had history of dyslipidemia (hypercholesterolemia in

41 %, hypertriglyceridemia in 9 % and mixed in 50 %). 66 % of them

were treated with statins. Two-thirds of patients had metabolic syn-

drome. Nonalcoholic steatohepatitis was found in 13 of total subjects

(12.8 %). Cardiovascular risk, evaluated by Framingham score was

11 % (range 1–33). The presence of carotid plaques was noted in

11.7 %. Stress test was positive clinically in one subject, who underwent

coronarography which was negative, and was positive electrically in 3

patients, who underwent coronary scan which was also negative.

Conclusion: Patients with NAFLD show a cluster of risk factors of

the metabolic syndrome, carotid atherosclerosis and coronary heart

disease. Systematic search of cardiovascular risk factors and screen-

ing for coronary heart disease should be part of the management of

patients with NAFLD.
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1Mongi Slim University Hospital, La Marsa, 2Abderrahman Mami

University Hospital, L’ariana, 3Department of Endocrinology, Mongi

Slim University Hospital, La Marsa, Tunisia

Introduction: Obstructive sleep apnea (OSA) is recurrent obstruction

of the upper airway during sleep leading to intermittent hypoxia. OSA

has been associated with all components of the metabolic syndrome

as well as with non-alcoholic fatty liver disease (NAFLD). It has been

recently suggested that the chronic intermittent hypoxia of OSA may

also affect the presence and severity of NAFLD. This study aimed to

determine the prevalence of OSA in patients with NAFLD.

Patients and methods: We carried out a prospective study including

patients with NAFLD. NAFLD was diagnosed by typical liver ultr-

asonographic findings. Clinical characteristics included age, sex,

BMI, smoking, history of diabetes, hypertension and dyslipidemia.

Patients underwent a full-night sleep study to characterize their sleep

and breathing patterns. Apnea-hypopnea index (AHI) was calculated

as a sum of apneas and hypopneas, to evaluate the severity of OAS.

Results: A total of one hundred patients (80 females, 20 males) were

included in the study. Mean age was 52 years (range: 17–82). Mean BMI

was 28.9 kg/m2. Most patients were overweight. Eighteen patients

(17.8 %) were smokers. Fifty two patients (51.4 %) were diabetic, 47

had type 2 diabetes mellitus. Hypertension was noted in 50 subjects

(49.5 %). Fifty nine patients (58.4 %) had history of dyslipidemia. Two-

thirds of patients had metabolic syndrome. Snoring was reported in 63 %

of subjects and daytime somnolence was noted in 32 % of patients. OSA

with AHI greater than 5/hour was diagnosed in 40 % of patients. The

median AHI was 8.1/hour (range: 0-51.7). OSA was severe, moderate

and mild in respectively 25 %, 12.5 % and 62.5 % of patients.

Conclusion: OSA and NAFLD are common conditions, frequently

encountered in patients with metabolic disorders. The relationship

between OSA and NAFLD requires further study to elucidate the

precise nature of these relationships.
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Introduction: Association between nonalcoholic fatty liver disease

(NAFLD) and endocrine disorders has been suggested. The elements

of metabolic syndrome may explain this association. The purpose of

this study was to determine the prevalence of thyroid dysfunction,

hypofertility, gestational diabetes and macrosomia among a cohort of

patients with NAFLD.

Patients and methods: We carried out a prospective study including

patients with NAFLD. NAFLD was diagnosed by typical liver ultraso-

nographic findings. Subjects had no history of alcohol consumption

[20 g/day, no known etiologies of liver disease, negative tests for the

presence of hepatitis virus. Clinical characteristics included age, sex,

BMI, smoking, history of diabetes, hypertension, dyslipidemia, mac-

rosomia, gestational diabetes and hypofertility. Levels of serum-free

thyroxine (FT4) and thyroid stimulating hormone (TSH) were measured.

Results: A total of one hundred and one patients were included in the

study. They were 80 females and 21males. Mean age was 52 years (range:

17–82). Mean BMI was 28.9 kg/m2. Most patients were overweight

(80 %). Eighteen patients (17.8 %) were smokers. Fifty two patients

(51.4 %) were diabetic, 47 had type 2 diabetes mellitus. Hypertension was

noted in 50 subjects (49.5 %). Fifty nine subjects (58.4 %) had history of

dyslipidemia. Two-thirds of patients had metabolic syndrome. Among

females, macrosomia, gestational diabetes and hypofertility were reported

in respectively 33.7, 17.5 and 13.8 % of cases. Thyroid dysfunction was

associated in 8.9 % of cases. Eight subjects had hypothyroidism (7.9 %)

and only one patient has hyperthyroidism. All patients with a clinical

diagnosis of hypothyroidism were on replacement therapy.

Conclusion: Our study showed an association between NAFLD and

hypothyroidism, hypofertility, macrosomia and gestational diabetes.

It is important to consider and screen for such comorbidities in

patients with NAFLD especially in pregnant women.
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Fatty liver going to be a major health problem in eastern countries,

but there is a few studies are available about the prevalence and

potential risk factors of NAFLD from Iran.

The aims of this study were to determine the prevalence and risk

factors of NAFLD, and also its sex distribution in northern Iran.

This population based cross-sectional study included adult indi-

viduals who were randomly selected from Amol healthcare centers

and its suburbs. A questionnaire including clinical, demographic and

anthropometrics data were completed. Blood analysis and hepatic

sonography were performed for each individual.

Metabolic syndrome was defined according to National Choles-

terol Education Program Adult Treatment Panel III criteria (ATPIII).

Participants with alcohol intake (more than 30 g/day and 20 g/day for

men and women Respectively) and individuals with cognitive and

chronic liver diseases were excluded.

5023 individuals with mean age of 45.35 ± 15.87 years entered

into this study. The prevalence of NAFLD and metabolic syndrome

was 43.8 and 29.6 % respectively. Both NAFLD and Metabolic

Syndrome were significantly more prevalent in women than men

(P = 0.01 and P \ 0.001 respectively). Also women had significantly

higher waist circumference and fasting Serum Glucose and lower

HDL (all, P \ 0.001). The best cut-off points of serum ALT to detect

NAFLD in men and women were 20.9 and 15.9 U/L respectively. The

strongest predictors of NAFLD in men were waist circumference,

serum alanine aminotransferase and the age group of 40–60 years.

The strongest predictors of NAFLD in women were waist circum-

ference, the age groups of 40–60 years and [60 years.

This study showed a high prevalence of NAFLD and metabolic

syndrome in Amol city. Women were more prone to developing meta-

bolic syndrome and NAFLD. Waist circumference and the age group of

40-60 years were the strongest predictors of NAFLD in both sexes.

Topic: 4.b Clinical

Absno: 1591

Metabolic factors determining severity of nonalcoholic
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Background/aims: Recently presence of metabolic syndrome in

nonalcoholic fatty liver disease (NAFLD) is considered as an indi-

cation of liver biopsy and presence of steatohepatitis (NASH). We

have designed this study to elucidate difference of metabolic factors

in non-NASH fatty liver (NNFL) and NASH.

Methods: We have included 182 biopsy proven fatty liver patients

after exclusion of other causes of hepatitis and alcohol consumption.

Histology was scored by NAFLD scoring system (NAS). Data was

analyzed by SPSS and expressed by mean ± standard deviation and

Chi square and Independent t test.

Results: Female was predominating 106 (58.2 %) in the series and

age was 40.2 ± 9.5 years. ALT, AST, GGT and insulin resistance

index was 56.6 ± 35.6 u/l, 47.0 ± 50.4u/l, 46.0 ± 28.5u/l and

1.7 ± 1.1 respectively. Obese II was 52 (28.8 %), obese I was 92

(50.3 %), over weight was 14 (7.8 %) and normal weight was 24

(13.1 %). Metabolic syndrome, hypertension and diabetes was pre-

vailing in 92 (50.6 %), 41 (22.4 %) and 39 (21.5 %) respectively.

NASH was 76 (41.8 %) and NNFL was 106 (58.2 %). Presence of

metabolic syndrome didn’t signify presence of NASH (p = .429) but

could signify advance fibrosis (p = .018). Prevalence of NASH and

fibrosis C2 significantly higher in diabetes. BMI, waist circumfer-

ence, Insulin resistance index, HDL and Triglyceride were similar in

NNFL versus NASH and different stage of fibrosis.

Conclusions: Prevalence of NASH in NAFLD is higher in Bangla-

desh. Metabolic syndrome couldn’t predict severity of steatohepatitis

but could predict severity of fibrosis. Influence of diabetes is signif-

icant in steatohepatitis and fibrosis.
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The role of endotoxin and nitric oxide (NO) in diagnosing
of nonalcoholic fatty liver disease (NAFLD)
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Aim: To find the importance of endotoxin and nitric oxide in diag-

nosing of NAFLD.

Methods: 108 patients were examined: biochemical blood analysis,

endotoxin and NO in blood, shortchain fat acids (SFA) in faeces,

biopsy of liver (including evaluation of index of steatosis (IS) and

index of histological activity (IHA)). Patients have been divided into

2 groups: (1) steatosis; (2) steatohepatitis.

Results: Total quantity of SFA in faeces was decreased in all patients,

but we didn’t noticed the difference between I and II groups. All

patients with NAFLD had increased level of endotoxin (0.37 ± 0.01)

and nitric oxide (72.25 ± 2.22) in blood. We evaluate the correlation

between biochemical parameters of liver function with endotoxin and

NO (AST/endotoxin r = 0.34; GGTP/endotoxin r = 0.88; AST/NO

r = 0.34; GGTP/NO r = 0.88; p \ 0.05). The biopsy of liver showed

the signs of NAFLD: large-drop fatty dystrophy of hepatocytes,

intralobular infiltrate, rarely portal inflammation, perihepatocellular

fibrosis and periportal fibrosis, as well as changes of tiny bilious

ductules: periductular lymphocytic infiltration, periductular fibrosis

and proliferation of ductules. We didn’t revealed direct correlation

between biochemical parameters of liver function and heaviness of

morphological changes in liver (appearance of morphological attri-

butes of steatohepatitis precedes development of cytolytic and

cholestatic syndrome). However there was reliable direct correlation

between endotoxin and NO with histological parameters of NAFLD

(IS and IHA): IS/endotoxin r = 0.81; IHA/endotoxin r = 0.84; IS/

NO r = 0.72; IHA/NO r = 0.69; p \ 0.05.

Conclusion: (1) Endotoxin and NO may be used in diagnosing of

NAFLD. (2) Increase of level of endotoxin and NO in blood in patients

with NAFLD is associated with progression of inflammation in liver.

Thereby blood analysis for endotoxin and NO can be used in diagnosing

of NAFLD progression. (3) We also can judge about effectiveness of

treatment of NAFLD by the level of endotoxin and NO in blood.
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Introduction: Nonalcoholic fatty liver disease (NAFLD) is one of the

important factors of cardiovascular risk. However the diagnosis of

NAFLD is frequently late.

Aim: To devise noninvasive method to diagnose NAFLD.

Methods: 108 patients were examined in the age of 35-70 years. All

patients before and after treatment were examined by several points:

biochemical blood analysis (lipids, parameters of liver function),

endotoxin and nitric oxide in blood, analysis of shortchain fat acids

(SFA) in faeces. We also made biopsy of liver. Patients have been

divided into 2 groups depending on activity of hepatitis: (1) stea-

tosis; (2) steatohepatitis, and into 3 groups according to the therapy:

(1) statin 10 mg; (2) probiotic; (3) probiotic in combination with

statin.

Results: We didn’t revealed direct correlation between biochemical

parameters of liver function and heaviness of morphological changes

in liver (appearance of morphological attributes of steatohepatitis

precedes development of cytolytic and cholestatic syndrome).

However patients with steatohepatitis had increased level of endo-

toxin (0.37 ± 0.01) and nitric oxide (72.25 ± 2.22) in blood. Total

quantity of SFA in faeces was also decreased in those patients.

There was more effective decrease of lipids, endotoxin and nitric

oxide in those patients, who received probiotic in combination with

statin. If patient received only probiotic there was not any changes

of lipids, but the level of endotoxin and nitric oxide became lower.

If NAFLD progressed in steatohepatitis and there was high level of

c-GTP and transaminases we didn’t notice such effective decrease

of cholesterol.

Conclusion: (1) The increase level of endotoxin and nitric oxide in

blood is the marker of steatohepatitis. (2) Application of statin in

combination with probiotic is more effective in achievement of target

levels of lipids and decreasing endotoxin and nitric oxide. (3) If

patient has steatohepatitis, effectiveness in the hypolipidemic therapy

decreases (in comparison with steatosis), because the metabolism of

drugs in liver decrease.
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Nonalcoholic fatty liver disease in women under 45 years of age
signifies the characteristic alterations of adipocytokines and ALT
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The impact of nonalcoholic fatty liver disease (NAFLD) on the

alterations of adipocytokine and alanine transaminase (ALT) activity

is crucial in determining disease outcome but remained uncertain;

because gender, age and body mass index (BMI) all affect the

alterations. A study of 155 NAFLD patients and 300 sex- and age-

matched controls was conducted to analyze the alterations by gen-

der, age, and BMI stratification. The sonographic diagnosis of fatty

liver was verified by magnetic resonance spectroscopy. Both leptin

and adiponectin, but not plasminogen activator inhibitor-1 (PAI-1),

correlated with gender, BMI and ALT activity in NAFLD patients.

Among the adipocytokines, PAI-1 had the highest area under the

receiver operating characteristic curve (0.880) for predicting NA-

FLD. Among the males, regardless of the stratification, those with

NAFLD had significantly higher ALT, leptin and PAI-1 but lower

adiponectin levels than the controls (all p \ 0.001). Similar differ-

ences were seen among the females C45 years. Among the

females \45 years, no difference in any adipocytokine was noted

between the NAFLD and controls. No difference in ALT level was

noted between male and female NAFLD patients, except between

individuals under 45 years of age (\45 years) (male vs. female:

60.12 ± 38.91 vs. 36.88 ± 24.82 U/L, p = 0.025).

Conclusions: Except in females \45 years, PAI-1 has a high pre-

dictive value for NAFLD. The female NAFLD patients C45 years

and the male NAFLD patients, showed consistent hyperleptinemia,

hypoadiponectinemia and high PAI-1 as compared with their coun-

terparts. Among the NAFLD patients, the gender difference in ALT

activity was shown only in those \45 years. Namely, NAFLD in

women under 45 years of age signifies the noteworthy alterations of

adipocytokine and ALT activity.
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Background and aim: NAFLD is believed to be the leading etiology

of cryptogenic cirrhosis and is strongly associated with cardiovascular

diseases and malignancies in long term. Accordingly, conduction of

epidemiologic studies on NAFLD is mandatory to have a better

estimate of burden of disease and subsequent policy making. The aim

of the present study was to assess the prevalence of NAFLD and its

correlates in Zahedan and Amol, with distinct characteristics in

respect of ethnicity, life style and socioeconomics.

Methods: Using a cluster random sampling approach, 8522 subjects

over 10 years of age were included in this population based study in

Zahedan and Amol cities. All subjects underwent ultrasonographic

and laboratory evaluations, anthropometric measurements and were

also interviewed to obtain baseline characteristics.

Results: The overall prevalence of NAFLD was 36.65 % (CI 95 %:

35.6–37.7, 3123 subjects). However, NAFLD was more prevalent in

Amol than Zahedan (44.65 and 36.13 % in urban and rural areas of

Amol, respectively vs. 27.17 % in Zahedan, P \ 0.001) in which the

mean values of BMI and metabolic parameters among participants

were significantly lower than those in Amol. Furthermore, pre-

menopausal females had lower prevalence of NAFLD compared to

males and postmenopausal females (28.8, 34.9 and 61.8 %, respec-

tively, P \ 0.001). In multivariate regression analysis, NAFLD was

associated with age, gender, marriage, higher plasma glucose, tri-

glyceride and cholesterol levels, Insulin resistance, BMI, diabetes and

hypertension but not with smoking, daily sport exercise, and the type

of the oil used for cooking.

Conclusion: The prevalence of NAFLD in Iran was higher than most

of the previous reports from Asia. However its prevalence differed

between two cities in Iran as well as between males/postmenopausal

females and premenopausal females. These differences could be

partly explained by dysregulation of sex hormones and distinct life

style, socioeconomics and metabolic parameters.
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Background/aims: Non-alcoholic fatty liver disease (NAFLD) is the

commonest liver disease ranging from simple steatosis to non-alco-

holic steatohepatitis (NASH), which can lead to cirrhosis and

hepatocellular carcinoma. The aim of the study was to predict the

presence of NASH and advanced fibrosis by demographic, anthro-

pometric and biochemical factors.

Methods: Total 328 patients were included for fatty change in liver at

ultrasonography. Other causes of fatty change were excluded. Liver

biopsy was done in 115 patients. Histology was evaluated with NAS

scoring system.

Results: Of these 328 patients female was predominating 178

(54.3 %). Dysmetabolic syndrome was prevailing in 153 (46.7 %).

Out of 115, 39 (34.3 %) were diagnostic of NASH, 67 (57.8 %) were

border line and 9 (7.8 %) were not diagnostic of NASH. There were

no significant difference of age, sex, BMI, waist circumference, ALT,

AST, AST/ALT, GGT, serum triglyceride, HDL, LDL, cholesterol

and insulin resistance index between non NASH, border line and

diagnostic of NASH group. No fibrosis, stage I, stage II and stage III

fibrosis was 26 (22.2 %), 43 (38.1 %), 37 (31.7 %) and 9(7.9 %)

respectively. None had stage IV fibrosis. Fibrosis was not predicted

by demographic, anthropometric and biochemical variables.

Conclusion: Prevalence of NASH is much higher in Bangladesh in

NAFLD. Age, sex, BMI, waist circumference, fasting blood sugar,

insulin resistance index, total cholesterol, triglyceride, ALT, AST, AST/

ALT, GGT cannot detect the histological activity or fibrosis. Liver

biopsy is the only way to estimate steatohepatitis and or fibrosis in

NAFLD.
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Background/aims: Antiviral therapy was recommended by APASL

ACLF working party to treat HBV related acute-on-chronic liver

failure (HBV-ACLF) since 2009 based upon experts consensus. We

previously reported that Entecavir treatment prevents disease pro-

gression in HBV-ACLF and established a novel logistical regression

model named Tongji prognostic predictor model (TPPM). This study

aimed to evaluate the efficacy and safety of Entecavir, Lamivudine

and Telbivudine in treating patients with HBV-ACLF and to validate

TPPM model in these patients.

Methods: In this retrospective study, 283 patients with HBV-ACLF

(100 treated with Entecavir, 98 treated with Lamivudine and 85 treated

with Telbivudine) were enrolled. There were no significant differences

in baseline clinical and virological characteristics among patients

treated with Entecavir, Lamivudine, or Telbivudine.

Results: The 4 and 12-weeks survival rates of patients in the Entecavir,

Lamivudine and Telbivudine-treated groups were 79.00, 86.73, 81.18,

67.00, 73.47, 65.88 %, respectively. There were no significant differ-

ences among three groups. Patients achieved an improvement of MELD

score in all groups. By Hosmor and Lemeshow test, the validation of

TPPM for HBV-ACLF demonstrated a good degree of fit with disease

prognosis. Based on this unique group of patients, the TPPM with AUC

of 0.787 was superior to MELD with AUC OF 0.736 in the prediction of

12-weeks mortality in addition with TPPM with AUC of 0.733 and

MELD with AUC of 0.672 in the prediction of 4-weeks mortality, but

with no statistically significant difference. Using a cutoff of 0.22 for

3-month predicted mortality by TPPM, the positive predictive value

was 49.66 %, with a negative predictive value of 89.55 %.

Conclusion: Nucleotide analogs including Entecavir, Lamivudine

and Telbivudine treatment prevent disease progression and

increased the survival of patients with HBV-ACLF. Validation of

the established TPPM scoring system in this study confirmed its

superior predictor value for HBV-ACLF patients when compared

with MELD.
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Background/aims: Nonalcoholic fatty liver disease (NAFLD) is the most

common cause of chronic liver disease in western populations. There is a

great need for identification of novel non-invasive biomarkers for

NAFLD. MicroRNAs (miRNAs), a class of naturally occurring small

non-coding RNAs of *22 nucleotides in length, that regulates gene

expression either by promoting mRNA degradation or by attenuating

protein translation. Recently, altered miRNA expression has been repor-

ted in animal and human liver samples in NAFLD. In the present study, we

analyze the serum expression profile of relevant miRNAs in NAFLD.

Methods: A total of 40 patients enrolled in this study between Sep-

tember 2010 and January 2012. Twenty patients with histologically

proven NAFLD were included. miRNA was isolated from serum and

performed quantitative Real-Time PCR to profile the distribution of

eight miRNAs in serum samples and RUN1A1 was used as an internal

control. The relative expression of miR-197, miR-146b, miR-10b,

miR-181d, miR-34a, miR-122, miR-99a and miR-29a were analyzed

using the standard 2 - DDCT method.

Results: miR-181d was significantly expressed lower in serum of

NAFLD patients according to healthy controls (p \ 0.0001). miR-99a,

miR-197 and miR-146b were also expressed lower in NAFLD

patients (p \ 0.05). Serum levels of miR-10b, miR-122, miR-34a and

miR-29a were unchanged (Fig. 1). miR-181d levels were decreased

by 2.49-fold in NAFLD patients compared to healthy controls

(q \ 5 %). Serum levels of miR-197 were negatively correlated with

inflammation degree (p \ 0.05).

Conclusions: NAFLD is associated with altered serum microRNA

expression pattern. This study gives clues to define non invasive

diagnosis of NAFLD.
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Background and aims: Individuals with Non-alcoholic fatty liver

disease (NAFLD) are deemed to be prone to increased coronary artery

disease (CAD). Fetuin-A, an acute reactant glycoprotein synthesized

in the liver, inhibits arterial calcifications and induces insulin resis-

tance (IR). Recent evidence suggests that fetuin-A is increased in

NAFLD while studies reporting on fetuin-A levels in CAD have

provided conflicting results. Given that no previous studies assessed

fetuin-A in both NAFLD and CAD, the present study aims to

ascertain whether NAFLD and CAD are associated and if Fetuin-A is

a predictor of CAD and/or NAFLD.

Methods: Seventy patients who underwent coronary angiography at

Nuovo Ospedale Civile S. Agostino-Estense in Modena were recruited

in this prospective cross-sectional study. Based on presence/absence of

NAFLD (diagnosis founded on compatible ultrasound scanning in the

absence of any alternative etiology of liver disease) and CAD (diag-

nosed through coronary angiography and scored according to Gensini),

four groups of patients were identified: NAFLD-/CAD-; NAFLD+/

CAD+; NAFLD-/CAD+; NAFLD+/CAD-.

Results: NAFLD was not significantly associated with CAD, most

likely as a result of the limited number of patients recruited. The vari-

ables that differed statistically among the 4 groups were waist, hip,

BMI, fetuin-A, spleen area and visceral fat thickness. Fetuin-A, visceral

fat thickness and visceral/subcutaneous (V/S) fat ratio were related to

CAD; age, waist circumference, BMI, triglycerides, HOMA-IR, spleen

area and subcutaneous fat thickness were associated with NAFLD. At

multivariate logistic regression analysis elevated fetuin-A levels were

an independent negative predictor of CAD (OR = 0.995, P = 0.049).

As an independent predictor of NAFLD, Fetuin-A entered the model in

which BMI (OR = 1.005, P = 0.036) was included.

Conclusions: High fetuin-A levels independently predict NAFLD and

protect from CAD assessed through coronarography.
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Weight reduction is related to improvement of steatohepatitis
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Hwan Kim1, Yun Ju Jo1, Young Sook Park1, Yong Kyun Cho2,
Dae Won Jun3
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Sungkyunkwan University Kangbook Samsung Hospital,
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Background: Nonalcoholic steatohepatitis (NASH) is a chronic liver

disease characterized by accumulation of fat in the liver accompanied

by necroinflammation and hepatocellular injury. There is no approved

therapy for NASH. Weight reduction is typically recommended, but

the efficacy of weight reduction for the treatment of NASH has not

been carefully evaluated. We examined the relation of weight change

and steatohepatitis by laboratory findings and unenhanced CT.

Methods: We enrolled the 85 patients that diagnosed for NASH

clinically. NASH was established by the presence of hepatic ultr-

asonographic findings and elevated aminotrasnferase level ([40).

Previous diagnosis of hepatic disease, serum creatinine level [
1.5 mg/dl, other medical illness, pregnancy, use of drug (weight loss

drug, diabetes medication), alcohol consumption [30 g per day were

excluded. We measured the BMI (height and weight), AST/ALT,

r-GTP, albumin, bilirubin and cholesterol level at 0 and 10 weeks.

Each participant underwent two consecutive unenhanced CT for

assessing the liver and visceral fat content at 0 and 10 weeks.

Results: Seventy-five percent patients have decreased the body

weight. The mean weight change over 10-week period was 2.3 kg.

Percent weight reduction from baseline correlated significantly with

improved liver chemistry (p = 0.008), improvements in the degree of

hepatic steatosis by housfiled unit (p \ 0.001), and decreased visceral

fat ratio (p \ 0.001).

Conclusion: Weight reduction leads to decreased the aminotrasferase

levels, visceral fat ratio and improved the steatohepatitis in NASH.

(This work was supported by National Research Foundation of Korea

2011-0007127).
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Accuracy of BARD scoring system in patients with nonalcoholic
fatty liver disease (NAFLD) in Iran

Leila Mehrnoush1, Omid Pournik2, Saeed Eslami3,4,5,
Bahram Seifizarei1, Seyed Moayed Alavian1

Fig. 1 Box plots showing the expression value of 8 genes between

control and NAFLD groups. The middle line indicates the median

statistic, where the bottom and top of the box show the 25th and 75th

percentiles, the lower and upper whiskers show the minimum and

maximum values of data after detecting outliers (circles). p values

were obtained from two-sided t test and adjusted with FDR.
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Background and aims: About 30 % of the world population is suf-

fering from Non Alcoholic Fatty Liver Disease (NAFLD). NAFLD is

considered as the hepatic presentation of metabolic syndrome and can

progress to steatohepatitis, fibrosis and cirrhosis. Early diagnosis and

good management of NAFLD can reduce the burden of the disease and

improve quality of care. The interventions in NAFLD patients are

selected based on degree of fibrosis. BARD scoring system is designed

to detect NAFLD patients without significant fibrosis. In this study, we

aim to validate BARD scoring system in Iranian patients with NAFLD.

Methods: BARD score was calculated for 58 patients with NAFLD

who were referred to Middle East Liver Disease Center in Tehran,

Iran. All of the cases had a recent (less than 3 month) liver biopsy to

determine degree of hepatic fibrosis based on Brunt’s scoring.

Fibrosis score of 2, 3 and 4 in biopsy were considered as significant

fibrosis. The results of the BARD scoring system was calculated and

compared with biopsy staging.

Results: Fifty eight biopsy approved NAFLD cases, 19 (33 %)

females, were evaluated. Mean age of the participants was 41.8 (10.4)

and average BMI was 30.31 (5.9). Among these patients, 9 (15.5 %)

had severe fibrosis according to biopsy. The sensitivity, specificity,

positive and negative predictive value of BARD scoring for detection

of severe fibrosis were 56, 51, 21 and 86 % respectively.

Conclusions: Although BARD scoring system is an easily calculated

method for evaluating NAFLD patients, modifications are needed to

improve the accuracy in some populations.
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The frequency and the factors related to the occurence
of non-alcoholic fatty liver disease in patients with epithelial
breast cancer
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Introduction: We aimed to find out the personal risk factors and

drugs which might affect the development of NAFLD in the patients

with breast cancer (BC).

Patients and method: Fourty nine patients with the diagnosis of BC

were included. Age, body mass index at the time of diagnosis (BMI),

the metabolic diseases, treatments for BC, the values of AST and

ALT at diagnosis and follow-up, abdominal imagings and liver biopsy

pathology results if performed were enrolled.

Results: The values of AST and ALT were all normal at the time of

diagnosis, but 7 (15.2 %) patients had ultrasonographically proven

hepatosteatosis (HS) at baseline. In the follow-up examinations, 3

(6.5 %) patients had elevated AST and ALT levels, 2 with the

development of liver metastases and one with histologically proven

steatohepatitis. When two patients with metastases were excluded, it

was seen that 15 (40.5 %) patients with normal baseline imagings had

HS during follow-up. There were no statistical difference between the

age and BMIs of the patients with or without HS establishment. Nine

(40.9 %) of the 22 patients who had HS occurence had metabolic

diseases, while only 1 (4.5 %) of the 22 patients without HS occu-

rence had metabolic diseases (p = 0.009). There was no statistical

relation with the HS occurence and chemotherapy treatments. It is

found out that tamoxifen therapy was more common in the patients

with HS development (63.6 % vs. 47.6 %), without significant sta-

tistical difference in regard of the limited number of our patients.

Discussion: We think that BC patients with metabolic diseases who

are in the postmenopausal state and patients in the premenopausal

state who had taken tamoxifen therapy must be closely followed-up

for the development of HS. Also, the present personal risk factors

must be reduced to minimum with life style modifications and drugs.
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Discordance between liver biopsy and controlled attenuation
parameter for assessing steatosis in patients with chronic liver
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Background: Controlled attenuation parameter (CAP) is a noninvasive

method that measures hepatic steatosis using a process based on tran-

sient elastography. However, factors affecting its accuracy have not

been described yet. We aimed to identify predictors of discordance

between liver biopsy (LB) and CAP when assessing hepatic steatosis.

Methods: A total of 135 patients with chronic liver disease who underwent

LB and CAP were prospectively enrolled. Histological steatosis was cat-

egorized as S0 (\5 %), S1 (5–33 %), S2 (34–66 %), or S3 ([66 % of

hepatocytes). Based on CAP cutoffs from a previous study (250 dB/m

for CS1, 299 dB/m for CS2, and 327 dB/m for S3), discordance was

defined as a difference in at least one stage of steatosis using LB and CAP.

Results: Histological steatosis repartition was as follows: S0 31.1 %

(n = 42), S1 43.7 % (n = 59), S2 18.5 % (n = 25), and S3 6.7 %

(n = 9). Overall discordances were identified in 60 (44.4 %) patients. In

multiple linear regression, histological steatosis was significantly corre-

lated with CAP, together with body mass index (BMI) and the ratio of

interquartile range (IQR) to the median value (IQR/M) of CAP. When the

histological steatosis grade and necroinflammatory activity were entered

into multivariate analysis along with BMI and IQR/M CAP, S1 and S2-3

showed independent higher rates of discordance, as compared to S0

(hazard ratio [HR] 21.740 and 33.160, respectively, both p \ 0.001).

Similarly, when CAP was entered into multivariate analysis instead of

histological parameters, along with BMI and IQR/M CAP, only CAP was

independently associated with discordance (HR, 1.016, p \ 0.001).

Conclusions: Our data suggest that patients with a higher CAP (or

higher steatosis grade) are at greater risk of discordance between LB and

CAP when assessing hepatic steatosis. Further studies should investigate

how to enhance the accuracy of CAP interpretation based on our results.
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Aims: Nonalcoholic fatty liver disease (NAFLD) is one of the important

public health problems in China. To develop a new scoring system is

useful to differentiate nonalcoholic steatohepatitis (NASH) fromNAFLD.

Methods: The clinical characteristics and biological data were

obtained from 95 NAFLD patients. The cohort was divided into two

groups: non-NASH group (n = 51) and NASH group (n = 44).

Blood was obtained from each patient at the time of liver biopsy.

Cytokeratin 18 (CK18) fragments levels were measured using an

enzyme-linked immunosorbant assay.

Results: The BMI, WHR, AST, ALT, ALP, c-GT, platelets, UA,

hs-CRP and TG levels were significantly higher in subjects with

NASH as compared to those with non-NASH, while ALB was

lower in the NASH group than non-NASH group (all P \ 0.05).

CK-18 fragments levels ranged from 188.5 to 563.4 U/L (median

(Q25, Q75): 294.5 U/L (243.8, 388.5)) and the levels were sig-

nificantly higher in patients with NASH as compared to those with

non-NASH (median (Q25, Q75): 372.9 U/L (319.6, 431.4), 248.1

U/L (237.5, 266.6), respectively; P \ 0.001). CK-18 fragments

levels showed a significant positive correlation with steatosis

severity, ballooning, lobular inflammation and fibrosis stage (all

P \ 0.05). A new model combining ALT, platelets, CK-18 frag-

ments and TG was constructed by logistic regression in the

NAFLD patients. The AUROC curve for prediction of NASH was

0.920 (95 %CI: 0.866–0.974, cutoff value = 0.361, sensitiv-

ity = 89 %, specificity = 86 %, positive predictive value = 89 %,

negative predictive value = 89 %).

Conclusion: CK-18 is closely related to the occurrence of NASH. A

new scoring system combining ALT, platelets, CK-18 fragments and

TG to diagnose NASH from NAFLD patients was established.
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Comparison of the NAFLD fibrosis score versus 7 other blood
tests for liver fibrosis in NAFLD
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Background and aims: According to last AASLD practice guide-

lines, a blood test, the NAFLD Fibrosis Score (NFS), may be used for

the diagnosis of advanced fibrosis in NAFLD. We aimed to compare

the NFS with 7 other blood fibrosis tests, specific or not to NAFLD.

Methods: 371 patients with NAFLD, liver biopsy, and blood samples

were included. 8 blood fibrosis tests were calculated: BARD, NFS,

FibroMeter Steatosis (FMS) or Virus (FMV), APRI, FIB4, Fibrotest,

Hepascore. The reference for liver fibrosis was the NASH-CRN F

staging.

Results: 40 % of patients had NFS \-1.455 (NPV for F C 3:

88.2 %), 16.4 % had NFS [ 0.676 (PPV: 76.3 %), and 43.6 % were

in the grey zone between these 2 cut-offs. FMS and FMV Obu-

chowski indexes (» adjusted AUROC) were not significantly different

(0.820 ± 0.021 vs. 0.820 ± 0.020, p = 0.901) but were significantly

higher than those of NFS (0.784 ± 0.024), FIB4 (0.778 ± 0.023),

BARD (0.765 ± 0.023), Hepascore (0.755 ± 0.027), Fibrotest

(0.716 ± 0.027), APRI (0.713 ± 0.024); excepted FMV vs. NFS

(p = 0.347) or vs. FIB4 (p = 0.127), FMS vs. Hepascore (p =

0.166). NFS included 74.4 % of patients in the grey zone between the

thresholds of C 90 % predictive values for F C 2, 59.4 % for F C 3,

and 38.3 % for F4 (specific VPN C 95 %). Among the 8 blood tests,

FMV allowed for the lowest rate of patients in the grey zone: 57.4 %

for F C 2 (p B 0.038 vs. other tests), 47.3 % for F C 3 (p B 0.006

vs. other tests), and 28.9 % for F4 (p B 0.043 vs. other tests, except

vs. 30.5 % for Hepascore: p = 0.504). FMS classification (5 stages)

had 74.5 % diagnostic accuracy, FMV (7 stages): 72.6 % (p = 0.731

vs. FMS), and Fibrotest (8 stages): 36.0 % (p \ 0.001 vs. FMS and

FMV).

Conclusion: NFS is an accurate blood test for liver fibrosis in

NAFLD. Other blood fibrosis tests are at least as accurate, but the

biopsy requirement is significantly lower with FM tests. Further step

will be their comparison with elastometry.
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Effect of genetic variability of pnpla3 on disease progression
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Background/aims: The aims of the present study were to investigate

the role of genetic variability of the PNPLA3 gene on the natural

course of NAFLD through longitudinal liver biopsy assessments.

Materials and methods: A total of 36 consecutive biopsy-proven

NAFLD patients (M/F, 19/17; mean age: 51.5 ± 9.5 years), who

had 2 sequential liver biopsies were assessed. DNA was extracted

from peripheral blood, and the rs738409C[G single nucleotide

polymorphism was assessed by polymerase chain reaction-DNA

sequencing. All liver biopsy specimens were evaluated using Kle-

iner et al.’s criteria. The median interval between two biopsies was

48 months.

Results: The frequency distributions of the CC, CG and GG variant

of the PNPLA3 were 28, 25, 47 %, respectively. Between the two

biopsies, hepatic steatosis regressed in 19.4 % of the samples,

showed no changed in 63.9 % and progressed in 16.7 %; lobular

inflammation regressed in 25.0 %, stabilized in 55.6 % and pro-

gressed in 19.4 %; NAS regressed in 36.1 %, stabilized in 33.3 %

and progressed in 30.6 %; and fibrosis regressed in 11.1 %, sta-

bilized in 47.2 % and progressed in 41.7 %. The GG genotype did

not influence on histological progression. From the baseline to

sequential liver biopsies, progression of NAS and fibrosis was

observed in 41.2 and 47.1 % of patients with GG variant compared

with 21.1 and 36.8 % of patients with CC and CG variants,

respectively, p = 0.191 and p = 0.535).

Conclusion: Based on the results of the present study, the GG

genotype of rs738409 polymorphism in PNPLA3 seems not to be

associated with disease progression.
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Metabolic syndrome (METs) were characterized by abdominal

obesity, dyslipidemia, hypertension, and hyperglycemia, had been

shown to be important because had correlation with nonalcoholic

fatty liver disease (NAFLD). NAFLD refers to a spectrum of disor-

ders ranging from simple hepatic steatosis to more severe

manifestations, including nonalcoholic steatohepatitis, which could

progress to fibrosis. Although liver biopsy was still the gold standard

for assessing hepatic fibrosis, but no clear guidance in NAFLD, and

liver biopsy has some technical limitations and risks. Therefore,

alternative, simple, reliable and noninvasive tests to assess the liver

fibrosis in NAFLD with considerable accuracy have been reported,

including type IV collagen as a serum marker for liver fibrosis and

transient elastography to measure liver stiffness.

Subject was outpatients clinic in Hasan Sadikin Hospital Bandung

between April and May 2009. The data was collected consecutively.

Statistical analysis used was correlation test. Aim of this study was to

find correlation between level of serum type IV collagen with tran-

sient elastography in patients who meet IDF 2005 METs criteria.

Result: We found 24 subject who meet the criteria, with 14 men and

10 women, age 67 (10) yo, BMI 25.89 (3), Waist Circumference

98.40 (7) cm, Type IV Collagen 155.76 (59) ng/mL, Liver Tissue

Stiffness 6.75 (3) (kPa). Correlation between level of serum type IV

collagen and liver stiffness was r = 0.418 (p = 0.038).

We found significant correlation between level of serum type IV

collagen and liver stiffness in METs patients.
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Prevalence of NAFLD was increased, estimated between 6.3–33 %

around the world. Liver fibrosis gave valuable information to the

prognosis and management of NAFLD. Liver biopsy was still the

gold standard to evaluate liver fibrosis, but it had several limitations

including the invasive, side effects, price and variability between

examiners. Therefore, we need an accurate alternative non-invasive

examination. APRI score had been studied as a fibrosis marker with

some advantages including its simplicity, high accuracy, availability

and affordable price. Liver elastography had been widely used and it

had high accuracy and validity to evaluate fibrosis degree.

This research was a retrospective study, subject was taken from

data of patients with NAFLD who underwent liver elastography

examination in Hasan Sadikin Hospital. Patients with incomplete data

were excluded from this research. Statistical analysis used in this

research was Rank Spearman correlation test. Aim of this study was

to found correlation between APRI score and liver elastography in

patients with NAFLD.

Result: we found 30 subjects consisted of 18 (60 %) female and 12

(40 %) male, age 50.6 (18.23) year old, and BMI 27.31 (3.63). SGOT

level was 42 (20–52) U/L and SGPT level was 76 (26–109) U/L.

thrombocyte count was 210.05 (70.29)/mm3. Liver elastography was

7.75 (5.4–9.48) kPa. Correlation between APRI score and liver

fibrosis was r = 0.631 (p = 0.002).

We found a correlation between APRI score and liver stiffness in

NAFLD patients.
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Aims: The dislipidemia in metabolic syndrome is characterized by

the presence of high plasma triglyceride and low HDL-cholesterol

with increase in LDL. Yin-Chen-Hao-Tang (YCHT) has been shown

to be therapeutic mechanism for fatty liver diseases. We examined the

effects of YCHT on dislipidemia in patients with obesity and in

leptin-deficient ob/ob mice.

Design: We treated obese mice with diet of 3 % by weight admixture

of YCHT for 8 weeks. The levels of triglyceride and cholesterol,

histopathology analysis, and the expression of various hepatic protein

and messenger RNA (mRNA) were measured. Obesity patients [body

mass index (BMI; in kg/m2) of 25-35] met the eligibility criteria were

enrolled in this placebo-controlled, double-blinded randomized trial.

After a 24 h placebo run-in period, subjects were randomized to

receive placebo (n = 10) or YCHT (1.5 g three times daily, n = 10)

treatment for 8 weeks.

Results: Nineteen patients completed the entire study and were

included in the analysis. After 8 weeks, ALT, HDL and TG signifi-

cantly improved in the YCHT compared with the placebo group, plasma

LDL levels did not change. However, YCHT therapy was associated

with a significant induction of total antioxidant capacity levels and

decrease in plasma malondialdehyde. Eight patients who received

YCHT therapy complained of slight diarrhoea that was self-limiting and

did not require them to leave the study. In agreement with observation in

human study, supplementation of YCHT in obese mice for 8 weeks

significantly reduced hepatic triglyceride content and lipogenesis sig-

nalling, and enhanced antioxidant capacities, although no significant

difference in weight and body fat was observed.

Conclusions: We thus conclude that dietary supplementation of YCHT

may act as a hypolipidemic agent, secondary to decrease hepatic lipo-

genesis, and suggesting an improvement of obesity induced

dyslipidemia. This beneficially accounts for the view that YCHT for-

mula usually takes multi-component to exert their therapeutic effects.
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Background and aims: The aim of this study was to investigate the

effect of metformin on cardiovascular risk in patients with NAFLD.

Materials and methods: A total of 76 consecutive biopsy-proven

NAFLD patients with insulin resistance (IR) (M/F: 41/35, mean age:

49.5 ± 8.0 years) were included to study. All subjects were divided

basically into two distinct groups as follows: group 1 (n = 34)

received a conventional diet and an exercise program. Group 2

(n = 42) received the diet and exercise program plus metformin.

All subjects were seen at the fourth week and at 3-month intervals.

Carotis intima media thickness (CIMT) was measured, and cardio-

vascular risk score was calculated by using ‘‘Heart Score Risk

Calculator’’ program of ESC.

Results: With respect to baseline parameters, no significant differ-

ences in terms of the metabolic, biochemical parameters, CIMT and

CVR score were observed between the two groups (p [ 0.05). When

compared to baseline, IR had significantly decreased in the two

groups at the end of 12 months. However, there was no significant

improvement in terms of CIMK and CVR scores observed in both

groups (p [ 0.05) (Table 1).

Conclusion: Metformin can lead to improvement in insulin resis-

tance, but not improve on cardiovascular risk in patients with

NAFLD.
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Background: Nonalcoholic Fatty Liver Disease (NAFLD) is fre-

quently associated with many features of the metabolic syndrome and

affects a substantial proportion of the general population. NAFLD is

now considered the hepatic manifestation of metabolic syndrome and

is increasingly recognized as a major of the hepatic morbidity

worldwide. NAFLD also associated with Obesity which is one of the

components of metabolic syndrome. The aim was to assess the

association among metabolic syndrome, NAFLD and obesity.

Methods: Nonalcoholic 334 studied subjects of both sex and age

of [20 years from a tertiary care hospital were prospectively asses-

sed. History taking, clinical examination and necessary laboratory

investigations were performed. Metabolic syndrome were defined by

using modified (waist circumference: men 90 cm, women 80 cm)

National Cholesterol Education Programme—Adult Treatment Panel

III criteria (NCEP ATP III). Obesity is measured by BMI. Fatty liver

diagnosis was based on the ultrasound examination of liver.

Results: Metabolic syndrome was 27.2 % (n 91) and more commonly

seen in women than in men (32.4 vs. 21.7 %, p \ 0.05). Majority of

the patients (59.3 %) were in the age group 40-60 years. Frequencies

of components of metabolic syndrome were in the order of obesity

(97.8 %) [ low high density lipoprotein (83.5 %) [ Hypertension

(71.4 %) [ triglyceride (67 %) [ fasting plasma glucose (44 %).

Obesity appeared to be the highest frequent components of the met-

abolic syndrome in both sexes (men 100 % and women 96.4 %).

Prevalence of NAFLD among studied subjects (n 334) was 44 % (n

148). Metabolic syndrome was found in 61.5 % of cases with NAFLD

and was more commonly seen in men than in women (54 vs. 46 %)

and it was more in obese person.

Conclusion: NAFLD is common among subjects with metabolic

syndrome and significantly increased in subjects with obesity.
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Background: Nonalcoholic Fatty Liver Disease (NAFLD) is now

considered the hepatic manifestation of metabolic syndrome and is

increasingly recognized as a major of the hepatic morbidity world-

wide. NAFLD is frequently associated with many features of the

metabolic syndrome and affects a substantial proportion of the gen-

eral population. The aim was to assess the Prevalence of metabolic

syndrome and NAFLD.

Methods: This was a hospital based prospective study done on

Nonalcoholic 165 subjects of both sex and age of [18 years from a

teaching hospital. History taking, clinical examination and necessary

laboratory investigations were performed. Metabolic syndrome were

defined by using modified (waist circumference: men 90 cm, women

80 cm) National Cholesterol Education Programme—Adult Treat-

ment Panel III criteria (ATP III). Obesity is measured by BMI. Fatty

liver diagnosis was based on the ultrasound examination of liver.

Results: Metabolic syndrome was 27.2 % (n 45) and more commonly

seen in women than in men (32.4 vs. 21.7 %, p \ 0.05). Majority of

the patients (59.3 %) were in the age group 40–60 years. Most of the

metabolic syndrome had three components (48 %), 38.4 % had four

and 13 % had five components. Obesity appeared to be the highest

frequent components of the metabolic syndrome in both sexes (men

100 % and women 96.4 %). Prevalence of NAFLD among studied

subjects (n 165) was 44 % (n 74). Metabolic syndrome was found in

61.5 % of cases with NAFLD and was more commonly seen in men

than in women (54 vs. 46 %).

Conclusion: Nonalcoholic Fatty Liver Disease is common among

subjects with metabolic syndrome and was closely related to each

other.

Table 1

Diet + exercise Diet + exercise + metformin

Basal 1 year 2 years Basal 1 year 2 years

ALT 50.2 ± 21.4 41.8 ± 19.8 47.1 ± 21.3 52.0 ± 24.2 43.7 ± 22.4 46.1 ± 22.6

AST 36.1 ± 12.7 31.3 ± 11.5 33.1 ± 10.3 35.9 ± 14.0 31.5 ± 10.5 37.7 ± 29.0

GGT 55.1 ± 40.0 42.7 ± 30.7* 44.5 ± 29.2 52.8 ± 45.6 43.7 ± 38.1 47.7 ± 39.3

HOMA 4.5 ± 3.1 2.5 ± 2.0* 2.1 ± 1.6* 4.6 ± 3.0 2.56 ± 2.0* 2.3 ± 1.6*

BMI 29.7 ± 5.21 28.0 ± 4.5 33.0 ± 20.1 29.7 ± 4.8 28.1 ± 4.4 28.0 ± 4.9

CIMT

(right)

0.49 ± 0.13 0.46 ± 0.11 0.49 ± 0.13 0.51 ± 0.15 0.47 ± 0.11 0.48 ± 0.15

CIMT

(left)

0.48 ± 0.13 0.48 ± 0.12 0.54 ± 0.13 0.51 ± 0.14 0.48 ± 0.12 0.56 ± 0.15

CVR score

(%)

0.97 ± 1.2 0.83 ± 0.9 1.06 ± 1.4 1.2 ± 1.5 1.1 ± 1.1 1.50 ± 1.6
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Evaluation of the renal functions in lamivudine-resistant chronic
hepatitis B patients adding tenofovir disoproxil fumarate
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Karakaş1, Hanefi Cem Gul1, Ismail Yasar Avci1, Bulent
Ahmet Besirbellioglu1

1Department of Infectious Disease and Clinical Microbiology,

Gulhane Military Medical Academy, Ankara, 2Department of

Infectious Disease and Clinical Microbiology, Diyarbakir Military

Hospital, Diyarbakir, Turkey

Although tenofovir disoproksil fumarat (TDF) is so effective in the

treatment of chronic hepatitis B, rarely nephrotoxicity and minimal

decrease in creatinine clearance have been reported only in some studies

with HIV-infected patients receiving antiretroviral therapy. The aim of

our study is to assess the renal effects of TDF (245 mg/day) add on

LMV (100 mg/day) treatment in chronic hepatitis B patients retro-

spectively. Last creatinine levels before adding TDF to LMV treatment

of 27 LMV-resistant patients, creatinine levels 6 months and one year

after TDF added to LMV treatment in patients were recorded, glo-

merular filtration rates (GFR) were calculated with the Modification of

Diet in Renal Disease (MDRD) Formula and values were analyzed with

comparing. The mean age of patients was 45.44 ± 11.35 years and

22(%81.5) of them were male. Eight (29.6 %) patients were HBe Ag

positive at the beginning and mean follow-up period was

17.89 ± 8.71 months (range, 12–40 months). The mean serum creati-

nine level of patients before adding TDF was 0.98 ± 0.22 mg/dL (min

0.8, max 1.85) and mean GFR was 93.23 ± 17.12 mL/min (min 38,

max 120). The mean serum creatinine level on 6th month of TDF

addition was 1.02 ± 0.22 mg/dL (min 0.75, max 1.92) and mean GFR

was 87.96 ± 16.96 mL/min (min 37, max 131). The mean creatinine

level at the end of 1st year was 1.02 ± 0.22 mg/dL (min 0.75, max 1.92)

and mean GFR was 84.25 ± 15.43 mL/min (min 40, max 107)

respectively. There was no significant difference statistically between

baseline serum creatinine and GFR levels with the 6th month or the 1st

year values of patients (p [ 0,05). Our results showed that LMV add on

TDV treatment was reliable in terms of renal function at the end of 1st

year. But longer-term and larger-scale studies are needed to observe any

possible negative effect of LMV add on TNF combination therapy on

renal function of chronic hepatitis B patients.
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Renal effects of the treatment change from adefovir to tenofovir
with ongoing lamivudine in chronic hepatitis B patients
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Gul1, Ismail Yasar Avci1, Bulent Ahmet Besirbellioglu1,
Ahmet Karakaş1
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Adefovir-dipivoxil (ADV) has been reported as associated with dose-

dependent-nephrotoxicity but it’s safe in 10 mg/day of treatment dos-

age. The aim of this retrospective study is to evaluate the changes on

serum creatinin levels and glomerular filtration rates (GFR) depending

on the change of treatment from lamivudine add on ADV combination

(LMV + ADV) to LMV add on tenofovir-disoproxil-fumarate

(LMV + TDF) in patients with advanced age and particularly pro-

longed treatment which can lead to reductions in clearance of

creatinine. Last creatinine levels before changing treatment to

LMV + TDF of 53 patients, creatinine levels 6 months and one year

after from treatment changed were recorded, glomerular filtration rates

(GFR) were calculated with the Modification of Diet in Renal Disease

(MDRD) Formula and values were analyzed with comparing. The mean

age of patients was 42.75 ± 10.86 years and 45 (84.9 %) of them were

male. Twenty-eight (52.8 %) patients were HBeAg positive at the

beginning and the mean follow-up period was 15.68 ± 4.87 months

(range, 12–31 months). The mean serum creatinine level of patients

before proceeding to LMV + TDF treatment was 1.07 ± 0.21 mg/dL

(min 0.65, max 1.66) and mean GFR was 84.12 ± 19.15 ml/min (min

48, max 149). The mean serum creatinine level after 6 months of

treatment changed was 1.06 ± 0.22 mg/dL (min 0.67, max 1.58) and

mean GFR was 86.94 ± 21.03 ml/min (min 49, max 144). The mean

creatinine level after 1 year was 1.03 ± 0.2 mg/dL (min 0.68, max

1.62) and mean GFR was 84.12 ± 19.15 ml/min (min 48, max 149).

There was no significant difference statistically between baseline serum

creatinine and GFR levels with the 6th month or the 1st year values of

patients (p [ 0.05). Our results showed LMV + TNF with the use of at

least one year in treatment dosages are as well as LMV + ADV in terms

of renal function so treatment change didn’t create significant differ-

ence on GFR levels. However, longer-term and larger-scale studies are

needed to evaluate the potential adverse effects of LMV + TDF treat-

ment on renal function better.
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Nitric oxide synthase gene expression in patients
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Background/aim: Nonalcoholic fatty liver disease (NALFD) is a

condition associated with metabolic syndrome, with a global preva-

lence ranging from 6 to 46 %. Implicated in fatty liver pathogenesis is

inflammation. Inflammation is in turn linked to altered intestinal

permeability, which has been found in patients with NAFLD. The

product of NOS2 (Nitric Oxide Synthase 2) gene has been linked to

both inflammation and altered intestinal permeability. To investigate

the potential involvement of NOS2 gene in NAFLD pathogenesis, we

examined the expression of this gene in patients with and without

NAFLD.

Method: Patients with NAFLD (n = 8), as evidenced by abdominal

ultrasonography, were compared to control patients without NAFLD

(n = 8) for expression of genes related to NO signaling and inflam-

matory pathways. Patients (50 % male, Caucasians) had a mean age

of 30.6 ± 7.3 years. Anthropometric, clinical data and fasting

peripheral blood was collected from the patients and mRNA was

extracted (PaxGene, Qiagen). Expression of genes within the

inflammatory and NO signaling pathways were examined using RT2

ProfilerTM PCR Array (SA Biosciences). Expression quantification

was conducted using SA Biosciences PCR Data Analysis software.

Result: Both inflammatory and NO-signaling gene array analyses

showed 2-fold downregulated NOS2 gene expression in NAFLD

patients compared to control group. Clinically, patients with NAFLD
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had significantly higher triglycerides (p = 0.005), LDL (p = 0.035),

CRP (p = 0.028), BMI (p = 0.014), % body fat (p = 0.024), and

significantly lower HDL (p = 0.001) compared to control group.

Conclusion: The present finding of downregulated NOS2 gene

expression in NAFLD provides evidence for this gene’s involvement

in NAFLD pathogenesis. Since NOS2 may play a dual role in liver

inflammation (cytotoxic or cytoprotective), our findings hint at the

cytoprotective role of the gene in this NAFLD patient cohort.
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Decreased serum apolipoprotein C3 level is associated
with severity of nonalcoholic steatohepatitis
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1Kaohsiung Medical University Hospital, 2Kaohsiung Municipal

Hsiao-Kang Hospital, Kaohsiung Medical University, Kaohsiung,

Taiwan, R.O.C.

Background/aims: Overexpression of apolipoprotein C3 (APOC3)

may lead to hypertriglyceridemia, which is characteristic in nonal-

coholic steatohepatitis (NASH) patients. The study aimed to clarify

the association between serum APOC3 level and disease severity of

NASH.

Methods: Seventy-three (51 males with median age of 43 years)

histologically proved Taiwanese NASH patients were included.

NASH was diagnosed and staging upon baseline liver biopsy

according to the current criteria. Serum APOC3 level was measured

using ELISA method.

Results: There were 6 (8.2 %), 19 (26.0 %), 32 (43.8 %) and 16

(21.9 %) patients of NASH grade 0, 1, 2, and 3, respectively. The

median APOC3 level of NASH grade 0, 1, 2, and 3 were 56.0, 39.8, 31.4,

and 27.1 ng/ml, respectively (P = 0.007). The APOC3 level was sig-

nificantly correlated with age (P = 0.05), platelet count (P = 0.03),

and high-density lipoprotein cholesterol (P = 0.01). Univariate anal-

ysis revealed a higher waist-to-hip ratio (P = 0.003), a lower APOC3

level (P = 0.001) and moderate/severe steatosis (P = 0.04) were sig-

nificantly associated with grade 2/3 NASH. Multivariate logistic

regression analysis showed that a waist-to-hip ratio [ 0.90 (P = 0.03,

OR: 5.04, 95 % CI: 1.21–20.99) and a lower APOC3 level (P = 0.03,

OR: 0.94, 95 % CI: 0.88–0.99) were independent predictive factors for

grade 2/3 NASH. The accuracy of APOC3 level to distinguish between

grade 0/1 and 2/3 NASH was 0.73.

Conclusion: Serum APOC3 level could be predictive in the diagnosis

of moderate to severe NASH.
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Noninvasive detection of hepatic steatosis in subjects
without ultrasonographic evidence of fatty liver using
the controlled attenuation parameter (CAP)
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Background/aims: Although ultrasound is a useful technique for

detecting hepatic steatosis, it is unable to provide a precise

determination of hepatic fat content. A novel attenuation parameter

named Controlled Attenuation Parameter (CAP) has been developed

to process the raw ultrasonic signals acquired by the Fibroscan, which

is an ultrasound-based device used to diagnose liver disease. This

study was designed to determine the prevalence of hepatic steatosis in

apparently healthy Turkish subjects with CAP using the proposed

diagnostic cutoffs. In addition, we sought to investigate the associa-

tion of CAP with the traditional risk factors for NAFLD in a screening

setting.

Methods: A total of 102 Turkish subjects without evidence of fatty

liver on ultrasound and normal aminotransferase levels (64 females

and 38 males, mean age 35 ± 9 years) underwent CAP measurements

by means of Fibroscan. Patients with a diagnosis of the metabolic

syndrome (MS) were excluded.

Results: The mean (standard deviation), median (minimum - max-

imum), and 5th and 95th percentile values of CAP values were 206.99

(48.12), 210.5 (100.0 - 314.0), 113.4, and 280.2 dB/m, respectively.

Therefore, the normal range of CAP in our population was 113.4-

280.2 dB/m. By using the cutoffs of 222 dB/m, 238 dB/m, and

283 dB/m for CAP, there were 39 (38.2 %), 23 (22.5 %), and 5

(4.9 %) subjects who had C 10 % steatosis despite normal ultrasound

findings. CAP was independently associated with body mass index

(beta = 0.39, t = 3.5, P \ 0.001) and the number of MS criteria

(beta = 0.24, t = 2.1, P \ 0.05).

Conclusions: These results hold promise for early noninvasive

detection of hepatic steatosis based on CAP assessment. Because the

presence of macrovesicular steatosis is associated with an increased

risk of graft loss, our results may stimulate further studies on the

usefulness of CAP for selecting living-related donor livers in a

transplantation setting.
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Prevalence and risk factors of echographic steatosis
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Hepatic steatosis is a major cause of liver disease worldwide. The

main causes of hepatic steatosis are metabolic syndrome, alcohol

abuse and drugs. However the frequency of this affection is unknown

in Morocco.

Objectives: To study the prevalence of fatty liver and determine the

major causes responsible of this affection in a hospital cohort.

Patients and methods: We prospectively enrolled 250 adult patients

consulting in the emergency radiology department of Ibn Rochd

university hospital center between September 2010 and September

2011. Anamnestic criteria (age, sex, metabolic risk factors: hyper-

tension/diabetes, alcohol intake: assessed by Score Cage and

quantified in g/day), clinical (weight, height, BMI) were collected. An

abdominal ultrasonography was performed in all patients to detect

liver steatosis.

Results: The mean age of included patients was 48.1 years with a

sexe ratio (F/M) 1.45. 14 (5.6 %) were consuming alcoholic bever-

ages, and 100 (40 %) are overweight (BMI 25 kg/m2). The overall

prevalence of steatosis was 21.2 %. Among the 53 patients with

steatosis, metabolic steatosis is carried out in 39 patients (73.6 %),

alcoholic in 8 patients (15.1 %), drugs in 2 patients (3.8 %), hepatitis

C virus in 1 patient (1.9 %) and unknown origin in 3 patients (5.6 %).
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Risk factors related to fatty liver are advanced age, alcohol abuse,

diabetes, hypertension and obesity.

Conclusion: Hepatic steatosis is a condition frequently seen in

Moroccan hospital population. However further studies in the general

population are needed to confirm these data.
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Increased serum levels of macrophage migration inhibitory
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Background/aims: Non-alcoholic fatty liver disease (NAFLD) is a

clinical syndrome with lesion of steatosis and fat storage in hepatic

lobules but without alcohol abuse. Epidemiological survey showed

that the prevalence of NAFLD has exceeded those of virus hepatitis

and alcoholic liver disease (ALD), becoming a medical and social

problem with common concern. The aims of present study were to

investigate the levels of macrophage migration inhibitory factor

(MIF), transforming growth factor-b (TGF-b), and interleukin-10

(IL-10) and their correlation with NAFLD.

Patients and methods: Eighty-two NAFLD patients [including

nonalcoholic simple fatty liver (NASFL), nonalcoholic steatohepatitis

(NASH), nonalcoholic-related liver cirrhosis (NALC)] were enrolled

the study. Thirty normal individuals were as control group. Serum

levels of MIF, TGF-b, and IL-10 were measured using an enzyme-

linked immunosorbent assay (ELISA). Clinical and biochemical

features and anthropometrical characteristics were measured in NA-

FLD patients as well.

Results: NAFLD patients had significantly increased serum levels of

MIF and TGF-b, and decreased IL-10 compared with normal indi-

viduals (p \ 0.001, 0.01, respectively). Both NASH and NALC

patients had significantly increased serum levels of MIF, TGF-b,

ALT, AST, TG, TC, LDL and BMI, but decreased IL-10 and HDL

compared with normal individuals and NASFL patients (p \ 0.001,

0.01, 0.05, respectively). Univariate analysis showed a similar pattern

of the parameters MIF and TGF-b were significantly associated with

levels of high TG, TC, LDL, BMI, and severity of liver disease, all

with p \ 0.05. Multivariate analysis showed that the levels of

increment of MIF and TGF-b were associated with the increment of

severity of liver disease.

Conclusion: The serum levels of MIF and TGF-b were increased, and

IL-10 was decreased in NAFLD. Increased serum levels of MIF and

TGF-b, and decreased IL-10 correlate with the severity of liver dis-

ease in NAFLD patients, especially NASH and NALC patients. MIF,

TGF-b and IL-10 might play an important role in the pathogenesis of

nonalcoholic fatty liver disease.
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A study of screening colonoscopy in non alcoholic fatty
liver disease
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Aim of the study: To study the prevalence of colorectal adenomas in

patients with NAFLD.

Materials and methods: This study was a prospective study con-

ducted in a tertiary care center for liver diseases. The period of study

was from May 2011 to October 2011. Study population comprised of

129 patients, 69 patients belonged to NAFLD group (53.5 %) and 60

patients belonged to the control group (46.5 %), of which 71 were

men and 58 were women. Both groups were assessed for the presence

of metabolic syndrome and subjected to screening colonoscopy. The

diagnosis of NAFLD was based on the presence of bright liver on

ultrasound examination of the abdomen in the absence of evidence of

other liver disease. Both the groups were assessed for the presence of

metabolic syndrome and subjected to screening colonoscopy. The

results were statistically analyzed using SPSS Package ver 15.0.

Results: The prevalence of colorectal adenomas was 7 % (11

patients) in the study population. In NAFLD group the prevalence of

colorectal adenoma was 7.2 % (6 patients) and in the control group it

was seen in 5 patients (6.8 %). There difference between both the

groups was statistically insignificant. The polyp burden was higher in

patients with NAFLD. The polyps were more in the left side of the

colon, with a polyp burden of 1 in 7 patients, 2 in 3 patients and 3 in 1

patient. Metabolic syndrome was present in all patients with colo-

rectal adenoma irrespective of the presence or absence of NAFLD.

Colorectal adenomas were present predominantly in patients aged

above sixty years.

Conclusion: NAFLD is not an independent risk factor for colorectal

adenomas. It however increases the polyp burden in patients with

Colorectal adenomas. Old age and metabolic syndrome are risk fac-

tors for colorectal adenomas. role of screening colonoscopy in

metabolic syndrome needs evaluation.
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Red blood cell distribution width as a non-invasive marker
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Background: Red cell distribution width (RDW) has been reported

with adverse outcomes in patients with cardiovascular and chronic

inflammatory diseases. Non-invasive serum biomarkers that can be

used routinely for the evaluation of histologic severity in nonalcoholic

fatty liver disease (NAFLD) are needed.

The aim of this study was to assess the association between RDW

and biopsy proven NAFLD.
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Methods: Fifty four subjects with NAFLD and thirty nine controls

were enrolled for the study. To reduce the influence of possible

confusing factors, we excluded anemic patients and diseases known to

be associated with increased RDW values such as cardiovascular and

chronic inflammatory disease. Liver biopsy specimens were scored by

using NAS by a single experienced liver pathologist.

Results: RDW was significantly higher in the severe inflammation

group in NAFLD (p \ 0.05). The areas under the ROC curves for the

predictive performance of AST, ALT, GGT and RDW in identifying

inflammation in NAFLD were 0.55 (0.41–0.68), 0.51 (0.37–0.64),

0.53 (0.39–0.67) and 0.73 (0.59–0.84) respectively and the differ-

ences of these values between RDW and other parameters were found

to be statistically significant (p \ 0.05). To determine the grading of

inflammation, the specificity for using the RDW as an indicator in

NAFLD patients was calculated to be 73.3 %, with 79.5 %

sensitivity.

Conclusion: RDW was a significantly sensitive and specific method

for the assessment of the inflammation in NAFLD patients.
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Background: Nonalcoholic fatty liver disease (NAFLD) is the most

common chronic liver injury around the world. It has been related to

dyslipidemia, diabetes, obesity and cardiovascular diseases.

Aim: To evaluate the predictive factors of NAFLD in patients with

coronary artery disease (CAD).

Methods: The study was performed in Northeast of Brazil, and

included patients who underwent elective coronary angiography

(CAG) from April 2009 to September 2011. All of them had clinical

suspicion of CAD: stable angina pectoris, chest pain, or they per-

formed CAD to prognostic evaluation after acute myocardial

infarction. CAD was defined as the presence of obstructive lesions

in the coronary arteries or in their major branches. Severity of CAD

criteria: obstruction C70 % and Gensini scoring system. NAFLD

criteria: the presence of hepatic steatosis on abdominal ultrasound;

exclusion of other chronic liver diseases; ethanol intake C20 g/day.

To statistical evaluations were performed an independent t test,

ANOVA and Pearson’s Chi squared test. Multivariate regression

analysis was used to measure the strength of the relationship

between risk factors and the concomitant presence of CAD and

NAFLD.

Results: The study included 244 patients, who underwent CAG;

63.5 % had CAD, and 28 % of them presented NAFLD. NAFLD

was related to high central obesity, BMI, elevated triglycerides and

ALT levels, insulin resistance and metabolic syndrome (P \ 0.05).

Patients with NAFLD had a high prevalence of CAD severity

(Gensini scoring). The regression analysis showed that concomitant

occurrence of CAD and NAFLD was positively correlated with

diabetes, high levels of ferritin, insulin and GGT and low levels of

HDL cholesterol.

Conclusion: NAFLD was frequent among CAD patients; these cases

had more severe CAD; diabetes; high levels of insulin, ferritin,

GGT, and low levels of HDL-cholesterol were predictive factors of

NAFLD. The results suggest the clinical relevance to investigate

NAFLD in patients with cardiovascular diseases.
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Non alcoholic steatohepatitis in a young man with cystic fibrosis
a hitherto unrecognised cause of CF related cirrhosis?
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A male patient aged 18, with Cystic Fibrosis developed diabetes. O/E

His liver was palpable at 2 cm below the costal margin. The spleen tip

was palpable.

Investigations: Albumin 39 g/l, Alk. Phos. 602, ALT 69, AST 74,

Bilirubin 8, GGT 35.

Ultrasound showed increased echogenicity of the liver and early

changes of cirrhosis mild splenomegaly of 13.8 cm. OGD showed no

varices.

Liver biopsy, showed predominant features of steahepatitis/fibro-

sis with severe fatty changes, prominent hepatocyte ballooning,

nuclear vacoulation, and extensive zonal fibrosis, in places heading

towards early cirrhosis. Many ballooned hepatocytes contain Mal-

lory’s hyaline (confirmed by ubiquitin immunostaining).

Although fatty change is well documented to occur in the liver of

CF patients, steatohepatitis has not been described. Obesity and dia-

betes mellitus are possible risk factors in this case.

Liver involvement in CF has been recognised for over 50 years

predominantly based on post mortem studies. Symptomatic liver

disease is an uncommon complication, reported in less than 5 %.

Typically CF-induced liver disease is reported as a multilobular bil-

iary cirrhosis with inspissated bile plugs. Insulin resistance and

oxidative stress are two factors commonly present in CF that has a

key role in the pathogenesis of non-alcoholic steatohepatitis.
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Hypobetalipoprotenemia, iron and insulin resistance: first
and second hits in NASH related cirrhosis and hepatocellular
carcinoma
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Non alcoholic fatty liver disease (NAFLD) and its associations were

observed in three generations of a family affected by familial hypobe-

talipo-proteinemia. The propositus, aged 50 years, was diagnosed as

having HFE-unrelated haemochromatosis with non-alcoholic steato-

hepatitis (NASH) on biopsy having presented with bleeding varices due

to cirrhosis aged 41 and 6 years later progressed to multifocal hepato-

cellular carcinoma. His aunt was known to have cirrhosis with NASH

and poorly controlled Type II diabetes mellitus. His son, a 29-yr-old

male presented with abnormally elevated levels of transaminases and a

fatty liver. Lipoprotein electrophoresis confirmed that all three have

familial hypo-betalipoprotenaemia, a syndrome in which the plasma

levels of apolipoprotein B (apo-B) and cholesterol are abnormally low.

The genetic defect causing diminished synthesis of apoB-100 (a rate-

determining step in VLDL assembly), impairs the ability of the hepa-

tocytes to export triglycerides and cholesterol esters. Of 138

consecutive patients evaluated for fatty liver in our clinic a plasma

cholesterol concentration of less than 2 mmol/l was found only in this

kindred. Although hepatic steatosis is well documented in abetalipo-

protenemia, steatohepatitis is not a typical finding.

Fatty liver may lead to steatohepatitis and fibrosis via oxidative

stress and lipid peroxidation promoted by hepatic iron overload and
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insulin resistance; hyperinsulinemia, in turn, has been reported to

attenuate apoB-100 synthesis.

Hypobetalipoprotenemia associated hepatic steatosis should

therefore be regarded as a potential first hit predisposing to NASH

and cirrhosis when, as in this family, second-hits such as iron over-

load and insulin resistance are operative.

Topic: 5 Autoimmune Hepatitis and Cholestatic Liver

Disease

Absno: 81

Association of variants of ABCB11 with transient neonatal
cholestasis

Liyan Liu1, Jianshe Wang2, Xiaohong Wang2, Qirong Zhu2

1Qilu Children’s Hospital of Shandong University, Jinan, 2Children’s

Hospital of Fudan University, Shanghai, China

Background & Aims: The bile salt export pump (BSEP), encoded by

ABCB11, is the principal conveyor of bile acids from hepatocyte

cytoplasm into canaliculi. Defects in the protein can cause progressive

or benign recurrent intrahepatic cholestasis. However, the relationship

of ABCB11 variant with transient neonatal cholestasis (TNC) is

unclear. The aim of this study is to explore the association between

ABCB11 variants and TNC.

Methods: In this case–control study, 192 children with TNC referred

to the Children’s Hospital of Fudan University, a tertiary referral

hospital in eastern China, were enrolled; and 196 healthy children

were selected as controls. Part of the promoter and exons of the

ABCB11 gene were sequenced directly in these children. The SNP

site of V444A was tested by real-time PCR. Potential consequences of

variants were predicted by using bioinformatics software. The bio-

chemistries were compared between the patients with and without

possibly pathogenic variants/mutations.

Results: Twenty-eight variants were detected in the study, including

fourteen novel ones. Four novel, possibly pathogenic variants/muta-

tions I416I, K436N, R928Q and IVS7+5G[A were detected in six

patients. c-glutamyltransferase (GGT) levels of these six children were

lower than those without these possibly pathogenic variants/mutations

(P = 0.054). The genotypic distribution of the four SNP sites V444A,

A535A, A865V and A1082A, that influence BSEP expression, had no

significant difference in TNC patients and healthy children.

Conclusions: About 3 % patients with TNC are caused by ABCB11

mutations. Some common SNP sites may have no impacts on TNC

individually.
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Manometric assessment of esophageal motility in patients
with primary biliary cirrhosis

Mehmet Bektas, Gülseren Seven, Ramazan İdilman, Yusuf Ustun,
Onur Keskin, Ali Tüzün, Cihan Yurdaydın, Kadir Bahar,
Abdulkadir Dökmeci, Kubilay Cinar, İrfan Soykan

Gastroenterology, Ankara University, School of Medicine, Ankara,

Turkey

Introduction/aim: Esophageal motility abnormalities are well known

in scleroderma, Sjögren’s syndrome (SS), and some rheumatic dis-

eases with sicca syndrome. However data about esophageal motility

in patients with Primary biliary cirrhosis (PBC) is lacking The aim of

this study is to investigate whether any esophageal motor dysfunction

exists in patients with PBC.

Method: The study was performed in 37 patients (36 women, mean

age: 56.3 ± 10.0 years) who met clinical, biochemical and histolog-

ical criteria for PBC. Except one, all patients had compensated liver

disease. Thirty-seven healthy, age-matched individuals were also

included in the study as a control group. Patients entering the study

were asked to complete a symptom questionnaire concerning the

presence of heartburn, dysphagia and epigastric pain. Esophageal

manometry was performed by using a single catheter containing 8

microperfusion state pressure transducers spaced at 5 cm intervals

and attached to an online computer. Lower or higher distal esophagus

contraction amplitude, hypotansive or hypertensive lower esophageal

sphincter pressure were assessed. Any abnormality in these assess-

ments led to the diagnosis of esophageal dysmotility.

Results: Epigastric pain was observed in 7 (19 %), dysphagia in 6

(16 %), and heartburn in 5 (14 %) of the patients. Of 37 patients who

had undergone upper GI endoscopy, 4 patients had esophagitis.

Manometric findings, in PBC patients vs. controls were as follows:

LES pressure (mmHg; x ± SD): 24.56 ± 9.56 vs. 20.24 ± 7.59,

p = 0.03; distal esophagus contraction amplitude (mmHg; x ± SD):

76.18 ± 39.55 vs. 60.94 ± 23.91, p = 0.05); LES relaxation duration

(sc, x ± SD): 6.10 ± 1.18 vs. 8.29 ± 1.92, p = 0.000, respectively.

Esophageal dysmotility was detected in 16 of 37 patients (43.2 %)

with PBC, but in none of the healthy volunters.

Conclusion: Esophageal dysmotility was detected 43.2 % of patients.

None of them were clinically symptomatic. The study suggest that

subclinic esophageal dysmotility is frequent in patients with PBC and

is independent of stage of liver disease.
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The efficacy of fenofibrate compared to that of bezafibrate
in treating patients with asymptomatic primary biliary cirrhosis

Kazufumi Dohmen1, Hirofumi Tanaka1, Masatora Haruno2

1Internal Medicine, 2Radiology, Chihaya Hospital, Fukuoka, Japan

Background and aims: Treatment with ursodeoxycholic acid

(UDCA) improves the survival of asymptomatic primary biliary cir-

rhosis (aPBC) patients. Fibrate could be useful in a PBC patients who

are refractory to UDCA. The mechanism of action of fibrate involves

regulation of expression of various kinds of lipids and proteins

through the activation of proxisome proliferator-activated receptor

alpha (PPAR-a). However, binding activity of fenofibrate to PPAR-a
is stronger than that of bezafibrate. The aim of this study is to evaluate

the efficacy of fenofibrate in patients with aPBC who are refractory to

UDCA, and to compare the efficacy of fenofibrate with bezafibrate.

Methods: We undertook a pilot study involving 14 patients with

aPBC treated with fenofibrate plus UDCA, and 6 patients with aPBC

with bezafibrate plus UDCA.

Results: Fourteen patients received fenofibrate (80 mg/day) in addi-

tion to UDCA (fenofibrate group) and six patients received

bezafibrate (400 mg/day) in addition to UDCA (bezafibrate group) for

48 weeks. Serum alkaline phosphatase (ALP) and c-glutamyl trans-

peptitase (cGTP) in fenofibrate group decreased at 48 weeks

(247.6 ± 66.2, 51.3 ± 41.6 IU/l) compared with baseline values

(522.5 ± 181.4, 197.1 ± 98.4 IU/l) IU/l (p \ 0.0001), respectively.

Serum IgM level in fenofibrate group also decreased at 48 weeks

(215.3 ± 111.2 mg/l) compared with baseline values (337.6 ± 160.6
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mg/l) IU/l (p \ 0.001). ALP, cGTP and IgM decreased in bezafibrate

group as well and the decreased values in ALP, cGTP and IgM were

not significantly confirmed between both groups. Low density cho-

lesterol, total cholesterol and uric acid decreased more in fenofibrate

group compared to bezafibrate group.

Conclusion: Combination therapy of fenofibrate plus UDCA induced

significant biochemical improvement in patients aPBC. Lipid and uric

acid lowering action by fenofibrate for aPBC is superior to that by

bezafibrate.
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Outcome after evaluation for liver transplantation in patients
with primary sclerosing cholangitis

Noriyo Yamashiki1,2,3, Yasuhiko Sugawara1,4, Sumihito Tamura4,
Junichi Kaneko4, Junichi Togashi4, Tomohiro Tanaka1, Suguru
Mizuno3, Kenji Hirano3, Hiroyuki Isayama3, Kazuhiko Koike3,
Norihiro Kokudo1,4

1Organ Transplantation Service, The University of Tokyo,
2Department of Gastroenterology, Sanno Medical Center,

International University of Health and Welfare, 3Department of

Gastroenterology, 4Artificial Organ and Transplantation Division,

Department of Surgery, The University of Tokyo, Tokyo, Japan

Background and aims: Primary sclerosing cholangitis (PSC) consists

of about 5 % of all indications for liver transplantation (LT). Although

higher rate of recurrent PSC after living donor LT (LDLT) has been

reported, LDLT may be a life-saving procedure when the probability of

receiving deceased donor LT (DDLT) is limited. We evaluated patient

outcomes following referral to a single high volume transplant center.

Patients and methods: From 1996 to March 2012, 67 patients with

PSC were referred to our hospital for liver transplantation. Their

baseline characteristics and outcomes were analyzed.

Results: Overall, the mean (± SD) age was 30 ± 14 years, 45 (67 %)

were male, and 21 (31 %) were complicated with IBD. Out of 67 patients,

14 underwent LDLT (LDLT group), 15 were listed for DDLT (DDLT-

List group), and 29 were regarded as too early for LT. The

remaining 9 patients were dropped from evaluation due to bile duct

malignancies (n = 4), and other reasons (n = 5). At referral, median

MELD score (37 vs. 26), revised PSC risk score (3.14 vs. 1.63), and

total bilirubin level (13.2 vs. 5.2) were higher in LDLT group than

in the DDLT-List group. Only one patient in the DDLT-List group

eventually underwent DDLT. The 1- and 5-year survival after

referral in LDLT group was superior to that in the DDLT-List

group, 92 % and 92 %, and 87 % and 39 %, respectively

(p = 0.01). Liver failure was the predominant cause of death in 7 of

8 deceased patients in DDLT-List group, whereas graft failure sec-

ondly to recurrent PSC in 4 of 5 deceased patients in LDLT group.

Conclusion: LDLT is a treatment of choice as a life-saving procedure

in countries where the number of DDLT is still limited.
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Increased intrahepatic miR-155 and miR-146a in autoimmune
hepatitis may participate in the pathogenesis by regulating Th1
and Treg responses

Chisato Saeki, Hiroki Takahashi, Masanori Nakano,
Keiko Takano, Ryo Nakagawa, Hisao Tajiri, Mikio Zeniya

Jikei University School of Medicine, Tokyo, Japan

Background/aims: miRNA plays a critical role in autoimmune dis-

eases. We investigated the integrated profiling of intrahepatic miRNA

and mRNA in autoimmune hepatitis (AIH) to reveal how miRNA

relate to the pathogenesis of AIH.

Methods: Liver biopsies were obtained from 4 AIH patients and 4

normal livers (NL). Expression profiling of miRNA and mRNA were

analyzed by microarray method. Differentially expressed miRNA or

mRNA were extracted (p value \ 0.05, fold change [ 2) and clas-

sified by biological functions using Gene ontology (GO) method.

Validation study of genes expression was performed by qRT-PCR,

immunohistochemistry (IHC) and in situ hybridization (ISH).

Results: miRNA microarray analysis revealed that 23 miRNA were

found to be differentially expressed in AIH as compared with NL.

miR-155 was the most up-regulated miRNA (fold change 6.7,

P value 0.0063) and miR-146a was also significantly up-regulated

(fold change 2.34, P value 0.0382) in AIH.qRT-PCR confirmed

significantly increase of miR-155 and miR-146a in AIH. ISH and

IHC staining showed that miR-155 and miR-146a were expressed

in CD4 cells in portal tract. cDNA microarray analysis revealed

that 1564 genes were found to be differentially expressed in AIH.

GO analysis revealed that most differently expressed genes (fold

change [ 10) contained immune response related genes including

Th1 response (CXCL9, 10, 11, CXCR3, IFN-c, T-bet, TNF) and

suppression of effector T cell activity related genes (CTLA4,

FOXP3, PD-1, BTLA) which were frequently expressed in regu-

latory T cells (Tregs). Significantly increased expressions of these

genes were confirmed by qRT-PCR. IHC staining revealed that

both Th1 cells and Tregs infiltrated more frequently in AIH

patients.

Conclusions: Significantly increased miR-155, miR-146a and Th1,

Treg related genes was observed in AIH. Since miR-155 and

miR-146a are reported to have regulatory potential in differentiation

and function of Th1 cells and Tregs, increased expression of miR-155

and miR-146a may participate in the pathogenesis of AIH by regu-

lating Th1 and Treg responses.
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Diagnostic relevance and clinical significance of MIT3, Anti-
gp210 and Anti-sp100 in Chinese patients with primary biliary
cirrhosis

Weijia Duan1, Xiaojuan Ou1, Hong You1, Hong Ma1,
Qianyi Wang1, Xinmin Li1, Gary L. Norman2,
Jidong Jia1

1Beijing Friendship Hospital, Capital Medical University, Beijing,

China, 2Director of Research & Development INOVA Diagnostics

Inc., San Diego, CA, USA

Background/aims: Detecting antibodies against mitochondrial and

nuclear antigens plays a key role in the diagnosis of PBC. This study

was to validate the diagnostic relevance of the PBC Screen ELISA

(QUANTA Lite�, INOVA Diagnostics) which detects the 3 major

mitochondrial (MIT3) and 2 nuclear (gp210 and sp100, both INOVA

Diagnostics) antigens in Chinese patients with PBC.

Methods: The PBC Screen and individual antibodies to MIT3, anti-

gp210, anti-sp100 were measured in the sera of 90 patients who were
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either positive for AMA-M2 (Euroimmun) and/or histologically

proven PBC. 66 patients were followed more than one year to observe

the response of UDCA (13–15 mg/kg/day) treatment.

Results: The PBC screen, MIT3, anti-gp210 and anti-sp100 were

positive in 94.4 % (85/90), 88.9 %(80/90), 33.3 % (30/90) and

13.3 %(12/90) of PBC patients, respectively. The PBC Screen test was

positive in 10/14 (71.4 %) of patients who were negative for AMA-M2

(Euroimmun), with 6 positive for MIT3 only, 1 for MIT3 and Sp100, 2

for gp210 only and 1 for gp210 and sp100 by the individual assays.

Compared with gp210-negative patients, gp210-positive patients had

lower serum albumin (34.9 ± 6.0 vs. 38.0 ± 5.0 g/L, p = 0.014) and

cholinesterase activity (5.4 ± 2.4 vs. 6.5 ± 2.3 KU/L, p = 0.042) and

a tendency of higher baseline ALT, AST, ALP and TBIL (p [ 0.05).

The prevalence of anti-gp210 and anti-sp100 were similar in UDCA

biochemical responders (N = 45) and nonresponders (N = 21).

Conclusions: The PBC Screen is a more sensitive diagnostic test for

Chinese patients with PBC. Anti-gp210 may be a biomarker of dis-

ease severity in PBC.
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Analysis of HLA alleles polymorphism in Chinese patients
with primary biliary cirrhosis

Dan-Tong Zhao1, Hui-Yu Liao1,2, Xin Zhang1, Yan-Min Liu1,2,
Yan Zhao1, Hai-Ping Zhang1, Li-Mei Sun1, Yin-Xue Ma1,
Hui-Ping Yan1

1Clinical Research Center for Autoimmune Liver Disease,
2Department of Liver Disease Immunology, Beijing You’an Hospital,

Capital Medical University, Beijing, China

Backgrounds: Primary biliary cirrhosis (PBC) is a relatively uncom-

mon liver disease, twins and family studies suggest there is a significant

genetic component to PBC. An association of HLA-DRB1*08:01
antigen is reported in PBC patients in western countries. However, the

inability to replicate reported association has been a recurring problem,

and new novel associations have been reported in China. We reinves-

tigated HLA-A/B/DRB1/DQB1 alleles in PBC patients in China.

Methods: Sequencing based typing polymerase chain reaction (SBT-

PCR) was applied to investigated HLA-A/B/DRB1/DQB1 alleles in a

total of 146 PBC patients and 500 normal controls. The susceptibility

was analyzed statistically by SPSS 16.0 software.

Results: There was a clear and significant association with HLA-

DRB1*08:03 and DQB1*06:01 in PBC patients compared to healthy

controls (21.92 % vs. 9.0 %, P \ 0.0001, OR = 2.44; and 30.82 %

vs. 17.8 %, P = 0.001, OR = 1.73). There was also a significant

protective association with DQB1*03:01 in Chinese PBC patients

(21.23 % vs. 39.2 %, P \ 0.001, OR = 0.54).

Conclusions: A complex relationship exists between HLA and Chi-

nese PBC patients, and the associations with HLA-DRB1/DQB1

alleles in Chinese PBC patients are different from other reports, which

maybe population specific.
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The novel CD4+CD25+ FoxP3+ Treg effector molecule fgl2
correlates with degree of liver inflammation and contributes
to autoimmune hepatitis

Guo Ai1, Weiming Yan1, Ke Ma1, Haijing Yu1, Xiaoping Luo2,
Jiaquan Huang1, Qin Ning1

1Department of Infectious Disease, 2Pediatrics Department, Tongji

Hospital, Tongji Medical College, Huazhong University of Science &

Technology, Wuhan, China

Background and aims: Human fibrinogen-like protein 2 (FGL2/fi-

broleukin) has been shown to contribute to CD4+CD25+ FoxP3+

regulatory T cells (Treg) activity in autoimmune glomerulonephritis,

MHV-3-induced murine fulminant hepatitis and correlates with the

severity of HCV infection. Here we aimed to investigate if the FGL2 as

novel effector molecule of CD4+CD25+ FoxP3+ regulatory T cell

contributes to development of autoimmune hepatitis (AIH).

Methods: Peripheral blood Treg, intrahepatic FoxP3 levels, Plasma

and intrahepatic levels of FGL2 were measured in patients with AIH

and compared to healthy controls. The expression of FGL2 in Treg

cells was measured by laser scanning confocal microscope (LSCM).

Correlation of FGL2 plasma levels with clinical parameters reflecting

liver injury and inflammation grades and fibrosis stages of hepatic

tissue of AIH were analyzed.

Results: The frequency of CD4+CD25+ FoxP3+ Treg cells in blood

in patients with AIH was reduced. FGL2 mainly expressed in Treg

cytoplasm as a secreted protein. The intrahepatic FoxP3+ Treg fre-

quency and FGL2 level was higher in AIH patients compared with

that in healthy controls. Plasma FGL2 levels were significantly

higher in AIH patients during active phases of the disease

(22.09 ± 2.16 ng/ml, n = 24) compared to that during disease

remission (12.75 ± 3.43 ng/ml, n = 5, p \ 0.05) and in healthy

controls (13.29 ± 2.34 ng/ml, n = 10, p \ 0.05). A positive corre-

lation was found between plasma levels of FGL2 and TBil

(r = 0.675, p \ 0.01), whereas no apparent correlation was observed

between FGL2 and ALT, or other parametes including AST, DBil,

ALP, r-GT, LDH, ALB, coagulation (INR), PTA, and fibrinogen

respectively. Elevated plasma FGL2 correlated with liver inflamma-

tion grades while no correlation with fibrosis stages (S0–S2).

Conclusions: Our data suggested that the high expression of FGL2 as

the novel effector molecule of intrahepatic CD4+CD25+ FoxP3+

regulatory T cell correlated with degree of inflammation in patients

with AIH, and contributes to the development of autoimmune

hepatitis.
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Genome-wide association study identifies TNFSF15
and POU2AF1 as susceptibility loci for primary biliary
cirrhosis in the Japanese population

Minoru Nakamura1,2,3, Nao Nishida4,5, Minae Kawashima4,
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Medicine, The University of Tokyo, Tokyo, 5The Research Center for

Hepatitis and Immunology, National Center for Global Health and

Medicine, Ichikawa, 6Department of Medicine, Teikyo University

School of Medicine, Tokyo, 7Department of Human Pathology,

Kanazawa University Graduate School of Medicine, Kanazawa, Japan

To identify susceptibility loci for primary biliary cirrhosis (PBC), a

genome-wide association study (GWAS) was performed in a 963

Japanese individuals (487 PBC cases and 476 healthy controls) and in

a subsequent replication study that included 1402 other Japanese

individuals (787 cases and 615 controls). In addition to the most

significant susceptibility region at HLA, we identified two significant

susceptibility loci, TNFSF15 (rs4979462) and POU2AF1 (rs4938534)

(combined odds ratio (OR) = 1.56, P = 2.84 9 10-14 for rs4979462

and combined OR = 1.39, P = 2.38 9 10-8 for rs4938534). Among

21 non-HLA susceptibility loci for PBC identified in GWASs of

European descent, three loci (IL7R, IKZF3, and CD80) showed sig-

nificant associations (combined P = 3.66 9 10-8, 3.66 9 10-9, and

3.04 9 10-9) and STAT4 and NFKB1 loci showed suggestive asso-

ciation with PBC (combined P = 1.11 9 10-6 and 1.42 9 10-7,

respectively) in the Japanese population. These observations indicated

1) ethnic differences in genetic susceptibility loci to PBC and 2) the

importance of TNF signaling and B cell differentiation for the

development of PBC in European descent and Japanese individuals.
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Long-term prognosis of patients with primary biliary cirrhosis
(PBC) have a biochemical response to ursodeoxycholic acid
and bezafibrate in Japanese

Keiko Takano, Hiroki Takahashi, Chisato Saeki, Masanori
Nakano, Yuichi Torisu, Katsushi Amano, Kazuhiko Koike,
Hisao Tajiri, Mikio Zeniya

Gastroenterology, The Jikei University School of Medicine,

Tokyo, Japan

Background/aims: PBC is a chronic progressive liver disease of

presumed autoimmune etiology. Ursodeoxycholic acid (UDCA) and

bezafibrate have been used as the standard therapy for PBC in Japan.

We aim to evaluate the retrospective long-term outcomes of treatment

with UDCA and bezafibrate in PBC patients who achieved biochemical

response, as defined by liver-related death, liver transplantation (LT),

and development of hepatocellular carcinoma (HCC).

Methods: The study population comprised 329 PBC patients (male: 51,

female: 278) with a mean age of 54 years old, who received either UDCA

or UDCA plus bezafibrate treatment for a mean period of 11 ± 22 years.

Biochemical response after 1 year of treatment was defined as proposed

by ParisIIcriteria (serum bilirubin \1 mg/dL, ALP \1.5-fold the upper

limit of normal (ULN), and ALT \1.5-fold the ULN).

Results: A total of 258 patients (78.4 %) responded to UDCA (187

patients) or UDCA plus bezafibrate (71 patients) treatment according to

ParisIIcriteria. In contrast, 71 patients (21.6 %) did not respond to

UDCA (36 patients) or UDCA plus bezafibrate (35 patients). Male had

higher liver enzymes at enrollment (ALT: male 124U/L vs. female 85

U/L, ALP:740U/L vs. 688U/L, total bilirubin: 1.14 mg/dl vs. 0.93 mg/dl)

and response rate was worse than female (31 of 51 male (60.8 %), 227 of

278 female (81.7 %) were responders). During the follow-up periods of

all patients, 8 patients (2.4 %) died and 6 underwent LT (1.8 %), 9

developed HCC (2.7 %). LT or liver failure or HCC-free survival in

responders was 100 % after 5 years, 98.3 % after 10 years, 93.8 %

after 15 years, 83.3 % after 20 years. On the other hand, that was

90.1 % after 5 years, 84.1 % after 10 years, 60.7 % after 15 years,

26.1 % after 20 years in non-responders.

Conclusions: Results of our study suggest that PBC patients with

biochemical response to UDCA and bezafibrates achieved a good long-

term prognosis, and that male PBC patients had higher liver enzymes at

enrollment and tend to have a worse course than female patients.
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Complete ALT normalization in the initial therapy
with prednisone is needed to prevent the relapse
of autoimmune hepatitis

Masanori Nakano, Hiroki Takahashi, Ryo Nakagawa,
Chisato Saeki, Yuichi Torisu, Mikio Zeniya

Gastroenterology and Hepatology, The Jikei University School

of Medicine, Tokyo, Japan

Background/aim: Autoimmune hepatitis (AIH) is an immune-med-

iated chronic liver disease. Though prednisone is effective in large

majority, the relapse during dose reduction after the induction therapy

is a serious clinical problem. We evaluated the importance of ALT

normalization in the initial prednisone therapy.

Methods: Correctly diagnosed 176 AIH patients treated with pred-

nisone as remission induction therapy were enrolled in this

retrospective study. We divided them to two groups according to the

achievement of complete ALT normalization (\35 IU/l) during

therapy. Laboratory data and pathohistological feature at diagnosis

were evaluated. In normalized group, the period took until ALT

normalization was studied. In non-normalized group, minimum ALT

levels during therapy were studied. We also analyzed the occurrence

of relapse during therapy.

Results: ALT level was completely normalized in 139 patients (the

period was 5.9 ± 7.4 week) and not normalized in 37 patients. There

were no significant difference in age, ALT levels, IgG and AIH score and

primary dose of prednisone in two groups. However, the percentage of

the patients with severe fibrosis was significantly higher in non-nor-

malized group (p \ 0.001). The frequency of relapse and the percentage

of multi-relapsed patients were significantly lower in normalized group

(p \ 0.005). The patients whose ALT were normalized but relapsed

later had a significantly higher percentage of advanced fibrosis

(p \ 0.05) and took a long period to normalize ALT (p \ 0.01) com-

pared with the patients without relapse. Among not normalized patients,

56 % of them were treated with prednisone continuously. Though ALT

level became under 70 IU/l in 80 % of them, all patients relapsed later.

Conclusion: It became clear that ALT normalization with predni-

sone therapy contribute to reduce the risk of relapse. Since all

patients whose ALT level became under 70 IU/l but not normal-

ized relapsed later, complete ALT normalization may be needed to

prevent relapse.
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Autoimmune hepatitis in India: single non-transplant tertiary
referral centre experience
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Gastroenterology, Bombay Hospital and Medical Research Centre,

Mumbai, India

Background and aims: Autoimmune hepatitis is considered to be

rare in Asia–Pacific region, with few long term data. This study was

planned to estimate the burden & natural history of AIH in a single

non-transplant tertiary referral centre.

Methods: We studied 181 patients attending our liver clinic (79 patients

prospectively from January 2010, 102 patients retrospectively from April

1994 to December 2009). 125 patients with any follow up (65 Definite

AIH; 81 females; median age 46, range 8–79) were included in study.

Results: Amongst prospectively studied, incidence and prevalence

rates were 1.93 and 2.54 %. 89 patients qualified as Type I AIH, 14 as

type II AIH and 22 were autoimmune markers negative. 8 patients had

an acute presentation, 85 had cirrhosis (50 were decompensated), 9 had

acute on chronic liver failure and 7 were incidentally detected. 19

patients had preceding history of drug intake (ayurvedic/Anti tuber-

culosis medicines). 14 had associated autoimmune illnesses (Hypothy-

roidism commonest). 104 patients received steroids initially, alone or in

combination; 59 received azathioprine at some point of time; 14

patients (10 relapsers) received mycofenolate mofetil, while 1 received

cyclosporine. 10 patients relapsed, while 9 developed disease flares.

After a median follow up of 7 years (range 0.1–17 years), 15 patients

died (12 of liver decompensation) and 2 underwent liver transplanta-

tion. 11 patients had improvement on repeat liver biopsy, with 5

showing complete cirrhosis reversal. By Cox regression analysis, fail-

ure to normalize ALT within 12 months was strongly associated with

liver related death or transplantation.

Conclusion: AIH, though uncommon, needs to be kept in mind as early

treatment is associated with significantly good long term prognosis.
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Background: The PEGAZ group was established to describe the

pediatric hepatology problems in Poland. This study presents the data

about the course of AIH in Polish children.

Methods: The questions about the rate of AIH patients with abnor-

malities in laboratory parameters at the diagnosis and at the moment

of the survey were sent to 18 hospitals.

Results: 442 AIH children (M-29 %, F-71 % mean age 11 years) were

identified. Subjects were observed from few months to 12 years. After

the diagnosis of AIH all children received prednisone or

prednisone + azathioprine therapy. At the moment of diagnosis AIH

presented as acute hepatitis in 40 % and as deterioration of chronic liver

disease in 36 % of subjects. ALT activity was increased in all patients.

Increased bilirubin was present in 73 %, prothtombin time in 42 %, IgG

and gammaglobulins in 92 and 89 % of patients. All children had

necroinflammatory changes in initial liver biopsy and 57 % had grading

3 or 4. Liver fibrosis was present in 97 %. 147 patients reached adult-

hood, 11 underwent LTx and 6 patients died. 255 children are still

treated at pediatric centers and were available for evaluation. At the

moment of the survey the laboratory results improved. ALT activity was

abnormal in 54 %. Bilirubin was abnormal in 19 %, prothrombine time

in 20 %, IgG and gammaglobulins in 21 % and 22 % of children. 12 %

of children discontinued therapy and remained free of any medication.

70 % continued combined prednisone + azathioprine therapy and

16 % were on prednisone or azathiorprine monotherapy. 1 % of chil-

dren received cyclosporine A.

Conclusions: In this population based observational study we confirm

that therapy of children with AIH improves laboratory test results

however the rate of full AIH remission is limited and children with

AIH are at risk of death or need for LTx.
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Background: De novo or reactivation of autoimmune hepatitis (AIH)

has been reported during or a short time after administration of

interferon (IFN) in patients treated for hepatitis C (HCV). Reports on

AIH in the long-term follow up after IFN treatment are scarce.

Methods: Patients diagnosed with both HCV and AIH were identified

in the clinical databases of four gastroenterology departments. The

medical records of patients diagnosed with AIH after IFN therapy was

retrospectively assessed.

Results: Five patients (four female, one male) with a mean age of

50 years (range: 34–59) were found. AIH developed at a mean of

4.8 years (range: 1–10) after therapy of HCV. Three had sustained viral

response to anti-viral therapy and two were non-responders. All were

treated by immunosuppressive therapy after diagnosis of AIH. Bio-

chemical remission was achieved in four patients while one had an

aggressive course and died despite immunosuppressive therapy. We

could not identify risk factors associated with the development of AIH.

Conclusions: AIH may develop in patients treated with INF. Not only

during or a short term after therapy; it can also be present a long term

after discontinuation of therapy.
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Background Antibodies to soluble liver antigen (anti-SLA) are specific

serological markers of autoimmune hepatitis (AIH). The clinical sig-

nificance and estimated prevalence of anti-SLA have never been

reported among AIH patients from Italy and Turkey. Aims To retro-

spectively assess the estimated prevalence, sensitivity, specificity and

clinical significance of anti-SLA in AIH and various liver diseases.

Methods A total of 986 patients who had been tested for serum anti-SLA

were included in study. The presence of anti-SLA was detected by

recombinant enzyme linked immunosorbent assay and immunoblot.

The general characteristics and outcome of patients were obtained from

their medical records. Results Antibodies to SLA were found in 30

(3 %) of 986 patients. Of these, 27 (90 %) had AIH or its variants, while

the remaining 3 (10 %) had primary biliary cirrhosis. The prevalence of

anti-SLA was 9 % in AIH patients from Italy and 15 % in patients from

Turkey. The specificity of these antibodies was 99.5 % while sensitivity

was 11 %. The positive predictive and negative predictive values were

90 and 77.5 %, respectively (95 % confidence interval). Biochemical

remission was achieved in 90 % of anti-SLA positive AIH patients

whereas relapse after immunosuppressive withdrawal or during main-

tenance therapy was observed in 53 % of the patients. Conclusions

Seropositivity for anti-SLA occurs at similar frequencies in AIH

patients from different geographical regions and ethnic groups. The

sensitivity of anti-SLA is low but it has high specificity for AIH. Further

studies are necessary to prove clinical significance of anti-SLA in AIH.
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Background and aims: Celiac disease (CD) is a gluten sensitive

enteropathy diagnosed on the basis of modified Marsh’s histological

criteria and clinical response to gluten free diet. Hepatic disorders have

been found to complicate the clinical course of CD. The aim of this

study is to analyse the spectrum of liver diseases in patients with CD.

Methods: Twenty four patients with concomitant celiac disease and

hepatic abnormalities were analysed for clinical profile, laboratory

investigations, duodenal and liver biopsy. Histological evaluation of

pre and post treatment duodenal and liver biopsies was performed,

with immunohistochemical supplementation.

Results: Fourteen patients presenting with celiac disease subse-

quently developed abnormal liver function tests; ten patients

presenting with liver disease were found to have tissue positive

transglutaminase (TTG) in 70 %, anti-gliadin antibodies (AGA) in

60 % and endomyseal antibodies (EMA) in 20 % of the patients.

Markers for Autoimmune Hepatitis were positive in 6 of the total 24

patients. Liver histology ranged from mild reactive hepatitis, chronic

hepatitis, steatosis to cirrhosis. Liver biopsies following a gluten free

diet were available in 6 cases, of which 5 cases showed decrease in

the amount of steatosis and lobular inflammation; among these 5,

three cases also showed reduction in fibrosis score. Immunohisto-

chemistry for CD4 and CD8 was done in 6 cases; two of these cases

showed reduction of CD4 and CD8 positive cells in portal tracts on

gluten free diet.

Conclusions: Hepatic abnormalities may have a celiac etiology, and

the patients may present with either celiac disease or secondary

hepatic derangement. Hence evaluation for possible presence of celiac

disease should be recommended in the management protocol of

patients presenting with asymptomatic elevation of liver enzymes,

unexplained chronic liver disease or autoimmune hepatitis. A trial of

gluten free diet may result in clinico-pathological improvement of

both celiac disease and associated liver diseases.
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Background: The natural history of HBV (Hepatitis B virus) infec-

tion is different in children from that of the adults. It commonly takes

the form of an asymptomatic chronic infection, usually diagnosed

incidentally or on epidemiological investigation. Commonly, acute

hepatitis B is a usually self-limiting disease. We describe a rare case

of acute on chronic liver failure (ACLF) in the course of concurrent

autoimmune and hepatitis B virus (HBV) infection.

Case report: A 15 year old male child presented with jaundice and

altered sensorium. Physical examination showed hepatosplenomeg-

aly. The liver function tests were markedly altered. Serology was

positive for anti LKM, HBsAg and IgM anti HBcAg. However, HBV

DNA was not detectable. Liver biopsy showed acute on chronic

hepatitis. Patient was started on treatment with azathioprine and

prednisolone with which clinical improvement was noted. After two

years of continued treatment a follow up biopsy was performed.

Although histological improvement was noted in disease activity, the

biopsy revealed marked replication of the HBV (immunohistochem-

istry for HBsAg and anti HBcore showed diffuse cytoplasmic and

nuclear positivity respectively). These findings suggest histological

reactivation although patient was clinically stable. At six months

follow-up there were raised liver enzymes and viral load, thus the

patient was started on Entecavir treatment.

Conclusion: Concurrent AIH with activation of HBV infection is rare,

but may be seen even when patient is clinically stable. Close follow up

for appropriate and timely therapeutic interventions is thus desirable.
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Objective: The histopathological findings of Alagille syndrome (AS)

are characterized by the reduction and disappearance of interlobular

bile ducts. However, in some patients diagnosed with AS, well-

defined interlobular bile ducts are present. The purpose of this study

was to clarify the histopathological features of the liver in AS.

Methods: The liver tissues of patients diagnosed with AS were

examined. Liver tissues obtained at autopsy from liver disease-free

children served as controls. This study was conducted as part of a

survey of AS by the study team led by Sumazaki. In this survey, a

total of 87 patients were diagnosed with AS at 61 different centers. Of

these, a total of 10 patients underwent liver biopsies. These biopsies

were examined histopathologically. To objectively evaluate the tissue

morphology, we performed image analysis.

Results: In AS patients, the number of portal tracts per section

ranged from 2 to 21. The ratio of interlobular bile ducts to the

number of portal areas (B/P ratio) was more than 0.6 in 3 of the

10 patients, which did not meet the diagnostic criteria for intra-

hepatic bile duct paucity. The interlobular bile ducts were oval or

irregular in shape, and the epithelial cells were reduced in number,

with enlarged, oval, or irregular-shaped nuclei. In all patients,

various degrees of ductular reaction were seen at not only the

periphery but also the center of the portal tract. In most patients,

the portal vein was narrowed, and the arterial wall was thickened.

In addition to normally occurring arteries, anomalous arteries were

found in some patients.

Conclusion: The histopathological findings of the liver in AS are

considered to be characterized by the reduction and disappearance of

interlobular bile ducts. However, in some patients, interlobular bile

ducts are present, and show an abnormal morphology.
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The autoimmune diseases of the liver are rare clinical entities which

are presented as autoimmune hepatitis (AIH), primary biliary cir-

rhosis (PBC), primary sclerosing cholangitis (PSC) or by their

combinations called overlap syndromes.

The aim of this study is to point out the higher incidence of the

overlap syndrome between AIH and PBC as it is presents in three

great hospitals in Athens Greece for the last five years.

Materials and methods: 250 patients suffering from autoimmune

liver diseases are under treatment in the referred hospitals. They have

had been under full clinical-laboratory examinations and liver biopsy.

Results: From the 250 patients, 70 (28 %) suffer from AIH, 84

(33 %) from PBC, 15 (6 %) from PBC with AMA negative, 26

(10 %) from PSC, 51 (20 %) by overlap syndrome autoimmune

hepatitis—PBC, 2 (0.8 %) from overlap syndrome AIH-PSC, and 2

(0.8 %) from overlap syndrome PSC-PBC.

In conclusion, From the referred data the overlap syndrome AIH-

PBC is very usual between the autoimmune diseases in the referred

three Athenian hospitals. This is in contrast to the lower incidence

percentages found in bibliography (5–10 %). More studies are needed

to prove our findings at least in the Greek geographic area.
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Background: Autoimmune hepatitis (AIH) is a distinct entity of liver

disease with nonspecific clinical manifestations. Most cases were

diagnosed after other cause of hepatic dysfunction has been ruled out.

Objective: To evaluate clinical profile of patients who were diag-

nosed as having autoimmune hepatitis.

Method: A cross-sectional study was done in patients who were

diagnosed as having autoimmune hepatitis between July 2009 and

November 2012 in Medistra Hospital, Jakarta. Demographic and

laboratory data were retrieved from the patient’s medical record.

Diagnosis of AIH was established using serological test or liver

biopsy. Data were analyzed and presented descriptively.

Results: There were 18 cases of autoimmune hepatitis; 13 (72.2 %)

were female. Patients’ mean age was 53.4 ± 19.1 years, ranging from

22 to 79 years old. Diagnosis of AIH was made mostly by positive

antinuclear antibodies in 16 (88.9 %) cases, 12 (67 %) of them had

ANA titre 1:1000 whereas 2 (11.1 %) others reach 1: 10,000. Twelve

patients underwent liver biopsy: 9 (75 %) patients showed features

suggestive of autoimmune disease; 10 (83.3 %) showed active

chronic hepatitis and 9 (75 %) had fibrosis, including 5 cirrhosis. Six

patients underwent protein electrophoresis assay; four of them had

hypergammaglobulinemia. Patients were treated with corticosteroids.

Despite improved liver function test, 4 patients showed similar his-

topathology after therapy. Clinical improvement was observed in

cirrhotic patients. Most patients are currently still under treatment.

Conclusion: Autoimmune hepatitis should be considered when a

specific cause of liver dysfunction cannot be found. Treatment with

corticosteroid may improve liver function and cirrhosis symptoms

clinically, but histopathological improvement may be delayed.
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Background/aims: Autoimmune hepatitis [AIH] is thought to be rare

in the Indian subcontinent. Our study shows the changing profile and

the increasing amount of autoimmune hepatitis in over short period.

This study was carried out to determine the clinical, biochemical and

histopathological profile of AIH in western India.
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Methods: All consecutive patients with chronic hepatitis or acute-

on-chronic liver failure (ACLF), seen at Gastroenterology department

of BYL Nair hospital, Mumbai, between January 2011 to February

2012 were evaluated. AIH was diagnosed according to the Interna-

tional Autoimmune Hepatitis Group criteria. Workup included

clinical, biochemical, USG, viral markers, UGI endoscopy, AIH

markers (ANA, SMA, Anti-LKM, SLA, AMA, RF, p-ANCA) using

indirect immunofluorescence and liver biopsy.

Results: Twenty four patients were diagnosed with AIH. Sixteen

patients were categorized as ‘definite AIH’ and 8 as ‘probable AIH’.

Nineteen patients were of type 1 AIH [79 %] and one of type 2. Four

patients could not be classified. The mean age was 39 [SD ± 15]

years and 17 [70.8 %] were females. Nineteen patients had chronic

presentation while 5 patients presented with ACLF. The various

clinical findings were as follows: fatigue in 19 [79.2 %], jaundice in

16 [66.7 %], ascites in 15[62.5 %], splenomegaly in 14 [58.3 %],

pedal edema in 14 [58.3 %], hepatomegaly in 7 [29.2 %], skin lesions

in 5[20.8 %], encephalopathy in 2 [8.3 %], and joint symptoms in

14[58.3 %] patients. Biochemical parameters were mean S. bilirubin

was 8.7 [±8.2]mg/dl, ALT 131 [±95] U/L, AST 222 [±185] U/L &

ALP 206 [± 147] U/L. Associated autoimmune diseases were seen in

14 patients [58.3 %] namely, hypothyroidism (8), type 1 diabetes (3),

Ulcerative colitis (2) and rheumatoid arthritis (1). Histopathological

changes included interface hepatitis [91.7 %], plasma cell infiltration

[95.8 %], cirrhosis [75 %] and rosette formation [25 %].

Conclusion: Present study suggests that AIH is not uncommon in

western India and it commonly presents late i.e. with cirrhosis, as

compared to western data.
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Background/aims: Autoimmune hepatitis (AIH) is a rare immune-

mediated chronic inflammatory liver disease and its prevalence is now

increasing in Korea. The purpose of this study is to provide the

clinical information of AIH in a recent 10 year span at a single center.

Methods: We investigated clinical, laboratory, and histologic find-

ings of AIH diagnosed at Seoul Paik Hospital in a recent 10-year

period by reviewing the medical records retrospectively.

Results: A total of 17 cases of AIH were evaluated in the present study.

Females were dominant (88 %) and the mean age was 59 years. The

laboratory data were as follows; aspartate aminotransferase (AST) of

244 (29–1,500) IU/L, alanine aminotransferase (ALT) of 233

(12–2,570) IU/L, alkaline phosphatase (ALP) of 146 (60–377) IU/L,

and gamma glutamyl transpeptidase (GGT) of 140 (39–633) IU/L. AIH

score was 12.8 ± 2.6 (14 cases: probable, 3 cases: definite for AIH

diagnosis). Antinuclear antibody (ANA) was reactive in 15 cases

(88 %), anti-smooth muscle antibody (SMA) was positive in 4/13

(30.8 %), and serum IgG elevation was noted in 9/12 (75 %). Anti-

mitochondrial antibody (AMA), liver-kidney microsomal antibody 1

(anti-LKM1), and anti-neutrophil cytoplasmic antibody (ANCA) were

negative in examined cases. A liver biopsy was performed in only 6

cases which revealed histologic findings consistent with AIH such as

piecemeal necrosis and plasma cell infiltration.

Conclusions: The early diagnosis and proper treatment for AIH

should be done in patients showing abnormal liver function with no

evidence of viral, alcoholic, toxic, metabolic, and genetic liver dis-

ease, especially in women middle-aged and older.
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Introduction: Orthotopic Liver transplantation (OLT) remains a well-

accepted treatment modality for end-stage PBC with most patients

returning to a lengthy and excellent quality of life. Outcomes are

improving and, as the early mortality has been dramatically reduced, the

clinical focus of attention has shifted to long term outcomes.

Objective: To study the long term outcome of OLT to treat end-stage

PBC.

Methods: Fifteen Chinese patients after OLT because of end-stage

PBC were followed up for a median time of 70 months (38-86

months). The prognosis, de novo diseases and long term survival of

the patients after OLT were analyzed.

Results: Fifteen PBC patients received OLT for 16 times, including

one patient received re-transplantation because of primary transplant

dysfunction. All patients were treated with immunosuppressive agents

including cyclosporine A (or tacrolimus), mycophenolate mofetil and

prednisone after OLT, and some patients were treated with ursode-

oxycholic acid at the same time. The liver function tests were

normalized two weeks after OLT, and the symptoms of fatigue,

pruritus and jaundice were improved significantly. All patients

showed improved quality of life. During the follow-up, there were 4

patients (26.7 %) diagnosed with de novo diseases, including one

patient with hepatitis B virus infection, 2 patients with autoimmune

hepatitis, and one patient with colon cancer. Two patients were

improved after the treatment, but the other two patients died. No PBC

recurrence was found during the follow-up. The overall 1-, 2- and

5-year survival rate was 100, 100 and 86.7 %, respectively.

Conclusions: OLT can improve the quality of life and survival of

end-stage PBC patients. Some rare de novo diseases after OLT may

impact the long term survival of the patients.
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Autoimmune liver disease (AILD) requires a constellation of clinical,

serological, biochemical, and histological findings for diagnosis. Liver
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biopsy forms the cornerstone for the definite diagnosis of AILD, despite

histological features not being pathognomonic. Liver biopsies of AILD

and nonautoimmune chronic liver disease (NACLD) were reviewed

blindly to assess the role of typical histological findings in differenti-

ating AILD from NACLD in a pediatric population. Twenty-five liver

biopsies of AILD and 34 liver biopsies of NACLD were reviewed

retrospectively without knowledge of the final diagnosis. The typical

histology comprising all four features, interface hepatitis, portal lym-

phoplasmacytic infiltrate, rosette formation, and emperipolesis, was

observed in 56 % of AILD. Rosette formation and emperipolesis were

associated significantly with the diagnosis of AILD. Rosette formation

alone or in combination with emperipolesis or lymphoplasmacytic

infiltrate had high specificity (96.2 % each) but low sensitivity (68, 60,

and 60 %, respectively) for AILD. The diagnostic accuracy of typical

histology comprises a combination of at least three of four features,

rosette formation, emperipolesis, and lymphoplasmacytic infiltrate,

was 76.9 %, with a positive predictive value of 93.3 % and a negative

predictive value of 70.2 %. Characteristic patterns of liver injury

comprising typical histological features on liver biopsy may strongly

suggest the diagnosis of AILD irrespective of other laboratory param-

eters in children. Rosette formation was the only independent

significant histological factor to predict AILD. High specificity and

predictability of typical histological features may be helpful in diag-

nosing seronegative AILD among cases of cryptogenic liver disease in

the absence of other supportive findings.
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Background: As a rare liver disease, little is known about the

pathogenesis of autoimmune hepatitis (AIH). This study aimed to

elucidate the role of TFH cells in the pathobiology progress of AIH

patients, especially evaluate whether TFH cells involve in the

humoral response.

Methods: AIH (n = 12) patients and age-/sex-matched healthy

controls (n = 12) were recruited. The frequency of peripheral blood

inducible T cell costimulator + (ICOS+), programmed death 1 +

(PD-1+), transcriptional repressor Bcl-6 + (Bcl-6+) and IL-21+ TFH

cells were determined; the expression of activated + (CD86+),

exhausted + (CD95+) and plasmablast + (CD27high) B cells were

quantified by flow cytometry. The concentrations of plasma IL-21

were examined by enzyme-linked immunosorbent assay (ELISA).

The association between frequencies of TFH and B cell subsets were

analyzed. The following clinical indexes: serum ALT, AST, IgG, IgA

and IgM concentrations were measured.

Results: The frequency of CD4+CXCR5+ TFH cells in AIH patients

was significantly higher than that of HC, and CD4+CXCR5+ TFH

cells in AIH patients was positively correlated with total B cells

(P = 0.002; P \ 0.001, R = 0.696 respectively). Furthermore, the

higher percentages of ICOS+ and PD-1+ TFH cells in AIH patients

were present and respectively positively associated with CD86+ and

CD95+ B-cells (P \ 0.001, P = 0.001; P = 0.023, R = 0.255 and

P = 0.019, R = 0.217 respectively). The IL-21+ TFH cells and the

concentrations of serum IL-21 were higher in AIH patients than in HC

(P = 0.008 and P \ 0.001 respectively). A significant positive cor-

relation occurred between the proportion of IL-21+ TFH cells and

CD27High cells. (P = 0.029, R = 0.238). Moreover, IL-21+ TFH cells

was positively correlated with IgG (P \ 0.001, R = 0.683), but not

IgM and IgA.

Conclusion: These data indicate that CD4+CXCR5+ TFH cells may

regulate humoral response in the pathogenesis of AIH and that high

frequency of CD4+CXCR5+ TFH cells may be a biomarker for the

diagnosed of AIH.
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Hepatobiliary transporter expression in percutaneous liver
biopsies of patients with cholestasis under treatment
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Vladimir Ivashkin

Sechenov First Moscow State Medical University, Moscow, Russia

Background and aims: Information about alterations of hepatobil-

iary transporter expression in primary biliary cirrhosis (PBC) and

cholestatic form of alcocholic liver disease (ALD) could provide

important insights into pathogenesis of cholestasis. This study aimed

to determine the expression of hepatobiliary transport systems for

organic anions (organic anion transporting protein, OATP2) and for

bile salts (bile salt export pump, BSEP) in livers from patients with

PBC and cholestatic form of ALD initially and after 24 weeks of

ursodeoxycholic acid (UDCA) therapy.

Methods: Ninety five liver specimens comprising samples from

patients with PBC (n = 40, initially and after treatment), cholestatic

form of ALD (n = 40, initially and after treatment) and controls with

nonalcoholic fatty liver disease (n = 15) were analyzed. All speci-

mens were obtained during liver biopsy. Eleven patients had PBC

stage I-II and nine stage III according to Ludwig. Patients received

standard UDCA treatment (15 mg/kg/days) for 24 weeks. Western

blotting was performed in liver specimens for analysis of transporter

protein expression.

Results: OATP2 protein levels were significantly decreased in

cholestatic form of ALD of PBC and controls (P \ 0.05). OATP2

levels in PBC III stage were significantly lower of PBC I-II and

controls (P \ 0.05). BSEP protein expression was preserved in PBC

and cholestatic form of ALD (P [ 0.05). After 24 weeks of UDCA

treatment normalization of OATP2 levels in cholestatic form of ALD

was observed and significant elevation of BSEP level in PBC III stage

(P = 0.01).

Conclusions: Down-regulation of basolateral uptake systems and

maintenance of canalicular efflux pumps may represent adaptive

mechanisms limiting the accumulation of toxic biliary constituents in

cholestasis and on the other hand, reflect alteration of basolateral

organic anion transporters in ALD. The observed increased expres-

sion of OATP2 in cholestatic form of ALD and BSEP in PBC III

stage under UDCA treatment may explain its high efficacy at

cholestatic liver diseases.
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Background and aim: Identifying autoimmune hepatitis (AIH) as a

cause of liver failure is important, as timely administration of corti-

costeroids might obviate need for liver transplantation. We describe

11 patients treated as severe AIH from 2010 to 2012 with a median

duration of 12 months (3–12) follow-up.

Severe AIH was diagnosed when these patients presented with acute

or acute on chronic liver failure and were negative for any other known

cause of liver disease. Seven out of the 11, were younger than 20 years

of age and 2 were girls. The remaining 4 were between 43–60 years (2

men, 2 women). One to 5 months of jaundice was the presentation in all,

with encephalopathy in 2, ascites in 9. Median IgG was 2673

(1278–5490), bilirubin 5.8 mg/dl (1.6–23), SGOT229 IU/L (112-493)

SGPT112 IU/L (31-317), PT INR 2.3 (1.5–3.1). All patients had sig-

nificant autoantibodies (ANA 1:40, 1:80, SMA, ACTIN-8, LKM-3,

SLA-1). Eight of the 11 patients underwent transjugular liver biopsies

which showed moderate to focal dense mixed portal inflammation,

moderate interface hepatitis, bridging necrosis and parenchymal col-

lapse. All were started on steroids and those who responded (7) had

significant improvement in liver enzymes and PTINR within a week and

the trend continued. More than 50 % reduction was seen in serum bil-

irubin within 2 weeks with complete normalization of LFTs within

2–6 months. Four patients, did not show biochemical improvement

within 1–2 weeks, continued to worsen despite high dose steroids and 2

died of sepsis (encephalopathy at presentation) and in the other 2, liver

biopsy revealed an alternative diagnosis.

Conclusions: Severe AIH must be suspected as a cause of unex-

plained liver failure in children and young women. A prompt response

to steroids within 1–2 weeks predicts excellent outcome and sustained

remission. In countries with limited transplant resources, this strategy

might help prioritize patients.
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Development of a recombinant cell-based indirect
immunofluorescence assay (RC-IFA) for the determination
of autoantibodies against SLA in autoimmune hepatitis
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1Institute of Experimental Immunology, EUROIMMUN AG,
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Introduction: Autoantibodies against soluble liver antigen (SLA) are

specific markers for autoimmune hepatitis (AIH) type 1. In contrast to the

determination of other AIH-associated autoantibodies by indirect

immunofluorescence (IFA), detection of anti-SLA has traditionally relied

on ELISA or immunoblot using bacterially expressed recombinant pro-

tein. In the past, eukaryotically expressed SLA was proposed as a more

competent autoantigen due to the alleged presence of conformational

epitopes that are not presented by the bacterially expressed antigen.

Aim: To develop an IFA based on eukaryotically over-expressed SLA

that allows efficient determination of anti-SLA antibody reactivity in

patients with AIH.

Methods: SLA isoform 1 was recombinantly expressed in the human

embryonal kidney cell line HEK293. Expression was controlled by the

reaction of a rabbit hyperimmune serum after immunization with

bacterially expressed SLA. The recombinant cells were used in IFA

(RC-IFA) to analyze sera from 20 AIH patients with anti-SLA posi-

tivity pre-determined by ELISA together with 80 controls (20 anti-SLA

negative AIH, 15 primary biliary cirrhosis, 15 HCV and 30 healthy

blood donors).

Results: Using RC-IFA, anti-SLA was detected in all ELISA positive

AIH sera but in none of the controls. Furthermore, a cytosolic fraction

of HEK293 containing SLA but neither a similar fraction from wild-

type HEK293 nor a bacterially expressed and denaturated homologue

were able to neutralize the autoantibodies in all positive sera in a

dose-dependent manner.

Conclusions: HEK293 cells expressing SLA are a valid substrate for

the serodiagnosis of AIH relevant autoantibodies by IFA. In concert

with cryosections of primate liver, rat kidney, rat liver, rat stomach,

and HEp-2 cells they enable the parallel determination all autoanti-

bodies associated with autoimmune liver diseases. Furthermore, the

lacking ability of the bacterially expressed, denaturated SLA to

neutralize human serum reactivity against the eukaryotically expres-

sed, supposedly non-denaturated SLA agrees with the proposed

presence of conformational epitopes.
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Background/Aims: The precise etiology of autoimmune hepatitis

(AIH) remains unknown and likely involves a complex interaction of

genetic and environmental factors. However, to date, systematic

examination of association between environmental factors and AIH

has not been performed. We conducted the first population-based case

control study to investigate the associations between exposure to

putative environmental factors and AIH. Our secondary aim was to

quantify the risk of AIH in a first degree relative.

Methods: Cases were AIH patients who were alive and resided in

Canterbury, New Zealand between 1st July 2011 and 30th June 2012.

Controls were randomly selected from the Electoral Roll and were

matched 2:1 to each case by age and gender. Self-reporting ques-

tionnaires that cover lifestyle factors, childhood factors and family

history were used.

Results: A total of 72 AIH cases and 144 controls were included. We

found that exposure to antibiotics within 12 months prior to AIH

diagnosis (OR 12.98, 95 % CI 2.49–67.67, p \ 0.01) was an inde-

pendent risk factor for the development of AIH. Alcohol consumption

(OR 0.43, 95 % CI 0.28–0.68, p \ 0.01) and childhood home with

wood heating (OR 0.30, 95 % CI 0.14–0.63, p \ 0.01) were inde-

pendently associated with reduced risks of later development of AIH.

Association between AIH and breast-feeding, tobacco smoking, or

socio-economic class was not found. The crude risk of AIH in first

degree relatives was low at 0.2 % (95 % CI \ 0.1–2.0 %).

Conclusions: We have performed the first study to investigate puta-

tive environmental risk factors in AIH. Antibiotics are an independent

risk factor for the development of AIH, whereas alcohol consumption

and living in a childhood home with wood heating are independent

protective factors against the later development of AIH. The preva-

lence of AIH in first degree relatives is low, emphasizing the

importance of environmental factors in the etiology of AIH.
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Biliary obstructive jaundice sensitizes the liver susceptible
to infection: role for apoptosis

Hiroyuki Yoshidome, Hiroaki Shimizu, Masayuki Ohtsuka,
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Background: Biliary obstructive jaundice (OJ) is an important clin-

ical consideration concerning a high risk of bacteremia. Hepatocyte

apoptosis is one of the causes of cholestatic liver injury and hepato-

cyte NF-kB activation confers an anti-apoptotic function. The aim of

the current study was to examine whether NF-kB activation can

decrease hepatocyte apoptosis and liver injury over the time course of

OJ in response to lipopolysaccharide (LPS) administration.

Methods: Male C57BL/6 mice were subjected to bile duct ligation and

were administered LPS intravenously at 3 days (OJ3) or 14 days (OJ14)

after bile duct ligation. Fas ligand expression, poly ADP-ribose poly-

merase p85 fragment (PARP) immunohistochemistry, activation of

caspase-3, -8, and -9, NF-kB activation, protein expressions of NF-kB

p65, IkB-a, IkB-b, and Pin1, serum alanine aminotransferase (ALT)

levels, and hepatic adenosine triphosphate (ATP) contents were

examine. Survival after lipopolysaccharide administration in male

C57BL/6 or gld/gld (FasL deficient) mice was determined.

Results: Hepatocyte NF-kB activation was observed during OJ. After

LPS administration, the hepatic NF-kB activation decreased in the

OJ14 compared to the OJ3, consistent with NF-kB p65 protein

expression. Significant hepatocyte apoptosis defined by PARP

immunohistochemistry was observed in the LPS-treated OJ14 relative

to the LPS-treated OJ3. ATP contents significantly decreased and

ALT levels increased in OJ14 with LPS administration. Serum ALT

levels increased significantly in the LPS OJ14 relative to other mice.

Survival rate was significantly less in the LPS OJ14 relative to other

mice. All C57BL/6 OJ14 mice with lipopolysaccharide died, but

survival in gld/gld OJ14 significantly ameliorated.

Conclusions: After prolonged OJ, exposure to endotoxemia was

associated with a decrease in hepatocyte NF-kB activation and an

increase in hepatocyte apoptosis depending on Fas ligand expression in

association with a decrease in ATP contents, thus resulting in liver

dysfunction.
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Autoimmune hepatitis (about 16 cases)
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Introduction: Autoimmune hepatitis (AIH) is a generally unresolv-

ing inflammation of the liver of unknown cause. Untreated, it

progresses to cirrhosis. The diagnosis is difficult, especially in case of

acute and atypical forms of the disease.

The aim of our study is to describe the various features of this

pathology.

Materials and methods: This retrospective study conducted in a

Hepatogastroenterology unit during 10 years. (2003–2012). the diag-

nosis of AIH is made by Revised Original Scoring System of the

International Autoimmune Hepatitis Group 1999.

Results: We included 16 patients (11 woman, 5 men). The mean age

is 50 years (26–75 years). No alcohol, plants or drugs intake are

noted. AIH is associated with autoimmune thyroiditis in 1 case,

autoimmune hemolytic anemia in 1case, diabetes mellitus in 1case,

primary biliary cirrhosis (overlap syndrome OS) in 5 cases. Clinical

presentation is dominated by asthenia in 14 cases, jaundice in 12

cases, cytolysis in 8 cases, gastrointestinal hemorrhage in 3 cases.

Liver biochemical tests shows cytolysis [4 times upper limits of

normal (ULN) in all cases, elevation of alkaline phosphatase activity

(AP) and gamma glutamyl transferase (GGT) [2ULN in 12 cases.

Hypergammaglobulinemia in 5 cases. The prothrombine time

is \ 60 % in 6 cases. oesophageal varices are noted in 6 cases. All

patients had a negative hepatitis serological, hemochromatosis and

Wilson tests. AIH was type 1 in 12 cases, type 2 in 4 cases. The

evolution after treatment (corticosteroids + azathioprine) is marked

by regression of clinical signs and cytolysis in 11 cases, the persis-

tence of cytolysis in 5 cases and decompensated cirrhosis in 6 cases

with hepatocellular carcinoma in one case.

Conclusion: AIH is often diagnosed at cirrhosis stage in 37.5 % of

cases, and treatment at this stage does not improve the prognosis.
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Adoptive transferred myeloid-derived suppressor
cells attenuate liver injury in experimental autoimmune
hepatitis mice
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Background/aims: Previous studies revealed that myeloid-derived

suppressor cells (MDSC) suppress T cell responses in various diseases

both in human and animals. Our objective is to investigate the

function of MDSCs in T cell mediated liver injury in experimental

autoimmune hepatitis in mice.

Methods: ConcanavalinA (ConA) was injected intravenously into

BALB/c mice to induce experimental autoimmune hepatitis (EAH).

MDSCs were isolated from bone marrow of tumor bearing mice,

labeled with lipophilic dye3,3,30,30 tetramethylindotricarbocyanine

iodide (DiR), and then transferred intravenously into EAH mice and

control mice. The distribution of transferred MDSCs in mice was

detected by flow cytometry and living image. Liver injury was

evaluated by levels of serum liver enzymes and pathological analysis.

Carboxyfluorescein-diacetate succinimidyl ester (CFSE) labeled

splenic cells were stimulated and co-cultured with purified MDSCs at

various ratio and then T cell-proliferation and the expression of

CD25, CD28, CD62L, TNF-a and IFN-cin T lymphocytes was

investigated.

Results: Intravenous injection of ConA resulted in an acute liver

injury. There was a dramatic increase in serum ALT and AST levels
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within 6–72 h after ConA administration. Adoptively transferred

MDSCs mainly accumulated in liver in EAH mice. Serum ALT and

AST levels decreased significantly in EAH mice compared with that

in control mice after MDSCs administration. Pathologic analysis

showed that adoptive transfer of MDSCs significantly reduced ConA-

induced inflammation and necrosis of liver in EAH mice as deter-

mined by haematoxylin-eosin (H&E) staining. The co-cultured results

showed a strong suppressive effect of MDSCs on the proliferation and

the expression of CD25, CD28, CD62L, TNF-a and IFN-c of ConA

stimulated T lymphocytes of spleen.

Conclusions: Our study suggested that adoptively transferred MDSCs

accumulated in liver may play a critical role in attenuating acute liver

inflammation, which may constitute a novel immunotherapy to treat

experimental autoimmune hepatitis.

X.Y. Sun and G.X. He contributed equally to this work.
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Background/aims: Autoimmune hepatitis (AIH) is more common in

the West and in the adult population. Differences have been shown

between the adult and paediatric populations, but this has been based

in the Western population. This study assesses and compares the

profiles of adult and paediatric patients with AIH in an Asian

population.

Methods: Patients diagnosed with AIH and treated in a tertiary

referral centre were identified from a prospective database and ret-

rospectively reviewed. Comparisons were made between the adult

and paediatric (\18 years at diagnosis) patients.

Results: Altogether, there were 28 patients diagnosed with AIH

(mean IAHS of 15.7 ± 2.3) with 23 adults (female 82.6 %, mean

age 49.7 ± 11.9 years, IAHS 16 ± 1.8) and 5 paediatric patients

(female 60 %, mean age 7.9 ± 6.2 years, IAHS 14.4 ± 4). One

paediatric case of a de novo AIH post living donor related liver

transplantation for biliary atresia. Overall, 23 (82.1 %) patients were

symptomatic and 6 (21.4 %) patients presented with decompensated

liver disease. 74.1 % (n = 20) had advanced fibrosis (stage III/IV)

and 35.7 % (n = 10) having cirrhosis at diagnosis. There were 6

(21.4 %; 4 adults and 2 paediatric) deaths over a mean follow up of

51 ± 36.7 months. Complete and incomplete/non-response were

seen in 53.6 % and 46.1 % respectively. Between adult and paedi-

atric patients, there was significant difference only for serum

albumin at diagnosis (24.5 ± 7 vs. 32 ± 5.2 gm/dL, p = 0.047) but

not for gender, IAHS, liver profiles (serum ALT, total protein and

bilirubin), presence of other autoimmune disease, severity of liver

disease (advanced fibrosis), treatment response and mortality rate

(all p values [0.05).

Conclusion: Our results showed that there were no differences

between adult and paediatric patients with AIH. However,

further studies with larger sample size are required to confirm our

findings.
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Introduction: Liver abscesses are frequent in our context. Predis-

posing factors and comorbidity are well described. Imaging is the key

for the diagnosis. The management includes the treatment of the

abscess involving antibiotics and discharge of pus, and the treatment

of the lesion responsible. The surgery is becoming increasingly rare.

Materials and Methods: This is a retrospective observational mono-

centric study including 32 cases of liver abscess diagnosed between

January 2009 and July 2012.

Results: during the study period, 32 patients were included. Their

average age was 52.7 ± 16.1, the sex ratio (M/F) was 1.1. In their

clinical history, we find diabetes in 3 patients (9.3 %), Hydatic cysts

in 5 patients (15.6 %), cholecystectomy in 9 patients (28.1 %), and

five patients had a shunt biliodigestive. three cases (9.3 %) of liver

abscesses occurred after ERCP. Clinical signs were represented

mainly by abdominal pain in 31 patients (96.9 %), fever in 23 patients

(71.9 %), vomiting in 16 patients (50.0 %) and jaundice in 8 patients

(25.0 %). A biological inflammatory syndrome was noted in 15

patients (46.8). Radiologically, liver abscesses were single (59.3 %)

or multiple (40.7 %), ranging in size from 2 to 16 cm. All patients

were treated antiobiotics and by puncture-aspiration. Eight patients

(28.1 %) were treated by a drainage more punctures. One patient was

operated after failure of puncture-drainage. The bacteriological study

was positive in 6 patients (18.7 %) as Pseudomonas aeruginosa. blood

cultures were all negative. The outcome was favorable in 30 patients

(93.7 %). Two patients died.

Conclusion: The hepatic abscesses are a relatively frequent pathology

in our context the major risk factors are biliodigestive affections. Pain

and fever are the most frequent symptoms. Early diagnosis reduces

significantly morbidity and mortality. The development of radiolog-

ical drainage has reduced the need for surgery and has improved the

prognosis.
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Expression of apoptotic marker BCL-2 in patients
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Background/aims: The processes of inflammatory and apoptosis

hepatocytes in autoimmune liver diseases (AiLD) and hepatitis C

viral (HCV) infection are widely discussed. The aim of our study was

to determine the expression of mononuclear phagocytes (CD68) and
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antiapoptosic regulatory protein Bcl-2 in liver tissue patients with

AiLD and HCV.

Methods: Liver biopsies from 33 patients (11—primary biliary cir-

rhosis (PBC), 12—autoimmune hepatitis (AIH), 10—HCV) were

processed for immunohistochemical cell characterisation. Patients

with cirrhosis did not include in our study. Activity scores were

similar in all groups (METAVIR A2-A3). The number of CD68-

positive macrophages and Bcl-2 cells were counted in 15 HPF (40x)

with separate into account the results in nonparenchymal liver cells

(NPCs).

Results: The expression of Bcl-2 in NPCs was statistically signifi-

cantly high in patients with AiLD (AIH and PBC) in comparison with

HCV (23 AILD vs. 10 HCV, p \ 0,0005; 12 AIH vs. 10 HCV,

p \ 0,02; 11 PBC vs. 10 HCV, p \ 0,002). The number of CD68 was

significantly high in patients with HCV in comparison with AiLD

(AIH and PBC) (10 HCV vs. 23 AILD, p \ 0,005; 10 HCV vs. 12

AIH, p \ 0,004; 10 HCV vs. 11 PBC, p \ 0,02). On the other hand,

no statistically significant difference were encountered in the

expression of Bcl-2 and CD68 in AIH patients when compared to

PBC (P = 0.27, P = 0.6, respectively).

Conclusions: The differences in numbers of CD68-positive macro-

phages and antiapoptosic marker Bcl-2 may be associated with

different mechanisms of regulation of necroinflammatory process and

damage of hepatocytes in AiLD and HCV.
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Background/aims: The precise etiology of autoimmune hepatitis

(AIH) remains unknown, although a number of genetic loci have been

implicated in the susceptibility of type 1 AIH. The aim of this study

was to test for association of these loci with type 1 AIH in New

Zealand Caucasians.

Methods: 77 AIH patients and 485 controls were genotyped for the

SNPs rs2187668 (HLA-DRB*0301), rs660895 (HLA-DRB*0401),

rs3749971 (HLA-A1-B8-DR3), rs231775 (CLTLA4), rs1800629

(TNF), and rs1800682 (FAS) using predesigned TaqMan SNP geno-

typing assays. Chi square analysis was used to test for association of

allele and genotype with overall AIH, and with cirrhosis and ALT

levels.

Results: Significant risk of AIH was conferred by the minor alleles of

rs217668 (p = 4.49e–006, OR = 2.45), rs3749971 (p = 0.004, OR =

1.89), and rs1800629 (p = 0.0001, OR = 2.06). CTLA4 G/G genotype

was associated with severe fibrosis at diagnosis (p = 0.046,

OR = 8.57, 95 % CI [1.04–70.89]). The C allele of FAS SNP

rs1800682 was also associated with increased risk of severe fibrosis at

diagnosis (p = 0.035, OR = 2.03) and with incomplete normalization

of ALT levels at 6 months post-diagnosis (p = 0.0015).

Conclusions: This is the first population-based study to investigate

genetic risk loci for type 1 AIH in New Zealand Caucasians. We

report significant association of HLA-DRB1*0301, HLA-A1-B8-DR3
and TNF with overall susceptibility to type 1 AIH, as well as pre-

liminary evidence of association of CTLA4 and FAS with more

aggressive disease phenotypes.
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Objectives: To discuss the clinical and pathological characteristics of

primary biliary cirrhosis (PBC) and to improve the knowledge of this

disease.

Methods: The clinical data of 26 patients with diagnosis of PBC

including the clinical, biochemical, immunological and pathological

characteristics were analyzed retrospectively.

Results: There were 24 females among 26 patients (92.3 %) and with

mean age (52.0 ± 8.9) years old. The most common symptoms

including: fatigue (57.7 %, 15/26), anorexia (53.9 %, 14/26), pruritus

(50.0 %, 13/26) and dry mouth (11.5 %, 3/26). The most common

signs including: jaundice (80.8 %, 21/26), splenomegaly (61.5 %,

16/26) and liver palms (34.6 %, 9/26). All of the patients had

markedly elevated serum c-glutamyltransferase (GGT) and alkaline

phosphatase (ALP), and the value was 420.5 ± 313.3 and

434.1 ± 230.2 U/L respectively. In 21 cases (80.8 %), antimitoc-

hondrial antibody (AMA) and/or AMA2-M2 subtype were positive

and in 15 cases (57.7 %), antinuclear antibodies (ANA) were positive.

In 23 cases, the level of total bilirubin were elevated to varying

extents (155.9 ± 127.5 lmol/L). Twelve patients received liver

biopsy, and the main pathological changes were: small bile ducts

injuries, cellular response surrounding bile ducts, accumulation of

bile pigments, and formation of bile thrombi, proliferation and

fibrosis.

Conclusions: PBC mostly seen in middle aged or old females, and the

main manifestations were fatigue, anorexia and pruritus. Elevation of

ALP and GGT, and AMA and/or AMA2-M2 positive may help the

diagnosis. Liver biopsy may help to confirm the diagnosis and

determine the histological stages and grades.
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Severe acute fatty liver of pregnancy: clinical feature
and follow-up

Xiong Haofeng

Beijing Ditan Hospital, Capital Medical University, Beijing, China

Objective: To explore the clinical profile, biochemical findings,

complications, maternal outcome and long-term follow-up data in

patients of acute fatty liver of pregnancy (AFLP).

Methods: Patients with AFLP hospitalized in Beijing Ditan Hospital

from Sep 1996 to Jan 2012 were analyzed. The patients were divided

into acute liver failure (ALF) group and non-ALF group. The clinical

feature and follow-up data were retrospectively analyzed.

Results: There were 42 women included in this study, and 24

cases had ALF. The mean age is 27.5 ± 3.6 years (21 to

34 years). The mean gestational age was 35.6 ± 2.8 weeks (range

26–42 weeks). There were 3 cases death (7.14 %). The most

common symptoms at admission were jaundice, fatigue, nausea

and vomiting and abdominal pain. During hospital stay, five

patients presented psychiatric symptom, manifesting as visual
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hallucination, auditory hallucination, and delusion of persecution.

Compared with non-ALF group (n = 22), the ALF group

(n = 24) patients have higher white blood cell, TBIL, DBIL, Cr

lever and lower hemoglobin and PTA (P \ 0.01). The major

complications: acute renal failure (30 cases), hypoglycemia (32

cases), disseminated intravascular coagulation (DIC) (14 cases),

postpartum hemorrhage (10 cases)). Neonatal asphyxia in 23

cases, postpartum hemorrhage ([1000 ml) in 10 cases. The ALF

group patients were more likely to present hypoglycemia, acute

renal failure, coagulation disorders, acute respiratory distress

syndrome, neonatal asphyxia, post-partum hemorrhage and fetal

death (P \ 0.05). With long-term follow-up, we find that both

ALF group and non-ALF group patients have normal liver and

renal function, and hepatic ultrasound checks do not find cirrhosis

and other chronic changes in all cases.

Conclusion: (1) Patients with ALF are more likely to occur multiple

organ dysfunction, asphyxia neonatorum and fetal death. (2) With

long-term follow-up, there are no cirrhosis and other chronic changes

in all cases.
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EPL in the management of primary NAFLD and NAFLD
associated with co-morbid disease

Asad Izziddin Dajani1,2, Adnan Abu Hammour, Mohammed
Abdullah Zakaria, Mohammed Ali Nounou
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Introduction: NAFLD is a common liver disorder, affecting 3–24 % of

the general population. NAFLD patients have a 1.7 fold increase in

standardized age, and gender matched mortality. All treatment medi-

cations available remain currently experimental. Phosphatidylcholine

(EPL) is an important support nutrient for the liver, helping to maintain

cell membranes which regulate the vast majority of liver activities.

Aim: to compare the efficacy of Essential phospholipid (EPL) as

adjuvant, alone and with medications that treat comorbid conditions

in NAFLD patients.

Material and method: A randomized observational prospective open

label study comparing three groups of NAFLD: NAFLD alone

(n = 68), with type 2 Diabetes on metformin or pioglitazone

(n = 67) and with mixed hyperlipidemia on atorvastatin and eze-

timibe (n = 73). A diagnosis of fatty liver is established by excluding

other chronic liver disease. A standard diet and physical activity style,

was advised. Treatment was EPL 1,800 mg a day for 24 weeks,

followed by 900 mg for another 24 weeks.

Results: At end of treatment EPL led to a significant reduction in

ALT and AST, in (89.7 %, P = 0.001), ultrasonography in (81.7 %

p \ 0.001), and elastography (mean reduction in the Liver Stiffness

Measurement (LSM) of 3.1 KP/patient). After treatment 63.2 % had a

relapse. In second group, improvement of symptoms, transaminase

values, (94 %, P = 0.001), Ultrasonography (89 %), and transient

elastography (mean reduction in LSM 3.3 KP/patient) was noticed.

Relapse occurred in 47.7 %. A significant improvement of clinical,

transaminases (94.5 %), ultrasonography (82 %) and LSM (mean

reduction 3.6 KP/patient) was seen in group three. 43.8 % had a

relapse post-treatment.

Conclusion: EPL led to a significant reduction in transaminases,

ultrasonography and LSM regardless whether NAFLD is primary or

associated with comorbid disease. Post-treatment relapse however

occurred in 63.2 and 43.8 % of patients, in NAFLD and in NAFLD

with treatment for comorbid disease respectively indicating a need for

continuous maintenance therapy.
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A novel treatment of hereditary hemochromatosis with Laennec�

(hepcidin-containing biological drug derived from human-
placenta)—new era of regulating iron metabolism

Yuki Hamada

Hepatology, Hamada Clinic, Sapporo, Japan

Introduction: Human hepcidin produced by hepatocytes controls

extracellular iron by regulating its intestinal absorption, recycling by

macrophages, and release from storage sites. Recent studies indicate that

hepcidin deficiency underlies most known forms of hereditary hemo-

chromatosis (H.H.). 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. The

treatment was in accordance with Medical Ethics Manual of WMA, and

the written-informed consent was obtained from the patient.

Case presentation: 44 years-old male patient that developed 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. Chromosomal analysis revealed the pres-

ence of TfR2 mutations (c.1100T[G,c.2008_9delAC). The diagnosis of

H.H. type3 was done. Although he was referred for repeated phlebot-

omy, the frequent venopuncture was actually intolerable for the patient.

As the substitute for the repeated phlebotomy, the infusion with Laen-

nec� (6 ampules, 672 mg/d, 3 times/w) was done for 10 months. At the

end of the treatment the serum ferritin level was decreased to 588 ng/ml.

HbA1c also improved with the same dose of insulin (8.8–7.2 %).

Conclusions: Iron plays important roles in cellular metabolism, but,

in excess, it catalyzes the formation of free radicals leading to oxi-

dative stress and cell damage. 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. Further study is nec-

essary to confirm the results that we obtained.
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A novel treatment on Wilson disease by Laennec� (hepcidin-
containing biological drug derived from human-placenta)
new era of regulating iron&copper metabolism

Yuki Hamada

Hepatology, Hamada Clinic, Sapporo, Japan

Introduction: Wilson Disease is autosomal recessive disorder caus-

ing a defect in copper transport. Impaired biliary excretion leads to

accumulation of copper in the liver. This copper promotes the gen-

eration of free radicals and cell damage. The vast majority of plasma

copper is in complex with ceruloplasmin, a major ferroxidase playing

an important role in iron&copper transport. Accumulating evidence
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suggests that hepcidin is the master regulator of iron metabolism.

With a histidine residue at position 3, this region also has the potential

to bind bivalent 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 Wilson

disease through chelating and excreting copper. Here we showed that

infusion of Laennec enhances the urinary excretion of copper and

improves the neuropsychiatric signs. The treatment was in accordance

with Medical Ethics Manual of WMA, and the written informed

consent was obtained from the patient.

Case presentation: 37 years-old male patient with compensated liver

cirrhosis presented neuropsychiatric signs. Liver biopsy revealed

the presence of remarkable deposition of copper and iron. Laboratory

tests showed gradual elevation of serum ferritin, a low ceruloplas-

min level (1.7–2.1 mg/dl) and a high urine copper excretion

(3770 \lg/L). To improve copper&iron metabolism, the infusion

with Laennec (672 mg) 3 times/W was done for 6 months.

Consideration: The infusion with Laennec� induced a significant

decline of serum ferritin (from 161–264 ng/ml in previous 6 months

to 109–127) and the increased copper excretion into the urine. The

patient presented remarkable improvement of neurological symptoms

such as finger tremor, clumsiness, speech slurring, and involuntary

movement of tongue, after Laennec�-treatment.

Conclusions: Hepcidin has the potential to bind copper. The high

affinity of hepcidin for copper suggests that hepcidin could bind

copper tightly and this may improve the impaired not only iron but

also copper metabolism in Wilson disease.
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Alpha-1-antitrypsin deficiency: mitochondrial features
and autophagy in patients with various course of the disease

Agnieszka Bakula1, Elzbieta Czarnowska2, Ilona Rosiak2,
J Oleksiak2, Piotr Socha1

1Gastroenterology, Hepatology and Feeding Disorders, 2Pathology,

The Children’s Memorial Health Institute, Warszawa, Poland

Background: Patients with a-1-AT (a-1-AT) deficiency with the

PiZZ phenotype present wide spectrum of liver involvement ranging

from liver cirrhosis and insufficiency to no liver symptoms at all.

Thus this phenotypic variability cannot be explained only by genetic

background of the disease. According to recent studies autophagy and

especially mitophagy may play a critical role in the disposal of

aggregated forms of alpha-1 antitrypsin in hepatocytes, but the precise

mechanism of hepatocellular damage remains unclear.

The aim of the study was to assess the hepatocytes ultrastructure in

patients with good and unfavourable course of the deficiency.

Patients and Methods: We reviewed 20 liver biopsy samples obtained

in infancy from homozygous patients (PiZZ), divided retrospectively

into 2 groups: those with unfavourable prognosis (Group I, n = 5) and

those with good prognosis—no evidence of liver cirrhosis (Group II,

n = 15). The mean patients’ follow up was 16.2 ± 0.8 years. The fol-

lowing ultrastructural features of the hepatocyte were assessed in both

groups: mitochondria size; a-1-AT aggregates size and localization; the

presence of: autophagy, glycogen and lipid droplets.

Results: Giant a-1-AT aggregates present in all zones of lobule

(particularly in periportal one) were observed in Group I whereas

predominantly small a-1-AT aggregates were found in periportal and

intermediate zones in Group II. Aggregates areas were [20 % of

whole cell area in Group I and \10 % in Group II. The lower number

of mitochondria with larger areas (0.71 lm2 vs. 0.28 lm2 [median];

p \ 0.05) were observed in Group I. The frequency of autophagy

features were similar in both groups as well as the increased accu-

mulation of glycogen and lipid droplets in cytoplasm.

Conclusions: These findings suggest that mitochondrial abnormalities

leading to metabolic dysfunction may play a role in liver damage devel-

opment in patients with a-1-AT deficiency with the PiZZ phenotype.
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Trientine encapsulated nanoparticles can chelate out hepatic
and brain copper and reverse the neurological impairments
caused by chronic cu intoxication

Amit Pal1, Rakesh Kumar Vasishta2, Rama Kumari Badyal2,
Rajendra Prasad3

1Biochemistry, PGIMER, Chandigarh, 2Histopathology,
3Biochemistry, PGIMER, Chandigarh, India

Animal models of Wilson’s disease rarely exhibit neurological

impairments and brain copper accumulation impeding the develop-

ment of novel therapeutic approaches to treat neurological

manifestations in Wilson’s disease patients The aim of this study was

to (1) investigate the effects of intraperitoneally injected copper

lactate (0.15 mg Cu/100 g B.W.) daily for 90 days on copper and zinc

levels in liver and brain tissues and, neurobehavioral functions of

male Wistar rats, and (2) therapeutic efficacy of orally administered

Trientine dihydrochloride encapsulated alginate/chitosan nanoparti-

cles (NPs) for 90 days on copper intoxicated rats. Copper

administered animals exhibited significantly decreased serum AChE

activity, increased hepatic metallothionein-I gene expression,

impaired neuromuscular coordination and spatial memory compared

to control rats. Copper intoxicated rats showed significant increase in

liver, hippocampus and kidney tissues copper content (99.1, 73 and

74.9 % increase respectively), 40.7 % reduction in hepatic zinc

content and interestingly, 77.1 % increase in hippocampus zinc

content with concomitant increase in copper and zinc levels in serum

and urine compared to control rats. Massive grade 4 copper deposition

and grade 1 copper associated protein in hepatocytes of copper

intoxicated rats was substantiated by rhodanine and orcein stains

respectively. Copper intoxicated rats demonstrated swelling and

increase in number of astrocytes, copper deposition in choroid plexus

and neuronal degeneration. Trientine NPs of mean size (355 nm) and

encapsulation efficiency (28 %) were synthesized. Nanoparticles

based therapy resulted in significant reduction of hepatic and brain Cu

content. HPLC studies demonstrated increased concentration of Tri-

entine by NPs therapy compared to conventional Trientine therapy in

liver and brain tissues. In conclusion, present study show the first

evidence in vivo that Trientine encapsulated NPs may reverse

impairments caused by chronic copper intoxication to a significant

extent in Wistar rats.
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1-antitrypsin deficient patients model alpha-1-antitrypsin
deficiency
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Classical alpha-1-antitrypsin deficiency (ATD) results from the PIZZ

mutation in the protease inhibitor gene that alters the structure of

alpha-1-antitrypsin (AT) and renders it aggregation-prone. This leads

to the accumulation of the mutant AT variant within hepatocytes,

causing hepatic injury. Although the PIZZ genotype is necessary for

the development of ATD-mediated liver disease, there is significant

variability in liver disease phenotype among PIZZ individuals.

Induced pluripotent stem cells (iPScs) from ATD patients could

provide an unlimited source of hepatocytes for disease modeling

and drug testing. We generated 11 iPScs from ATD patients with

liver disease of varying severity. We differentiated the ATH-1 line

from an ATD patient with severe liver disease, the AT-10 line

from an ATD patient with lung disease but no liver disease, and a

wild-type control line into hepatocytes. We determined that, similar

to that seen in ATD patient liver biopsies, electron micrograph of

ATD iPSc-derived hepatocytes showed poorly organized and dila-

ted rER. We found that although the differentiated iPScs secreted

similar levels of albumin, AT10 iPSc-derived and ATH-1 iPSc-

derived hepatocytes secreted only 75 % and 55 % of the AT levels

secreted by control iPSc-derived hepatocytes. Using pulse-chase

analysis, we also detected a slower rate of disappearance of

intracellular AT in ATD iPSc-derived hepatocytes (t� = 2.1 to

4 h) compared to control cells (t� = 1.3 h). More importantly, we

found that the delayed disappearance of intracellular AT observed

in ATD iPSc-derived hepatocytes was more apparent in cells

obtained from the patient with severe liver disease (ATH-1 iPSc

t� = 4 h) compared to those from the patient with no liver disease

(AT-10 iPSc t� = 2.1 h). This is the most detailed demonstration

of the pathobiological defect seen in ATD in an iPSc-derived

hepatocyte model. The study supports the hypothesis that other yet

to be identified genetic factors contribute to predisposition to liver

disease in PIZZ individuals.
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Changes in hepatic phase-I and -II drug-metabolizing enzymes
and antioxidant capacity in Egyptian ovine fascioliasis treated
with triclabendazole

Naglaa M. El-Lakkany, Sayed H. Seif el-Din, Abdel-Nasser
A. Sabra, Fatma A. Ebeid, Sanaa S. Botros

Pharmacology, Theodor Bilharz Research Institute, Giza, Egypt

Sheep experimentally infected with the Egyptian strain of Fasciola
were used to study the influence of infection on the activities of some

drug-metabolizing enzymes and antioxidant capacity in the liver.

Twenty-two sheep were randomly divided into a group of 12 animals

(all subsequently infected with 150 metacercariae of Fasciola) and a

group of ten (left uninfected, as normal controls). Three months post-

infection, seven of the infected sheep were treated with triclabendazole

(TCBZ) as a single oral dose of 10 mg/kg b. wt., and the other five were

left untreated. The uninfected sheep were, similarly, treated with TCBZ

(n = 5) or left untreated (n = 5). Four weeks after the end of treatment,

the animals were ethically slaughtered. Significant decreases

(40–53 %) were observed in the hepatic microsomal contents of cyto-

chrome P450 (CYP450; P \ 0.001), cytochrome b5 (Cyt b5;

P \ 0.001), and aminopyrine N-demethylase, aniline 4-hydroxylase

(P \ 0.01), and glutathione S-transferase (GST; P \ 0.05) activities

when compared with the uninfected untreated sheep. Moreover,

reduced glutathione (GSH) content; glutathione peroxidase (GPx)

and superoxide dismutase (SOD) activities were significantly low-

ered by 33.25, 40 and 53.35 % respectively. Meanwhile, glutathione

reductase (GR) activity and malonaldehyde (MDA) level were sig-

nificantly elevated by 66.92 % (P \ 0.05) and 65.79 % (P \ 0.001)

respectively. Treatment with TCBZ restored all previously measured

parameters to their normal levels. In conclusion, Egyptian fascioli-

asis impaired oxidative, conjugative drug metabolism and induced

oxidative stress. This study also confirms that TCBZ is the ideal

fasciocidal drug for recovery of all the disease-related pathogenic

factors.
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Clinical analysis of 61 cases of progressive muscular dystrophy
(PMD) visiting as transaminase increasing

Wen Jin Zhang, Ying Jie Ji, Wei Ping He

Hospital of PLA, Beijing, China

Objective: To investigate the clinical characteristics of PMD with the

first presentation of transaminase elevation, and to improve the doc-

tor’s knowledge of this disease, avoiding misdiagnosis.

Patients and Methods: The clinical data of 61 patients who were

diagnosed to have progressive muscular dystrophy (PMD) were

admitted to hospital with elevated transaminase summarized to sta-

tistical analysis.

Results: (1) in the cases, male were of 96.7 % (59/61), and the

children who had the signs and symptoms under six years old were of

73.8 % (45/61), while half of them learned to walk less slowly than

other, fell down easily, and went upstairs with help; (2) conclusive

family history exists in 13.1 %(8/61) of the PMD children, in which

59 % (36/61) of patients with gastrocnemius muscle hypertrophic and

44.1 % (26/59) of them with Gower showing positive; (3) all of

patients significantly increased in serum creatine kinase (CK) and

lactate dehydrogenase (LDH) while slightly increased in alanine

aminotransferase (ALT) and aspartate aminotransferase (AST); (4)

liver biopsy showed no specific lesions, EMG presented myogenic

disease, and liver biopsy had obviously specific damage.

Conclusions: (1) the clinical manifestation of PMD is not typical or

often neglected with lots of patients visiting as transaminase

increasing which is easy to be misdiagnosed as viral hepatitis; (2) as a

genetic disease, PMD diagnosis must be combined with clinical

manifestations, family history, serum enzymology, electromyogram,

muscle biopsy and so on. Until now, no treatment has show efficacy.

Topic: 6 Metabolic and Genetic Disease

Absno: 1311

Diagnosis of atypical iron disorders: clinical application
of next-generation sequencing

S110 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Cameron McDonald1, Daniel Wallace1, Graham Cooksley2,
Barbara Leggett2,3, Darrell Crawford3,4, Nathan Subramaniam1,3

1Queensland Institute of Medical Research, 2Royal Brisbane and

Womens Hospital, 3School of Medicine, University of Queensland,
4Gallipoli Medical Research Foundation, Brisbane, QLD, Australia

Backgrounds and aims: Most disorders of primary iron overload and

iron-refractory anaemia have a genetic origin. Mutations in the HFE

gene cause hereditary haemochromatosis (HH) and account for about

95 % of HH in European populations; mutations in other genes

(collectively termed non-HFE HH) are being increasingly identified

in Asian populations. We aim to develop and apply Next-Generation

Sequencing technology to the diagnosis of genetic iron overload and

deficiency disorders in a systematic fashion.

Methods: Genomic DNA was used to simultaneously amplify 30

genes and 10 promoter regions associated with iron overload or

anaemia using a custom designed AmpliSeq panel. High coverage

sequencing was carried out on an Ion Torrent PGM. Sequences were

aligned, variants identified and annotated using a custom bioinfor-

matics pipeline.

Results: We have applied this technology to identify the genetic basis

of atypical iron overload in two patients of Asian origin with

increased hepatic iron stores. In patient A, 161 single nucleotide

polymorphisms (SNPs) were identified, with five novel SNPs identi-

fied in HFE, TFR2 and three other genes. Nineteen SNPs produced

non-synonymous changes, 16 of which are uncharacterised, with two

predicted to be deleterious by a number of modelling algorithms. In

patient B, 105 SNPs were identified, with four novel SNPs occurring

in TFRC, TFR2 and two other genes. Twelve SNPs produced non-

synonymous changes in key genes such as HFE, TFRC and TFR2,

seven of which are uncharacterised and with three predicted to be

deleterious.

Conclusions: Iron overload in Asia may be a more complex disease

than expected, resulting from multiple compounding effects. The

ability of our system to identify novel mutations and eliminate the

ethnic bias of HFE screening allows greater insight into iron disorders

in Asian populations. This will provide a valuable resource for cli-

nicians within the Asia–Pacific region, and worldwide.
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Low uric acid is an important biochemical clue for the diagnosis
of Wilson disease in children

Rajeev Khanna, Seema Alam, Vikrant Sood, Dinesh Rawat
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New Delhi, India

Background: Various biochemical abnormalities (Aspartate to ala-

nine transaminase ratio [4, Alkaline phosphatase to bilirubin \2)

have been mentioned in the literature which point towards diagnosis

of Wilson disease (WD). Hypouricemia occurs in WD primarily due

to renal tubular involvement. This finding although mentioned in the

literature but has not been studied well.

Aims: (1) To study the uric acid (UA) levels in children with chronic

liver disease (CLD) and acute hepatitis (AcH) with or without WD

and compare with controls. (2) To establish the diagnostic value of

UA for WD.

Methods: Serum UA levels on presentation were determined in 169

children on presentation—23 with WD (Group A), 109 with liver

disease other than WD (Group B) and 37 controls without any liver

disease (Group C). Diagnosis of WD was established as per AASLD

guidelines.

Results: Uric acid levels were significantly low in children with

WD (1.93 ± 0.78 mg/dL) as compared to Group B (3.81 ±

1.13 mg/dL) and Group C (4.03 ± 1.07 mg/dL) (p \ 0.001). In the

WD group, UA levels were not different with regard to gender or

mode of presentation (CLD or AcH) (p = NS). Overall, presenta-

tion as CLD or AcH, a UA level less than or equal to 2.65 mg/dL

predicted WD with a sensitivity, specificity, positive likelihood

ratio, positive and negative predictive values of 87, 89.9, 8.61, 65.6

and 98 %, respectively, with area under receiver operating char-

acteristic curve of 0.926.

Conclusion: Low uric acid level in a child with either CLD or AcH as

presentation predicts diagnosis of WD with fair good accuracy.
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Identification of one novel AGL mutations in a Chinese family
with glycogen storage disease type IIIa
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Background/aims: Glycogen storage disease type III (GSD-III) is a

rare autosomal recessive disorder of glycogen metabolism caused by

deficiency of glycogen debranching enzyme (AGL). We reports the

finding of two mutations in a Chinese family with glycogen storage

disease type IIIa (GSD-IIIa).

Methods: Acylcarnitines in blood spots were analyzed by tandem

mass spectrometry. The coding and promoter regions of the MCAD,
LCAD, G6PC, AGL gene were analyzed by direct sequencing.

Results: The proband (P1), a 15 years old male, was found with

abnormal liver function from the third month after birth and devel-

oped gradual onset of weakness in his hands and feet. Physical and

abdominal ultrasound examination revealed severe hepatomegaly and

splenomegaly. Laboratory test showed that slightly low level of

fasting blood glucose (3.5 mmol/L), high level of serum triglyceride

(2.34 mmol/L) and abnormal serum creatine kinase level (3917 IU/L).

Serum aspartate aminotransferase (AST) and alanine aminotransfer-

ase (ALT) were abnormal. Perl’s iron and Masson trichrome stain

showed mild fibrosis. MS/MS showed that patient’s octanoylcarnitine

(C8 1.36 umol/l) and decanoylcarnitine (C10 2.08 umol/l) concen-

tration were apparently increased in fasting. Histology examination of

liver showed severe fatty degeneration of liver ([66 % hepatocytes

affected). The proband’s younger brother (P2) also had the

similar clinical manifestations. Sequencing MCAD, LCAD, G6PC
gene no detected mutation. Sequence analysis of the AGL gene

showed that both patients have compound heterozygotes for

c.118C[T (p.Gln40X) and c.753_756 Del CAGA (p.Asp251

Glufs29X) which inherited from the parents. The first mutation results

a premature stop codon at amino acid position 40 (E40X). The second

mutation, deletion of CAGA at cDNA position 753_756 caused a

frameshift which also caused a premature stop Condon at amino acid

280. Both mutations abolish the expression of AGL at mRNA and

protein level.

Conclusions: We identified one novel AGL mutation (p.Asp251

Glufsx29). GSD-III can give rise to pathological acylcarnitine profile.
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Protocol based management of metabolic liver disease
in children at a tertiary care specialized center
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Inborn errors of metabolism, with hepatomegaly and/or abnormal

liver function are collectively referred to as ‘‘Metabolic liver disease

(MLD)’’. Diagnosing is a dilemma due to lack of awareness, inves-

tigation and definitive diagnostic tests. Indian literature has a dearth

of MLD mention especially in acute liver disease setting amongst

children. Although in children with chronic liver disease, an Indian

tertiary care center reported 18.9 % cases of MLD, half of which were

Wilson’s disease (WD). There are 1000 MLDs making the laboratory

work up very exhaustive and most enzyme assays are not available in

India. Protocol based approach to screen for MLDs should improve

the identification rate.

Aim: To study the prevalence and the spectrum of Metabolic liver

disease (MLD) identified with protocol based screening in Pediatric

Hepatology Unit at a tertiary care specialized center.

Methods: An age and presentation appropriate protocol based

approach was used to screen the children with encephalopathy, acute

liver failure, cholestasis, hepatomegaly and chronic liver disease

(Protocol 1-5 respectively) presenting to the Pediatric Hepatology unit.

Results: Of the total 288 cases 56 (19.4 %) were MLD and crypto-

genic/indeterminate cases were 5 %, 1/6, 31 %, 11.3 %, 94 % and

11 % were MLDs respectively in protocols 1-5. Of 26 WD, 3 had LT,

7 died/left and 16 survived on medical management. There were 8

glycogen storage disorder type 3, 7 PFIC 2, 5 lipid storage disorder

and 2 each of galactosemia & tyrosinemia. One female child with

ALF had urea cycle defect and another cirrhotic was identified as

hereditary fructose intolerance. There were three siblings who were

found to be having Chanarin Dorfman syndrome (nonlysosomal lipid

storage disorder).

Conclusion: Protocol based approach can more effectively identify

MLD in a developing world setting and would also help in reducing

the cryptogenic or indeterminate liver disease.
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Hemochromatosis: experience at a tertiary care hospital
in Karachi Pakistan

Om Parkash1, Muhammad Akram2, Hasnain Alishah1,
Wasim Jafri1, Saeed Hamid1

1Medicine, 2Aga Khan University Karachi, Karachi, Pakistan

Introduction: Hereditary hemochromatosis (HHC) is a common

disorder of iron metabolism. There is an inappropriate increase in

intestinal iron absorption with a resultant deposition of iron in

parenchymal cells of the liver, heart, pancreas, and other endocrine

organs. Early diagnosis and treatment can prevent end-stage com-

plications of cirrhosis, diabetes, hepatocellular cancer.

Objectives: To describe the cases of hemochromatosis associated

liver disease in a tertiary care hospital.

Methods: Descriptive case series study. Patients were recruited from

March 1990 to December 2011. Data was collected regarding clinical

features, serum biochemistry, iron studies, child pough score, liver

histology in patients with Hemochromatosis.

Results: All patients were male. Mean age was 53 years (range 35–74).

26.1 % (6) had weakness, loss of libido/impotence in 47.8 % (11), skin

pigmentation in 74 % (17), diabetes in 47.8 % (11), deranged liver

function tests in 82.6 % (19), arthralgias in 43.5 % (10). 78.3 % (18)

had cirrhosis, 69.6 % (16) had child C cirrhosis. Mean Hb was 12.1 g/dl

(range 8.5–17.2), mean platelet count 150 (56–257), ALT: 115, pro-

thrombin time 18.3 s (10.7–34.7), albumin 2.7 gm/dl (1.2–4.4). Mean

serum iron was 164 (56–300), ferritin 3391 (1000–8000), TIBC 202

(82–339), transferrin saturation 76.8 % (33–95.3). Liver biopsy was

done in 43.5 % (10), histopathological features (Pearl’s stain) were

consistent with hemochromatosis. Facility for hepatic iron concentra-

tion measurement was not available in our center. Only 14.3 % (3) had

regular phlebotomy. No patient had HCC.

Conclusion: we are reporting the largest case series from Pakistan

and concluded that this is not a rare disease in this part of world.
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The regulation of visfatin by polyunsaturated fatty acids
in a rat model of NASH

Wenjin Ding

Department of Gastroenterology, Xinhua Hospital, School

of Medicine, Shanghai Jiaotong University, Shanghai, China

Objective: To observe the efficacy of polyunsaturated fatty acid on

visfatin in NASH rats.

Methods: 32 rats were divided into 4 groups (control/NASH/lower

therapy/higher therapy group). Control group was fed with normal

diet, and the other three with high-fat diet. x-3 unsaturated fatty acid was

added to therapy group from 8 weeks to 12 weeks (0.5 g/d, 1.0 g/d).

The basic physical indexes, TC and TG etc were measured. Serum

visfatin was obtained by ELISA. Liver visfatin mRNA and protein

were gained by real time flourescence quantitative PCR and western

blot.

Results: NASH model was established successfully. Physical indexes,

ALT and TC decreased in higher therapy group, compared with those

in model one (P \ 0.05). Visfatin expressed high significantly in

model group (vs normal group, P \ 0.01). Polyunsaturated fatty

acid down-regulated serum visfatin, visfatin mRNA and protein,

which was related to its dosage. Compared to model group, the decline

trend of visfatin in higher therapy group had statistical meaning

(P \ 0.05).

Conclusion: Visfatin involves in the process of NASH. PUFA could

regulate the expression of visfatin on NASH rats.
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A Novel no-stop mutation in the glucose-6-phosphatase-a
in a Chinese family with type Ia glycogen storage disease

Leilei Gu, Xinhua Li, Qiming Gong, Xinxin Zhang

Clinical Virological Research Unit, Department of Infectious

Diseases, Rui Jin Hospital, Shanghai Jiao Tong University School

of Medicine, Shanghai, China

Background/aims: Type Ia glycogen disease (GSD-Ia, Von Gierke

disease) is an autosomal recessive disorder caused by a defect in the
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glucose-6-phosphatase-a (G6Pase-a), and characterized by fasting

hypoglycemia, growth retardation, hepatomegaly, and hyperlipid-

emia. Novel mutations have been revealed by molecular genetic

studies of the G6PC gene.

Methods: We analyzed the G6PC gene of a consanguineous marriage

family with GSD-Ia by direct DNA sequencing. Unknown mutations

were confirmed by the PCR method and restriction enzyme digestion.

Pedigree analysis and DNA sequencing of 100 unrelated healthy

controls were performed to exclude the novel mutation from a single

nucleotide polymorphism (SNP). Besides, we took a liver biopsy for

proband to define the diagnosis of GSD-Ia.

Results: We identified a homozygous c.1074A[C substitution

(Fig. 1a) in exon5 of the G6PC gene, changing the natural stop codon

into tyrosine codon and adding a tail of 43 new amino acids

(p.*358Yext*43) in G6Pase-a of the proband. Pedigree study showed

the healthy maternal grandfather, father, mother and sister are het-

erozygous for p.*358Yext*43 mutation (Fig. 1b). The existence of

this mutation was confirmed by Ras I restriction enzyme digestion of

PCR products (Fig. 1c). This mutation was also sequestered from all

the controls.

Conclusions: A novel no-stop mutation (p.*358Yext*43) in

G6Pase-a was revealed by molecular genetic studies of the G6PC

gene in a Chinese family with GSD-Ia. The stop codon change

resulted in an extension of G6Pase-a protein, which may affect the

protein conformation and cause a consequent defective G6Pase-a
activity.
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Wilson’s disease (WD) in Malaysia—a single center experience

Hamiza Shahar, Soek Siam Tan, Amri Ismail Shamsul,
Haniza Omar

Hepatology Department, Selayang Hospital, Batu Caves, Malaysia

Background/aims: Wilson’s disease is an inherited autosomal

recessive disorder with defective biliary excretion of copper leading

to its accumulation in the liver and brain. We report the clinical

features, treatment and outcome of WD patients in our center.

Methods: All WD patients (n = 35) referred to our center from 2000

to 2012 were studied retrospectively.

Results: The median age at diagnosis was 16 years [range = 8–59]

with 60 % females. Five (14.3 %) gave positive history of parental

consanguinity. Thirty one (88.6 %) of the patients presented with

hepatic involvement only and 4 (11.4 %) had mixed neurologic and

hepatic involvement. Nine (25.7 %) were fulminant WD, 14 (40 %)

chronic WD with hepatic decompensation and 12 (34.3 %) without

hepatic decompensation. All patients had serum ceruloplasmin below

0.2 g/L [median = 0.12 g/L, range = \0.06–0.24], 27 (77.1 %) had

Kayser-Fleischer rings and 25 (83.3 %) had urinary copper excretion

above 1.6 umol/day [median = 6.34 umol/day, range = 1.71–65.07].

The first line treatments were penicillamine monotherapy (54.3 %),

penicillamine plus zinc (42.9 %) and one (2.8 %) did not receive any

treatment because she died soon after admission. Thirteen (38.2 %)

of the penicillamine patients developed complications namely hae-

maturia (n = 2), proteinuria (n = 1), haematological (n = 1), IgA

nephropathy (n = 1), hyperprolactinaemia (n = 1), myasthenia gra-

vis (n = 1), breast gigantism (n = 1), mucositis (n = 1), anaemia

(n = 1) and rashes (n = 4). Thirteen patients had change in medi-

cations to trientine (n = 6), zinc (n = 3), trientine plus zinc (n = 2)

and penicillamine plus zinc (n = 2). One patient received liver

transplantation because of poor response to penicillamine therapy.

The median duration of follow-up was 24 months (0.06–132). At the

end of follow-up, 37.1 % died and the mortality rate in fulminant WD

was 77.8 %.

Conclusions: WD in our population affects more females, diagnosed

at young age and mainly chronic WD with hepatic decompensation.

All patients had low ceruloplasmin and high proportion had Kayser-

Fleischer rings. Intolerance to penicillamine occurred in 38.2 %. The

mortality rate was 37.1 %.
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Heterozygous Hfe (haemochromatosis) gene deletion contributes
to hepatic iron loading but not steatosis in mice fed a high fat diet

Laurence Britton1,2, Lesley Jaskowski1,2, Ashley Wilkinson1,2,
Kim Bridle1, Nathan Subramaniam2, Darrell Crawford1

1Gallipoli Medical Research Foundation, University of Queensland,
2Queensland Institute of Medical Research, Brisbane, QLD, Australia

Background: Altered iron metabolism and heterozygosity for HFE

gene mutations are common in non-alcoholic fatty liver disease

(NAFLD) and are associated with more severe disease. We have

previously shown that Hfe-/- mice develop steatohepatitis and

fibrosis when fed a high fat diet (HFD). Paradoxically, a HFD was

associated with reduced hepatic iron stores and other investigators

have confirmed these findings and shown that a HFD reduced

Fig. 1 a DNA sequence segments of the G6PC gene of the proband

(12 year-old, female) and a control (the mutated and natural stop

codon were framed out by red rectangles). b Pedigree chart of the

consanguineous marriage family with GSD-Ia (arrow indicates the

proband). c DNA gel electrophoresis after Ras I restriction enzyme

digestion of PCR products (1-undigested, 2-control, 3-proband,

4-father, 5-mother, 6-sister, 7-maternal grandfather, 8-cousin)

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S113

123



intestinal iron absorption. Since heterozygosity for HFE is common in

adults with NAFLD, we explored the effect of feeding a HFD to Hfe
heterozygous (Hfe+/-) animals.

Methods: Eight week old Hfe+/- and wild type (WT) C57BL/6 J

animals were fed either a HFD or chow for eight weeks and then

sacrificed. Liver tissue was analysed for histology, markers of iron

metabolism, hepatic fibrosis and lipid metabolism.

Results: Hfe+/- animals fed a HFD had a higher hepatic iron con-

centration (HIC) than WT mice (6.35 vs. 3.80 lmol Fe/g dry weight)

representing partial phenotypic expression. Consistent with previous

studies, HFD was associated with a trend towards reduction in HIC in

both Hfe+/- and WT animals. HFD was associated with steatosis in

both groups, although this was more pronounced in WT mice. Hepatic

triglyceride content and serum alanine aminotransferase (ALT)

however were not significantly different between groups. mRNA

expression of regulators of de novo lipogenesis: Srebp-1 (sterol reg-

ulatory element binding protein-1), Scd1 (stearoyl coA desaturase 1)

and fatty acid oxidation: Ppar-a (peroxisome proliferator-activated

receptor-a), Cpt1 (carnitine palmitoyl transferase 1a) was also similar

between genotypes.

Conclusions: Hfe+/- mice fed a HFD show evidence of partial phe-

notypic expression of the genetic defect. Despite the increase in HIC,

Hfe+/- animals do not show increased susceptibility to HFD. Unlike

homozygous deletion, heterozygosity for Hfe in this mouse model

does not influence the severity of NAFLD.
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Identification of genetic alterations in colorectal cancer
patients in South Indian population

Subramaniam Mohana Devi, Vellingiri Balachandar,
Meyyazhagan Arun, Balasubramanian Balamuralikrashnan,
Shanmugam Suresh Kumar, Kathanan Sankar, Keshavarao
Sasikala

Zoology, Bharathiar University, Coimbatore, India

Background: Colorectal cancer (CRC) is one of the most frequent

cancers in the world and represents, major health burden. The

frequency of chromosomal instability in peripheral blood lympho-

cytes is a relevant biomarker for cancer risk in humans.

Carcinoembryonic antigen (CEA), that was present in both fetal

colon and colon adenocarcinoma but that appeared to be absent

from healthy adult colon.

Objective: The experimental subjects were recruited based on their

serum CEA level, and monitored after curative resection of CRC to

detect recurrent disease at an early and treatable stage. So, the

present investigation aimed to find out the major chromosomal

alteration in CRC patients in south Indian population by using the

conventional karyotyping method and further confirmed by SKY.

Methods: In the present study 43 experimental subjects were

selected and equal number of controls was selected, and the work

was carried out in accordance with 1964 Declaration of Helsinki.

After signing a consent form, patients and controls provided a

blood sample (5 ml) to establish the 72 h cell cultures. The enzyme

immuno assay was used for the quantitative determination of CEA

in human serum.

Results: In the present study deletions and translocations were

frequently observed in chromosomes 1, 7, 13 and 18. [46, XX, del

(1p-); 46, XX, del (13q-); 46, XX, del (18q-). 46, XX, t

(1q+;16q-); 46, XX, t (18q+;7p-); 46, XX, t (18q+;4q-)]. 18q LOH

indicates an unfavorable outcome in patients with stage II CRC.

Our results emphasize the importance of the 18q21.1 region, where

several tumor-suppressor genes have been mapped. The serum

CEA level was found to be higher in CRC patients when compared

to controls.

Conclusion: In the near future, we can look forward to the identifi-

cation of novel CRC predisposing genes due to rapid advancement of

gene discovery technologies.
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Clinical and pathological features of 29 cases of Wilson disease

Yu-Guo Zhang1, Yue-Min Nan1, Su-Xian Zhao1, Tai-Ling Wang2,
Jun Jiang3

1The Third Hospital of Hebei Medical University, Shijiazhuang,
2China-Japan Friendship Hospital, 3Beijing Institute of Genomics,
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Objective: To summarize the clinical and pathological manifestation

of Wilson disease, and to improve the recognization of this disease.

Methods: Total 29 cases of Wilson disease were retrospectively

analyzed, including clinical presentation, liver function test, serum

ceruloplasmin, 24 h urinary copper excretion, ATP7B gene analysis

and liver histology.

Results: For the patients, there were 18 males and 11 females. The

average age was 25.9 years old. The major clinical symptoms were

fatigue (55.2 %), abdominal distension (13.8 %) and pruritus (13.8 %).

The common physical signs were hepatomegaly (37.9 %), spleno-

megaly (51.7 %) and ascites (13.8 %). The laboratory examination

included abnormal liver function (100 %), high level of 24-hour urinary

copper excretion (65.6 %), low serum ceruloplasmin (82.8 %) and

Kayser-Fleischer ring (27.6 %). The ATP7B gene mutations were

exons 5(1/19,5.3 %), 8(3/19,15.8 %), 11(1/19,5.3 %), 12(14/

19,73.7 %), 16(15/19,78.9 %) and 18(5/19,26.3 %). The earliest his-

tologic abnormalities in the liver included steatosis without or focal

hepatocellular necrosis in the liver. Timm’s stain showed positive or

negative staining. In the chronic hepatitis phase, the major changes

included inflammatory cells infiltration in the portal area with biliary

epithelium degeneration, and many spotty or focal necrosis in the liver.

The periportal area hepatic cells were indicated as cholatestasis chan-

ges. In the cirrhosis phase, portal area were enlarged by fibrotic tissue, a

lot of copper particles deposited in the wide fibrous septa, small bile

ducts were damaged and proliferative. The hepatocytes of fibrous

interval peripheric showed cholatestasis changes and containing many

copper particles.

Conclusions: The hepatocytes of fibrous interval peripheric showing

cholatestasis changes were relatively specific liver histology features,

had suggestive effect. The most common ATP7B gene mutations

were compound heterozygotes in exons 16. Comprehensive evalua-

tion of clinical presentation, liver histology and gene analysis were

helpful for early diagnosis and timely treatment.
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Analysis of clinical feature of Wilson’s disease in 181 cases

Zhang Shaoquan, Mai Li, Lai Jing

Department of Infectious Diseases, The Third Affiliated Hospital,

Sun Yat-sen University, Guangzhou City, China

Objective: To explore clinical feature of Wilson’s disease.

Methods: 181 cases of Wilson’s disease were retrospectively studied.
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Results: The male patients were more than female patients signifi-

cantly. The numbers of patients of age between 8 and 29 were

significantly more than those in other age periods. Liver and extra-

pyramidal symptoms were two main onset symptoms. 40–60 %

patients hepatic function had been damaged. More than 95 % patients

had dysfunction on liver ultrasound, encephalic CT and encephalic

MRI. Penicillamine were generally effective. The mainly death cause

was liver failure.

Conclusion: Wilson’s disease often occurs in male and youths. Liver

and extrapyramidal symptoms are the main clinical symptoms. Liver

ultrasound and encephalic CT/MRI should be one of auxiliary diag-

nosis devices. Hepatic function has been damaged before the

occurrence of symptoms. Penicillamine were generally effective.
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Characteristics of epidemiologic distribution of liver-related
diseases in Japan

Hideo Yamazaki1, Soichi Sakabe2, Jian-Guo Zhang3, Qing Xiao4,
Metabolic Disorders Study in Japan and China

1Health Promotional Sciences, Hamamatsu University, Hamamatsu,
2Soka University, Hachioji, Japan, 3Normal University of Nanjing,

Nanjing, China, 4Kenyu, Tokyo, Japan

Introduction: An objective of this study was to clarify the charac-

teristics of epidemiologic distribution based on liver-related diseases

in Japan’s communities.

Methods: The authors conducted a secondary analysis. Several pieces

of information on liver- and health-related conditions were obtained

from nationwide surveys conducted by Ministry of Health, Labour

and Welfare in Japan. Analyzed data, five rates, were the following:

age-adjusted mortality of liver-related diseases (LD), life span (LS),

subjective symptoms (SS), check with a doctor (CD), difficulty of

daily living (DL) by prefecture in Japan. The principal component

analysis (PCA) was applied to the data which were composed of the

sample-item matrix. Each rate was transformed into z-score which

was calculated by a formula for standardized score.

Results: The ranges of z-scores of LD, LS, SS, CD, and DL indicated

5.11, 5.93, 5.09, 6.47, and 4.77, respectively. By the PCA, three

principal components were extracted based on the criterion of an

eigenvalue. Each principal component had 2.43 for the first principal

component, 1.21 for the second, and 0.85 for the third. LD had the

maximum eigenvector in the first principal component, and eigen-

vector’s range was about 0.81. In the second principal component, LD

had the second maximum eigenvector, and the range was about 0.83.

In the third principal component, LD had the maximum eigenvector,

and the range was about 1.19.

Conclusions: In PCA, the first principal component was extracted as

an index which distinguished LD from health-related indices.

Therefore, this component was used as the synthetic LD index from

an epidemiologic viewpoint in the present study. Using the second

and third principal components, it was suggested that the first, second,

third, and fourth quadrants on the two-dimensional space, should

show the characteristics of the relationship between LD and health-

related indices in Japan from an epidemiologic aspect.
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Cholestatic hepatitis with pure red cell aplasia in elevated serum
copper

Hyun Jin Kim, Se Hyun Cho, Joon Yeol Han

Gastroenterology and Hepatology, Yeouido St. Mary’s Hospital,

Seoul, Republic of Korea

Copper plays a part of iron metabolism, elevated serum level of copper

induced hemolytic anemia. The mechanisms of copper induced

hemolytic anemia are explained that oxidative damage of red blood cell

membrane is occured by production of free radial, copper disrupt the

metabolism by inhibiting red cell enzyme and make to inhibit the AP-

Tase, be fragile to hemolysis by changing of red cell structure. In

human, the toxicity of copper is no report in normal environmental

exposure. But we report cholestatic hepatitis with pure red cell aplasia in

elevated serum copper. A 71 years old woman was hospitalized with

jaundice for 10 days, and there was no other disease inducing hepatitis.

Pruritus and nausea was chief complaint, in physical examination

hepatomegaly was not found. Laboratory findings were AST 245 IU/L,

ALT 201 IU/L, total bilirubin 20.1 mg/dL, direct bilirubin 15.2 mg/dL

L, ALP 1359 IU/L, r-GTP 715 IU/L, and all virus were negative. Serum

ferritin (1293.3 ng/mL) and copper (261.64 ug/dL) level were elevated,

but serum ceruloplasmin, 24 h urine copper level were normal. Also,

Fig. 1 Normal finding in liver biopsy

Fig. 2 Pure red cell aplasia in the bone marrow
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Kayser-Fleischer ring grade 2 was found in eye. Autoantibody, CT

finding and APT7B gene were normal and no copper deposit was in

liver biopsy, periportal inflammation and fibrosis. On 1 month later,

Hb 5.4 g/dL, Hct 16.8 %, LDH 752 IU/L were checked (initial

hemoglobin was 11.3 g/dL, hematocrit 34.7 %). Bone marrow

examination was done, and diagnosed pure red cell aplasia (PRCA).

No other treatment was done for PRCA, but the hemoglobin level

maintained normal range. The patient was discharged and in out-

patient clinic, have been checked regularly, hemoglobin, total

bilirubin, copper level and ophthalmic finding were normalized. We

concluded that reversible copper toxicity induced cholestatic hepa-

titis and pure red cell aplasia (Figs. 1, 2).
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Expression of liver disease-related antibodies in patients
with acute drug-induced liver injury

Lu Dan, Duan Zhi-Jun

Department of Gastroenterology, The First Affiliated Hospital

of Dalian Medical University, Dalian, China

Background: The aim of this study is to analyze the liver disease-

related antibodies expression in patients of acute drug-induced liver

injury (ADILI), so as to provide a reference for doctors to judge

whether ADILI would progress to autoimmune-associated liver

injury, and to treat the patients properly.

Methods: A retrospective analysis was conducted for 104 cases who

admitted to the First Affiliated Hospital of Dalian Medical University

from June 2002 to March 2012 with a diagnosis of ADILI, so as to

analyze the expression of liver disease-related antibodies.

Results: 57 cases (54.81 %) were presented in positive group and 47

cases (45.19 %) were in negative group. ANA was positive in 47

cases (45.19 %) and ASMA in 15 cases (14.42 %). The titers of

ANA were more than 1:320 in 16 cases (34.04 %). Two kinds of

antibodies were positive in 15 cases (26.32 %) and ANA + ASMA

was the most common. Three kinds of antibodies were positive in 5

cases (8.77 %), and ANA + AMA + AMA-M2 was the most com-

mon. The antibody positive rate was higher in female than that in

male. The antibody positive rate was higher in hepatocellular injury

pattern than that in cholestatic or mixed pattern. The antibody

positive rate was higher in IgG elevated group than that in normal

group.

Conclusions: The positive rate of liver disease-related antibodies in

ADILI is higher than 50 %. The patients of ADILI with many kinds

of positive liver disease-related antibodies or high titer antibodies

should be closely followed-up. The patients especially for female and

hepatocellular injury pattern should be on guard against progressing

to drug-induced autoimmune-like hepatitis.
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Injecting drug users (IDUs) prevalence of hepatitis virus, HIV
and syphilis in Southern Taiwan
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1Pathology and Laboratory Medicine, 2Psychiatry, Kaohsiung

Veterans General Hospital Tainan Branch, Tainan, 3Department of

Medical Laboratory Science and Biotechnology, College of Health

Sciences, Kaohsiung Medical University, Kaohsiung, Taiwan, R.O.C.

Introduction: Hepatitis virus and HIV occurs frequently with in drug

addicts, due to the fact that both are transmitted via the same path-

ways (intravenous drug users and sexual). Several European countries

have even higher rates of co-infection. In Spain, at least 50 % of the

130,000 HIV-infected carriers are also HCV-positive as a result of the

high incidence of injecting drug users.

Methods: 87 IDUs participate of drug addiction treatment program

(DATP), age from 28 to 56 years old, the male and female of 74 and

13. There are all participants regularly tests of HBsAg, anti-HBs,

HCV, HIV and syphilis.

Results: The prevalence of HBsAg was 8.0 %, anti-HBs were

90.8 %, anti-HCV antibodies were 87.4 %, and HIV was 10.3 %. The

Fisher’s Exact test analysis that IDUs carried of HCV revealed that

sex (p = 0.359), HBsAg (p = 0.214), anti-HBs (p = 1.0), HIV

(p = 0.596), syphilis (p = 0.443), education (p \ 0.001) and shared

the syringe (p = 0.025) (Table 1).

Conclusions: From the results we can found the HCV sero-preva-

lence levels high among the populations of education and shared the

syringe in the injecting drug users. The first ours suggest that even in

populations with a high prevalence of HCV infection, there is hope

that a drop in syringe sharing will reduce the incidence of such

infection.
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Interaction between hepatic CYP2E1 and ethambutol:
computational modeling and in vivo effects

Table 1 Factors associated with seropositive status for HCV corre-

lated with HIV, HBV and syphilis at DATP, for a cohort of IDUs in

Southern Taiwan
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Knowledge of anti-tuberculosis medications drug-induced liver injury

mechanisms is incomplete. There are a few reports relative to hepa-

totoxicity of ethambutol (E), though this medication probably could

influence other co-administered via cytochrome P450 enzymes. Aim

of study: computer simulation of E and CYP2E1 interaction, and

investigation of CYP2E1 induction/inhibition indices in rats liver

following E administration.

Optimized by us computer model of human CYP2E1 spatial

structure was used. For modeling of E and CYP2E1 interaction

docking of this ligand to enzyme active center was carried out. Spatial

structure of E was taken from PubChem data base (CID 14052) and

optimized using ArgusLab Software. The same software using

Lamarkian Genetic Algorithm was applied for docking. E was

administered to Wistar male rats in therapeutic dose (2 month).

CYP2E1 mRNA expression in liver was evaluated by RT-PCR. Total

cytochrome P450 (P450) content and p-nitrophenol hydroxylase

activity also were measured.

Computer simulation showed that E can directly interact with

CYP2E1 active site and heme. Such location is typical for CYP2E

substrates, but ligand interacts with heme by his hydroxyl group, i. e.

it couldn’t be metabolized. Enzyme-E binding energy approaches to

protein-substrate interaction level. Aforementioned allow to suppose

that E could be a weak CYP2E1 competitive inhibitor. But high level

of CYP2E1 mRNA content in liver was demonstrated following E

administration. Also p-nitrophenol hydroxylase activity rose in 4

times and P450 content increased by 36 %, which was an additional

evidence of CYP2E1 induction.

Data suggest that E can interact with CYP2E1 active site. E ability

to cause hepatic increase of CYP2E1 mRNA, P450 content and

p-nitrophenol hydroxylase activity possibly was realized by mecha-

nism similar to such for ethanol (enzyme molecule post-

transcriptional stabilization). Results could be an evidence of E

capability to participate in drug–drug interaction and metabolic idi-

osyncratic reaction following pharmacotherapy of tuberculosis.
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Comparative hepatotoxicity testing of two combinations
of antitubercular medicines in rats

Svitlana Anisimova, Ganna Shayakhmetova, Larysa Bondarenko,
Alla Voronina, Olena Voloshina, Valentina Kovalenko

SI ‘Institute of Pharmacology and Toxicology of NAMS of Ukraine’,

Kyiv, Ukraine

Background: The exact mechanism of antituberculosis medicines

(AM)-induced hepatotoxicity is unknown, but toxic biotransforma-

tion is suggested to play crucial role. The aim was comparative

hepatotoxicity testing of AM combinations contained pyrazinamide,

isoniasid, rifampicin and ethambutol (combination1) or streptomycin

—(combination2). Evaluation of separate ethambutol and strepto-

mycin administration effects also was conducted.

Methods: We have investigated CYP2E1 gene expression in male rats’

liver, p-nitrophenol hydroxylase activity, total cytochrome P450 con-

tent, enzymatic lipid peroxidation (LPO) activity, glutathione-relative

enzymes, liver reduced glutathione (GSH) pool.

Results: Both combinations administration to rats increased total

CYP450 content (20 and 45 % respectively). Ethambutol and strepto-

mycin also caused a rise of this parameter (20 and 31 % respectively).

Both combinations elevated hepatic CYP2E1 by 2 fold and p-nitro-

phenol hydroxylase activity—nearly by 4 fold over the control. It was

shown elevation of CYP2E1 mRNA expression (4,4 fold) and CYP2E1-

marker enzyme activity (4,5 fold) after ethambutol administration.

Streptomycin provoked increasing of CYP2E1 mRNA, but not

p-nitrophenol hydroxylase activity. Under treatment with both combi-

nations it was shown increase of LPO in liver microsomes on average

40 %. Ethambutol led to 44 % increasing of this parameter, but strep-

tomycin had no effect. Simultaneously in rats liver treated with

combination1 GSH level, GSH reductase, GSH-S-transferase activity

increased 34, 39 and 40 %. Combination2 had not marked effect on

GSH-dependent processes. Ethambutol caused elevation of GSH con-

tent and GSH-S-transferase activity 33 % and 19 % as compared with

control, but streptomycin didn’t affect mentioned indices.

Conclusion: We haven’t indicate significant differences between

effects of combinations on phase I biotransformation indices and LPO

in rats’ liver. Unfavorable response of GSH-system was less expres-

sed under combination2 using. Toxicity manifestation seems to be

less marked in the case of separate streptomycin administration, than

ethambutol. Thus, replacement of ethambutol on streptomycin in AM

combination could alleviate degree of hepatotoxic effects.
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Serum protein profile in TAA induced chronic liver inflammation
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Background and aims: Many serum proteins are synthesized in the

liver. Their serum levels may decrease or increase due to liver dis-

orders. TAA is a potent hepatotoxicant, multiple protein systems have

been shown to be injured, including those present in the endoplasmic

reticulum, mitochondrial respiration, and stress response proteins.

The current study was executed to scrutinize the effect of TAA on

different serum proteins and role of N. oleander leaves extract in TAA

induced toxicity.

Methods: Wistar rats (Rattus norvegicus), weighing 150 ± 15 g

were divided into three groups (n = 3), Con, T1 & T2. All the animals

were kept on normal rat chow. Con group was given drinking water

for 18 weeks, at the same time T1 and T2 were given TAA (200 mg/l)

in drinking water for 18 weeks while T2 was additionally provided

with N. oleander leaves extract for seven days. Later than all the

animals were slaughtered and serum samples were collected for fur-

ther processing. Densitometry was performed by 1D SDS-PAGE.

Results: In T1, densitometry revealed increase in level of C-reactive

protein (25.51KDa) and mannose-binding protein (26KDa). Whereas

decrease in level of haptoglobin (38.57KDa), transcortin (44.68KDa),

antithrombin (52.24KDa), a-fetoprotein (58.57KDa), albumin

(68.77KDa), afamin (69.35KDa), Hsp75 (75KDa), and plasmin

(85KDa). In T2 group, the level of haptoglobin (38.57KDa), trasnscortin

(44.68KDa), antithrombin (52.24KDa), Hsp75 (75KDa) and C-reactive

protein (25.51KDa) was unchanged, while mannose-binding protein

(26KDa), a-fetoprotein (58.57KDa), albumin (68.77KDa), afamin

(69.35KDa) and plasmin (85KDa) showed increasing trend.
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Conclusion: Taken together these findings, we can conclude that N.
oleander leaves extract have the potential to reverse the liver

inflammation caused by TAA.
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Clinical characteristics and difference of patients with DLST
negative—drug induced liver injury

Kazuki Kuroki, Shinsuke Kira, Fumi Shinohara, Nami Mori,
Yasuyuki Aisaka

Hepatology/Liver Center, Hiroshima Red Cross Hospital, Hiroshima,

Japan

Background and aims: In some cases, drug lymphocyte stimulation

test (DLST) showed negative (Stimulation Index (S.I.) \ 180) and

hepatitis was fully recovered after discontinue taking medicine. The

aim of this study was to clarify the clinical characteristic and dif-

ference of DLST negative patient with DILI, compared with DLST

positive patients.

Materials and methods: During 7 years (Apr. 2004–May 2011), 206

patients (age: 57.8 ± 17.0 y.o., 117 women and 89 men) who had

been consulted to our outpatient clinic and diagnosed as DILI were

subjected. HCV, HBV, HAV, EBV and CMV infection and alcoholic

hepatitis was excluded in all patients. We classified the patients in two

groups, group A: DLST negative, group, B: DLST positive, and

investigated and assessed the serological findings and clinical data of

patients in both group. Statistical differentiation was performed by

Wilcoxon signed-rank test (median, (25 %, 75 %)).

Results: 75 patients (36 %) (age: 61.3 ± 15.8 y.o., 45 women and 30

men) out of 206 patients with DILI showed negative for DLST. In both

group, reverse correlation was found between Age and S.I. of DLST

(Spearman, p = 0.0047). However age of group A was not older than

that of group B (group A: 65 y.o., (50,73), group B: 59 y.o., (42,70),

p = 0.1121). In group B, serum value of ALT was elevated than that in

group B (group A: 288 IU/L (142,571), group B: 179 IU/L (77,386)

(p = 0.024). In group B, serum value of ALP was elevated than that in

group B (group A: 494 IU/L (285,726), group B: 374 IU/L

(280,566)(p = 0.0074). No statistical difference was found in the

duration period of liver injury in both group. About all patients recov-

ered from hepatitis within 1 month after discontinue taking medicine.

Conclusion: This study indicated that liver injury of DLST negative

patients was never light than that of DLST positive patients. Therefor,

if DILI was suspected, the patient should discontinue taking medicine

even if in the DLST negative cases.
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Mortality prediction with a simple model (bilirubin
and international normalized ratio) in anti-tuberculosis
drug-induced liver injury in patients with tuberculosis

Wu Zhebin, Liu Jing, Zheng Yubao, Mo Zhishuo,
Lin Chaoshuang, Gao Zhiliang

Department of Infectious Diseases, The Third Affiliated Hospital of

Sun Yat-sen University, Guangzhou, China

Objective: The aim of the study was to assess the performance of

MELD score in anti-tuberculosis drug induced liver injury in patients

with tuberculosis complicated with chronic hepatitis B. We also

sought to assess the performance of a de novo model in predicting

one-month mortality in these patients.

Methods: The clinical, hematological, and biochemical characteris-

tics of 126 patients with tuberculosis complicated with chronic

hepatitis B from 2006–2011 were analyzed. MELD Score was cal-

culated from admission variables. Logistic regression models were

fitted using MELD score, and other variables identified as clinically or

statistically significant. The discrimination and the calibration of the

models were assessed by receiver operating characteristic (ROC)

curves.

Results: Twenty seven patients (21.4 %) died. The one month mor-

tality of these patients with a MELD score of \9, 10–19, 20–29,

30–39 and [40 were 1.9 %, 14.3 %, 38.1 %, 75.0 % and 100 %

respectively. Univariate analysis identified encephalopathy, ascites,

total proteins, total bilirubin, alkaline phosphatase, platelet count,

serum creatinine, and international normalized ratio (INR) as signif-

icant variables of which total bilirubin (p value \ 0.001) and INR (p

value \ 0.001) were significant predictors of mortality in the logistic

model. Both the MELD and the de novo model with only bilirubin

and INR had good discrimination and calibration. The absence of

creatinine in the de novo model did not result in loss of discrimination

and improved calibration.

Conclusions: The de novo logistic model consisting of only two

variables, INR and total bilirubin was comparable to the MELD model.

Our results suggest that both the MELD and the de novo model are

equally predictive of severity of ant-ituberculosis drug induced liver

injury and mortality in patients with tuberculosis complicated with

chronic hepatitis B and needs validation in future studies.
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Effects of fish oil on cell proliferation-regeneration and liver
injury induced by carbon tetrachloride

Huseyin Korkmaz1, Tuncer Temel2, Mehmet Sait Bugdaci3
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Gastroenterohepatology, Osmangazi University, Faculty of Medicine,
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Background/aim: Compensatory cell proliferation and tissue

regeneration occur as an endogenous response following chemical

damage of the liver and enable animals to over come injury. Studies

have shown effect of fish oil (FO) on cell proliferation. We aimed to

investigate the effect of FO on the hepatic injury and cell cycle phases

as well as cellular proliferation-regeneration index (CPI) in a rat

model of acute hepatic injury induced by carbon tetrachloride (CC14).

Method: 60 male Wistar-albino rats were fed with either a diet

supplemented with 20 % FO or standard rat feed (SRF) for 2 weeks.

Then both groups were subdivided into two subgroups and either

1 ml/kg CC14 or saline were injected intraperitoneally; Control

group: SRF-saline, CC14 group: SRF-CC14, FO group: FO-saline,

FO-CC14 group. The ALT, AST, histopathologic changes and cell

cycle phases of the livers as well as CPI using flowcytometry were

evaluated 24 h after the administration of CC14.

Results: No difference at AST-ALT levels and histopathologic datas

were found between control and FO groups. AST-ALT levels of CC14

and FO-CC14 groups were significantly higher than control and FO

groups, and showed histopathological signs of acute hepatitis

(p \ 0.01, p \ 0.01 respectively). In addition AST-ALT levels, liver

damage and histological changes of FO-CC14 were significantly

higher than CC14 group (p \ 0.01). Percentage of cells at G0/G1
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phase was increased (p \ 0.001, p \ 0.001 respectively) and per-

centage of cells at S phase and CPI were decreased (p \ 0.001,

p \ 0.001 respectively) at FO and FO-CC14 groups in comparison

with control and CC14 groups.

Conclusion: FO diet increases rate of GO/G1 phase cells, decreases

percentage of cells in S phase and exacerbates the hepatic injury and

prevents cell proliferation-regeneration in normal and injured liver

cells. Suppression of tissue regeneration by FO may lead to pro-

gression of hepatic injury.
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Hepatoprotective effect of curcumin against carbon tetrachloride
induced injury using isolated hepatocytes

Mai Fahim Ragab, Nesrine Salah-Eldine Elsayed, Laila Gamal
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Cairo, Egypt

Background and aim: Curcumin (Cur), the major bioactive phenolic

component of the rhizomes of Curcuma longa has been reported to

possess potent anti-inflammatory, anticancer, hepatoprotective, anti-

oxidant as well as pro-oxidant activities. The present study aims to

investigate the effect of Cur on liver injury induced by carbon tet-

rachloride (CCl4) using the in vitro model of isolated hepatocytes

and comparing its efficacy as a hepatoprotective agent against

vitamin E.

Methods: Sprague–Dawley rat livers were isolated and digested

using collagenase IV. The isolated hepatocytes were incubated with 1,

0.1 and 0.01 mM Cur, and then 30 min later, CCl4 (0.86 lM) was

added to induce injury. The standard antioxidant and anti-inflamma-

tory vitamin E (0.5 lM) was used as a reference and was incubated

with the hepatocytes prior to their exposure to CCl4. Samples were

collected at different time intervals and six different parameters were

assessed, alanine aminotransferase (ALT), lactate dehydrogenase

(LDH), thiobarbituric acid reactive substances (TBARS), reduced

glutathione (GSH) levels and two pro-inflammatory cytokines, tumor

necrosis factor alpha (TNF-a) and interleukin 1-beta (IL-1b).

Results: CCl4 injured the isolated hepatocytes and caused a signifi-

cant increase in the levels of ALT, LDH, TBARS, TNF-a and IL-1b
while depleting reduced GSH. Incubating the hepatocytes with Cur

prior to their exposure to CCl4 protected against the hepatotoxicant

induced injury. Cur significantly reduced the levels of ALT, LDH,

TBARS, TNF-a and IL-1b. It was also able to conserve the levels of

reduced GSH.

Conclusion: Cur possesses potent antioxidant and anti-inflammatory

effects, hence it should be considered for more use as supplement to

protect against various oxidative and inflammatory liver disorders.
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Evaluation of patients with toxic hepatitis
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Faculty, University of Istanbul, Istanbul, Turkey

Aims: Liver is the main organ for the metabolism of many drugs or

chemical agents. The purpose of this study of patients admitted to our

unit with a diagnosis of toxic hepatitis due to drugs was to evaluate

retrospectively.

Methods: In this study, Gastroenterology Clinic of 87 patients who

were hospitalized with a diagnosis of toxic hepatitis, demographic and

laboratory parameters were evaluated retrospectively. Patients with

hepatocellular, cholestatic or mixed type is classified as. Patients’

recovery, sent to the intensive care unit or death associated with labo-

ratory values were investigated.

Results: Of the patients, 54 women and 33 men (mean age 53.6

+18.3), respectively. The applicant’s complaints in order of frequency

of jaundice, nausea, vomiting, fatigue, abdominal pain and loss of

appetite were observed. The most commonly used drugs were anti-

biotics and nonsteroidal anti-inflammatory drugs (33.3 %). The mean

duration of hospitalization was 10.06 + 8.2 days. 77 patients (88.5 %)

were discharged, 6 taken to intensive care unit (6.9 %), and 4 (4.6 %)

had died. During the application of AST, ALT, ALP, creatine kinase

and AST/ALT ratio in patients with high compared to low values and

the death of the ratio of being sent to the intensive care unit were

significantly higher (p \ 0.05). Toxic hepatitis patients, 52 (59.7 %),

hepatocellular, and 20 (22 %) mixed type, 11 (12.6 %) were chole-

static type.

Conclusions: Toxic hepatitis with liver dysfunction, leading to clin-

ically and morphologically confused with many diseases. Patients

with severe hepatitis statement of the height of biochemical enzyme

over a wide range of light may appear. Early diagnosis is very

important in terms of monitoring and treatment of disease.
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Introduction: Some of the patients with chronic hepatitis use both

herbal medicine and/or antiviral treatment. These herbal products

sometimes lead to clinical deterioration. In this study it was aimed to

determine herbal product utilization purpose and rate among the

chronic hepatitis B and C patients.

Materials and methods: This prospective cohort study included 200

consecutive adult patients with chronic hepatitis B and chronic hep-

atitis C at Department of Infectious Diseases, Ondokuz Mayis

University from 1st March 2012 to 30th July 2012. At enrollment,

clinical information, demographics, laboratory variables and knowl-

edge about herbal product were recorded. This study was approved by

the Institutional Review Board.

Results: 150 of the patients had CHB, 50 had CHC. 54 % of patients

were male. Use of herbal products was 26 %. Antiviral treatment rate

was 48,5 % for all patients. The most used herbal products were arti-

choke extract and honey. 67.3 % of patients were using single herbal

product whereas the others were using two or more herbal product.

Previously, 46.2 % of patients who use herbal product provided

information about the herbal product usage, but the others did not.

Conclusions: An important part of the chronic hepatitis patients were

using herbal products. More than half of these patients were not

informed medical doctors about usage of herbal medicine. In con-

clusion, usage of herbal product should be asked to all patients with

chronic hepatitis.
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Research of the clinical characteristics and the prognosis factors
of drug-induced hepatic injury
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Backgrounds: Drug-induced hepatic injuriey increases significantly

recently. There is a variety of drugs can cause hepatic injury, while

the clinical symptoms of the disease and laboratory examination has

no specificity and there is no effective diagnostic standard.

Aims: To summary the clinical characteristics and influence factors

of drug-induced hepatic injury, to guide clinical medication and

reduce the occurence and development of drug-induced hepatic

injury.

Materials and methods: A total of 394 patients of drug-induced

hepatic injury were included. 170 cases are men and 224 cases are

women. The age of the patients was 7 to 84 years. The drug kinds,

gender, age distribution, onset time, clinical manifestations and

pathological changes were analyzed.

Result: The most common factors causing hepatic injury are tradi-

tional chinese medicine which followed by combined drug treatment

and anti-tuberculosis drugs. The median onset time of drug-induced

hepatic injury is 30 days. The sex ratio (male verse female)of drug-

induced hepatic injury is 1:1.3. The high-risk age is 40 to 60 years

old. As to the hepatic injury, liver cell injury is most common,

accounting for 60.41 % and cholestasis injury is 24.86 %, while

mixed injury is 14.73 %. Inflammation cells infiltration rich in neu-

trophils and eosinophilic is the most common pathological change,

accounting for 65.01 %; Capillary bile duct silting is 39.93 %; Mixed

fatty degeneration is 30.02 %; Necrosis of liver cells mainly around

the central vein is 23.26 %. The appearance of epithelioid granulomas

structure is 13.99 %. The prognosis of drug-induced hepatic injury is

good. Drug kinds and gender have no relationship with prognosis.

However, age, clinical parting, the accompany with other diseases,

the liver function and blood coagulation are associated with the

prognosis.

Conclusion: The most common drugs inducing hepatic injury are

tradionnal Chinese drugs. The mean onset time from drugs taking is

30 days. The prevalence rate of female is slightly higher than male.

The high-risk age is 40 to 60 years. Age, clinical parting and the

accompany with other diseases are closely associated with prognosis.
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Background and aims: Diagnosis of Drug-induced liver injury

(DILI) remains a challenge. The role of liver biopsy in diagnosis of

DILI is one of the most difficult aspects of liver pathology. In 2010,

Hu proposed the DILI semi-quantitative pathological scoring system

(DILI-PSS) for histological diagnosis of DILI. We validated the

DILI-PSS in Chinese patients with DILI and other liver diseases to

find out the potential diagnostic parameters for DILI.

Methods: A total of 400 patients with diverse liver diseases who had

complete clinical, laboratorial and histological data were enrolled in

this study. The sample included 191 patients with DILI diagnosed by the

clinical judgment (the diagnosis of DILI confirmed by two hepatolo-

gists by re-reviewing patients’ data), 49 patients with AIH, 21 patients

with AIH-PBC overlap syndrome, 13 patients with PBC, 24 patients

with NASH, 74 patients with CHB, 9 patients with CHC, 7 patients with

Wilson’s syndrome, 5 patients with haemosiderosis and 8 patients with

Gilbert’s syndrome. Two pathologists were blinded to all the clinical

information available. The DILI-PSS were assessed based on sensi-

tivity, specificity and predictability for the diagnosis of DILI. The

diagnostic scores of the DILI-PSS were assessed by ROC curves.

Results: The DILI-PSS had sensitivity and specificity of 92 % and

86 %, respectively, for the diagnosis of possible DILI. On probable

DILI, the DILI-PSS had sensitivity and specificity of 50 % and 99 %,

respectively. The predictabilities of the DILI-PSS were 89 % for pos-

sible DILI, and 76 % for probable DILI. The areas under the ROC

curves of the DILI-PSS were assessed, showing an AUC of 0.93.

Conclusions: The DILI-PSS has high sensitivity and specificity for

the pathological diagnosis of DILI in Chinese patients. Precise

pathological evaluation plays an important role in the diagnosis of

DILI. The close cooperation between hepatologists and pathologists

is also important for improving the diagnostic accuracy of DILI.
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Background/aim: Isoniazid (INH) is an antituberculosis drug that has

been associated with idiosyncratic liver injury in susceptible patients.

The underlying mechanisms are still unclear, and there are no animal

models available that emulate clinical INH hepatotoxicity. Because

some previous studies suggest that INH-induced cell injury may be

mediated by mitochondria, we explored whether mitochondrial respi-

ratory chain dysfunction may be a determinant of susceptibility.

Approach/methods: We used primary hepatocyte cultures derived

from C57BL/6 J mice to assess hepatocellular injury and mitochon-

drial function after exposure to INH. To pharmacologically inhibit

complex I, rotenone or piericidin A were used. To inhibit a critical

structural subunit of complex I, we used a truncated Ndufs4+/- knock-

in heterozygous mutant mouse model.

Results: Hepatocytes exposed to a wide concentration range of INH

alone exhibited minimal cytotoxicity. Exposure to rotenone (3 lM)

did also not affect cell viability or decrease energy levels, but

inhibited complex I activity by 60 %. However, combined exposure

of hepatocytes to INH and rotenone resulted in greatly enhanced

superoxide-derived MitoSox fluorescence, massive ATP depletion,

and significant cell injury (at 300 lM INH). Piericidin A (30 nM)

similarly potentiated INH toxicity. However, pretreatment of hepa-

tocytes with the mitochondria-targeted antioxidant, mito-TEMPO or

N-acetylcysteine did not protect against rotenone/INH-induced
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cytotoxicity. Similarly, antimycin A, a complex III inhibitor, increased

mitochondrial superoxide levels but did not potentiate INH toxicity,

suggesting that factors other than increased oxidant stress may be

involved. Surprisingly, hepatic mitochondria isolated from Ndufs4+/-

mutant mice did not exhibit lower complex I activity (P [ 0.05), and

exposure of hepatocytes isolated from Ndufs4+/- mutant mice to INH

did not result in increased cytotoxicity, as compared to wild-type mice

(P [ 0.05), suggesting a threshold effect for complex I.

Conclusions: We have developed a novel cellular model of INH

hepatotoxicity, in which mitochondrial complex I inhibition precipi-

tates INH-induced cell injury.
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Non-therapeutic anabolic–androgenic steroid use:
esthetic benefit or risk factor to liver injury?
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Background: Athletes and non-athletes have used anabolic–andro-

genic steroids (AAS) to achieve higher levels of sports performance

or esthetic purposes. Non-therapeutic AAS use has been considered

illicit; however, this drugs consumption reached alarming levels

around the world.

Aim: To evaluate clinical spectrum of liver injury in these individuals.

Methodology: This cross-sectional study included non-therapeutic

users of AAS with esthetics or sports performance purposes from

February/2007 to May/2012. They underwent to clinical evaluation

and abdominal ultrasound (AUS). Associations, correlations, preva-

lence’s and 95 %-confidence intervals (95 %CI) were estimated.

Results: 923 males were interviewed and 19.5 % (182) [95 %CI,

17.2–22.4 %]), who referred AAS use, were included. The median age

were 26.0 (22.0–30.0) years and testosterone doses used ranging from

200 to 8.000 mg. Elevated liver enzymes were observed in 69 (37.9 %

[95 % CI, 30.8–45.4 %]) participants: ALT or AST in 56.5 %; ALT and

AST in 31.9 %; GGT in 11.6 %. Liver enzymes [39 were found in

31.9 % of these individuals. The AUS showed: hepatic steatosis in

12.1 %; hepatic nodules in 1.1 %. One individual was HBsAg+ and

other anti-HCV+. Elevated levels of enzymes was observed in 79

(43.4 % [95 %CI: 36.1–51.0 %]) individuals. Elevated enzymes levels

and/or hepatic steatosis on AUS were observed in 23 cases (29.1 %

[95 %CI: 19.4–40.4 %), and these individuals had criteria for TAFLD

(fatty liver associated to AAS use).

Conclusions: AAS users were asymptomatic; however they presented

a large spectrum of liver injury: B and C hepatitis virus infection,

alcoholic liver disease, TAFLD and hepatic nodules. These findings

suggest that to AAS use is risk to the liver, and it may be higher than

the esthetic benefits. These results also show the relevance to

screening these individuals and to prevent severe liver injuries in

the future.

Topic: 7 Drug Induced Liver Disease (DILD)

Absno: 1461

The effect of immunosuppressive therapy on natural course
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Palabiyikoglu, Necati Örmeci, Kadir Bahar, Cihan Yurdaydin,
Abdulkadir Dokmeci

Department of Gastroenterology, Ankara University, School

of Medicine, Ankara, Turkey

Background and aims: The aim of the present study was to evaluate

the effect of immunosuppressive therapy on natural course of severe

drug-induced liver injury (DILI).

Methods: Between January 2001 and April 2010, a total of 80

patients (male/female, 28/52; mean age: 44.6 ± 13.8 years) who

diagnosed with severe DILI were into this analysis. Data were col-

lected retrospectively from the patient hospital chard. The liver

damage was characterized as hepatocellular, cholestatic or mixed

according to the International Consensus Meeting criteria. Thirty of

these 80 DILI patients received corticosteroid therapy (1 mg/kg/day)

with/without azathioprine (1.0–1.5 mg/kg/day).

Results: Of those, female gender was dominance (65 %), 15 (18 %)

had the underlying liver disease (4 asymptomatic HBV infection, 5

fatty liver disease, 6 others). The mean duration of suspicious drug

intake and mean interval between the suspicious drug intake and DILI

recognition were 61.1 ± 184.6 days and 18.8 ± 20.8 days respec-

tively. Fatigue (100.0 %) and jaundice (81.0 %) were the most

frequent symptoms. Hepatocellular pattern (HP) of liver injury was

more commonly observed (80.0 % of patients) with a mean ALT

level of 1081.3 ± 889.9 IU/L. The main causative groups of drugs

were antibiotics (49.0 %) and non-steroidal anti-inflammatory drugs

(45.0 %). There was no significant difference in terms of the basal

characteristics between treatment and control groups observed

(p [ 0.05), except serum total bilirubin level was significantly higher

in treatment group (p \ 0.05). Acute liver failure developed in 13

patients (16.3 %, 11 HP toxicity, 5 treatment group vs. 8 control

group); 9 patients (8 HP toxicity, 4 treatment group vs. 5 control

group) died and the remaining 4 were liver-transplanted. Chronicity

developed in 11 patients (14.0 %, 11 HP toxicity, 6 treatment group

vs. 5 control group).

Conclusions: DILI is one of the important causes of liver-related

morbidity and mortality. It seems to be immunosuppressive therapy

did not ameliorate the natural course of DILI.
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Reversal of acetaminophen induced acute and subchronic
hepatic injury by jaggery in rats

Chandra Kant Sharma, Vinay Sharma

Biosciences & Biotechnology, Banasthali University, Banasthali,

India

Background: Jaggery is the least processed sugar containing poly-

phenols. The bioactivity of jaggery can be anticipated as they contain

phytochemicals and are a good source of natural antioxidants. The

present investigation was planned to evaluate the hepatoprotective

activity of jaggery against acute and subchronic exposure to acet-

aminophen (APAP).

Methods: Hepatoprotective activity of jaggery (acute: 250, 500 and

750 mg/kg, orally, once only; Subchronic: 750 mg/kg, orally for

5 days) was done against acute and subchronic exposure to APAP

(acute: 2 g/kg, orally, once only and 20 mg/kg, orally, for 21 days) in

rats.

Results: The administration of toxicant altered blood biochemical

variables and significantly increased the level of serum marker enzymes
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such as aspartate aminotransferase (AST) and alanine aminotransferase

(ALT). Tissue biochemical parameters such as lipid peroxidation

(LPO) and reduced glutathione (GSH) were altered after APAP intox-

ication. A noteworthy fall was observed in the activities of glutathione

reductase (GR), glutathione peroxidase (GPx), catalases (CAT),

superoxide dismutase (SOD), aniline hydroxylase (AH), adenosine

triphosphatase (ATPase) and glucose-6-phosphatase (G-6-Pase) after

induction of toxicity. Treatment with jaggery significantly brought

the values of studied parameters towards normal in dose dependent

manner, however maximum protection was observed at higher dose

(750 mg/kg). Administration of jaggery also reversed the DNA damage

and histopathological alterations by attenuating lipid peroxidation and

enhancing antioxidant defense.

Conclusion: Thus, it may be concluded that jaggery can be used to

reduce the hepatic damage and may serve as an alternative medicine

in hepatic etiology.
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Evaluation and causality assessment of herb-induced liver
injury (HILI)

Wing I. Cheung1,2, Man Li Tse3, Teresa Ngan4, Tony WL Mak5,
Wing Tat Poon5, Jieru Lin4, Fei Lung Lau3, Tai Nin Chau2,6

1Division of Gastroenterology and Hepatology, Department of

Medicine and Geriatrics, Our Lady of Maryknoll Hospital, 2Medicine

and Geriatrics, United Christian Hospital, 3Hong Kong Poison

Information Center, United Christian Hospital, 4Chinese Medicine

Department, Chief Pharmacist’s Office, Hospital Authority,
5Toxicology Reference Laboratory, Department of Pathology,

Princess of Margaret Hospital, 6Division of Gastroenterology

and Hepatology, Union Hospital, Hong Kong, Hong Kong S.A.R.

Aim: Herbal medicine is commonly used in Asia. Different combi-

nation of ingredients in herbal formula and the methods of decoction

and processing may result in toxicity. There is no gold standard for

the diagnosis of HILI. In this study, we aim to compare the causality

assessment of HILI by multidisciplinary approach (MDA) and

Roussel Uclaf Causality Assessment Method (RUCAM).

Method: From January 2008 to December 2009, all suspected cases

of HILI referred to the Hospital Authority Toxicology Service, a

tertiary toxicology center in Hong Kong, were recruited. A MDA

team consisting of hepatologist, analytical toxicologist, clinical tox-

icologist, Chinese medicine pharmacist assessed the causality based

on a protocol (Fig. 1). The MDA team was responsible for interpre-

tation of herbal formula, search for any misidentification or erroneous

substitution by examining the herbal residues or proprietary herbal

medicine. The final causality score of each patient was compared with

the likelihood of causality assessed by using RUCAM.

Result: 191 cases of suspected HILI were recruited. The likelihood of

causality assessed by using MDA and RUCAM were shown in

Table 1. The concordance between MDA and RUCAM showed

substantial agreement, weighted kappa = 0.64 (95 % CI 0.58–0.71).

Conclusions: The concordance between MDA and RUCAM showed

good agreement for the causality assessment in suspected HILI. The

input from various panels in the MDA provides a better insight into

the understanding of HILI which in turn assists in the scoring while

using algorithmic assessment scores.
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Exploring the use of mesenchymal stem cell-derived exosomes
in drug-induced liver injury

Han Kiat Ho1, Cheau Yih Tan1, Yock Young Dan2,
Sai Kiang Lim3

1Department of Pharmacy, National University of Singapore,
2National University Health System, 3Institute of Medical Biology,

Agency of Science Technology and Research (A*STAR), Singapore,

Singapore

Background/aim: Therapeutic misadventures are major causes of

acute liver failure and liver injury. Today, the management of drug-

induced acute liver injuries is often limited to the cessation of drug

use. Liver transplantation presents the only curative approach but is

only available for a very small subset of patients. Hitherto mesen-

chymal stem cells and their conditioned medium demonstrated some

benefits against liver injuries. Furthermore, the size-purified exo-

somes derived from such media was cytoprotective in other tissue

injury models. Hence, we set out to explore the potential of these

exosomes in both in vitro and in vivo models of liver injury, and to

query the mechanism of observed effects.

Methods: On the in vitro front, two toxicants of well-defined mecha-

nism of toxicity, hydrogen peroxide or acetaminophen were used to

induce injury in a metabolically competent mouse hepatocyte cell line

while treating them with exosomes at different concentrations. Addi-

tionally, four groups of C57BL6 mice were treated with vehicle control,Fig. 1 Causality assessment protocol (MDA)

Table 1 Concordance of causality assessment of nero-induced liver

injury by multi-disciplinary approach (MDA) and RUCAM Weighted

kappa = 0.64 (95 % CI 0.58–0.71) substantial agreement

Likelihood of diagnosis by MDA

Highly

probable

Probable Possible Unlikely Excluded

Likelihood of diagnosis by RUCAM

Highly

probable

1 3 0 0 0

Probable 4 49 15 2 0

Possible 0 2 38 24 1

Unlikely 0 0 5 20 2

Excluded 0 0 0 16 9

Concordance in causality assessment of MDA & RUCAM
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exosome-only, carbon tetrachloride-only and carbon tetrachloride with

exosome as our in vivo setup. Liver injury was monitored by cell sur-

vival assays, serum transaminase levels and histological assessment.

Other injury and liver regeneration markers were measured.

Results: Cell viability in the exosome treatment group was shown to

increase significantly in both toxicant models. Elevated levels of liver

injury markers ALT/AST with carbon tetrachloride were reduced

significantly with exosome treatment. The regeneration markers

during priming phase of liver regeneration such as IL-6 and TNF-a

were elevated. Likewise, other proteins involved in cell proliferation

(e.g. HGF, cyclin E and PCNA) were significantly increased with

exosome treatment in mice liver.

Conclusion: Thus, mesenchymal stem cell-derived exosomes is a

promising hepato-regenerative agent for further characterization and

may find useful applications in overcoming drug-induced liver injury

and other related liver dysfunction.
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Polyenylphosphatidylcholine protect rat septic model through
PPARc

Qingyu Zhao1, Wenxiao Zhang1, Yi Fang2, Shuqin Dai3,
Zhongkai Wu4

1ICU, 2Pulmary Function Laboratory of ICU, 3Clinical Laboratory

of Medicine, Sun Yat-sen University Cancer Center, 4Department of

Cardiac Surgery, First Affiliated Hospital of Sun Yat-sen University,

Guangzhou, China

Objective: To investigate the protective effects of PPC in rat CLP

model and the underlying mechanisms.

Methods: Prospective, randomized and controlled animal study was

performed. 75 Male Sprague–Dawley rats were randomly divided into

five groups according to random number table: Sham group, Sham-

PPC group, CLP group, CLP-PPC group and CLP-PPC/GW9662

group in which PPARc antagonist GW9662 was administrated before

the pretreatment of PPC in CLP rats. The survival of CLP group and

CLP-PPC group were monitored for 7 days after the introduction of

sepsis. The rats were subjected to sepsis by cecal ligation and punc-

ture (CLP). The hemodynamic parameters of all animals were

recorded 18 h after the surgery and the samples were collected. The

arterial blood gas were analyzed and the level of liver wet/dry ratio

(W/D), AST, ALT, NO, superoxidase dismutase (SOD), Malondial-

dehyde (MDA) and TNF-a in serum were determined.

Results: Seven days after CLP, there were only 4 (4/20) rats left in

CLP group while 12 (12/20) rats survived in CLP-PPC group. PPC

could reverse the hypodynamic collapse in sepsis (P \ 0.01). Com-

pared with CLP group, the rats in CLP-PPC group showed less severe

hepatic inflammation. The level of W/D, ALT, AST, TNF-a, NO,

MDA and LAC were significantly lower in CLP-PPC group while

blood glucose and the activity of SOD were significantly increased

(P \ 0.05). GW9662 blocked the protective effects of PPC in sepsis.

Conclusions: Intravenous administration of PPC before the onset of

sepsis may alleviate hepatic injury in sepsis, improve liver functions

and reverse septic shock. PPC exerts its protective influence on septic

rat model partially through PPARc.
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Clinical features and diagnostic accuracy of drug induced
hepatotoxicity with anti-tuberculous agents

Seong Woo Nam1, Kyungsuk Kim2, Mikyung Kim3, Hee Bok
Chae3, Chungbuk Regional Pharmacovigilence Center

1Internal Medicine, National Medical Center, Seoul, 2Pharmacy,
3Internal Medicine, Chungbuk National University Hospital,

Cheongju, Republic of Korea

Background: Drug induced liver injury with anti-tuberculous agents

(DILI-T) is approximately 10 % of patients, and elevated serum

aminotransferase levels develop during the first few weeks of therapy.

When starting anti-tuberculous treatment, patients’ next appointment

is usually made in one month. But most DILI-T symptom was

developed within the first two weeks. The aims of study are to find out

the incidence, clinical course and prognostic factors of DILI-T.

Method: Inclusion criteria were (1) temporal relationship, (2) [
2*ULN of aminotransferase, (3) the persistent elevation of AST/ALT

elevation, (4) [ 5 ROUCAM score.

Results: We screened total 1,246 patients who took anti-tuberculous

agents from January 2007 to December 2011. Final number of eligible

patients were 28. M:F ratio was 15:13, the age (mean ± SD) was

49 ± 18, ADR was developed within 22 ± 17 days from the

administration. The level of AST in symptom onset 189 ± 146 IU/L;

ALT, 229 ± 142 IU/L; ALP, 232 ± 134 IU/L; and total bilirubin

0.8 ± 0.4 mg/dL. The drug was withdrawn in 21 patients, but anti-

tuberculous agents were taken without stop in remaining 7 patients. In

drug-withdrawal group, twelve patients experienced full regression of

liver enzyme within 8 days, 8 patients within a month, only 1 patient

after 1 month. Relapse was observed in 7 out of 19 patients who tried

the medication again. Four patients were classified as a definite group,

13 to highly probable group, 11 to probable group. The tuberculosis

diagnosis was classified according to their affected organ, like fol-

lowings, lung (20 patients), meninges (4), lymph node (2), intestine

(1), bone (1).

Conclusion: The incidence of DILI-T was 2.2 %. Mean time of the

symptom onset from drug intake was 22 days. All patients recovered

well without any fatal case. In summary, the incidence of DILI-T is

rare, but the next appointment should be within two weeks especially

in the early treatment period.

Topic: 7 Drug Induced Liver Disease (DILD)

Absno: 2031

Recurrent acute hepatitis caused by albendazole

Chirag Shah, Shobna Bhatia, Akash Shukla

Department of Gastroenterology, KEM Hospital, Mumbai, India

Case report: Albendazole is an orally administered broad-spectrum

antihelminthic. Clinically significant hepatitis is reported following

prolonged administration for hydatid cyst/neurocysticercosis. There

are no reports of development of multiple episodes of hepatitis,

each following administration of a single dose of albendazole. We

report a 7-year-old boy who developed four episodes of hepatitis,

each following administration of single tablet of 400 mg of

albendazole, over three years. He was given albendazole 400 mg

tablet for routine deworming 4 times following which he developed

jaundice each time within 7 days of administration of the drug.

There was no other cause for hepatitis. Each episode of hepatitis

resolved spontaneously without therapy, and he had normal liver

enzymes at follow up and during the intervening periods. These

findings and the Roussel Uclaf Causality Assessment Method of

the Council for International Organizations of Medical Sciences

(RUCAM/CIOMS) score of 12 are compatible with drug-induced

hepatitis. The NADRPS score of 8 was suggestive of probable

drug-induced hepatotoxicity.
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Drug induced liver injury due to anti-tuberculosis drugs

Ali Djumhana1, Agung Firmansyah Sumantri1, Rudi Wicaksana1,
Siti Aminah Abdurachman2

1Internal Medicine, Hasan Sadikin General Hospital/Padjadjaran

University, 2Hasan Sadikin General Hospital, University Padjadjaran,

Padjadjaran University, Bandung, Indonesia

Background: One of adverse reaction due to anti-tuberculosis drugs

is drug induced liver injury (DILI). Clinical presentation of patients

with DILI vary from mild to severe condition with high mortality rate.

The aims of this study is to determine the association between age,

gender, BMI, albumin serum, total lymphocyte count (TLC), site of

tuberculosis infection, HBsAg and anti HCV status with event of

DILI due to first line regiment of anti-tuberculosis drugs.

Method: A prospective study was conducted to patients who were

taking first line anti-tuberculosis drugs at DOTS clinic in Hasan Sadikin

General Hospital Bandung during June through August 2012. Base line

data were age, gender, BMI, albumin serum, total lymphocyte count,

pulmonary and extra pulmonary tuberculosis infection, HBsAg, Anti

HCV; Patients with HIV positive were excluded. Diagnosis of DILI due

anti-tuberculosis drugs based on World Health Organization criteria.

The patients were followed up on week 2, 4, 8 of treatment.

Result: One hundred and two patients had followed up on week 2, 4 and

8 of treatment, consisted of 53 male and 49 female, age range from 17 to

83 years old. Incidence DILI is 20/102 (19,6 %). Event of DILI were

detected in 15 patients (75 %) in week 2;4 patients (20 %) in week 4 and

1 patent (5 %) in week 8, respectively. Eleven patients had mild, 4

patients had moderate and 4 patients had severe form of DILI. Uni-

variate analysis showed there are no association between age, gender,

BMI, site of TB with event of DILI. Logistic regression analysis showed

that risk factors of DILI are chronic viral hepatitis (RR:5.8; 95 CI:

3.78–8.98; p = 0.007), albumin serum \2.8 g/dL (RR: 2.5; 95

CI: 165–5.262; p = 0.032) and TLC \ 1500/mm3 (RR:2.4; 95

CI: 1.01–5.086; p = 0.047), respectively.

Conclusion: Our study demonstrate that majority event of DILI

occurred in the first 2 weeks of treatment. Underlying chronic viral

hepatitis, low albumin serum and low TLC are risk factors of DILI

due to first line anti-tuberculosis drugs.
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Background: Drug-induced liver injury (DILI) is the most important

non-viral liver disease. We intended to establish the database of DILI

in Taiwan, by organizing a national Drug-induced Liver Injury Net-

work in Taiwan (DILINT).

Methods: We prospectively and retrospectively collected the eligible

cases of DILI by collaborating 6 medical centers across Taiwan. The

inclusion criteria were (1) liver biochemical values larger than 2 times

the upper limit of normal value; (2) the causal relationship RUCAM

score not less than 3. The exclusion criteria were (1) insufficient data

of patients; (2) RUCAM score less than 3.

Results: A total of 1,099 patients were enrolled. Males (55.6 %) were

preponderant. The most prevalent age population was 50 to 70 years

old. The major culprit drugs were as follows: herbs (24.6 %), anti-

tuberculosis drugs (19.9 %), acetaminophen (11.9 %), non-steroid

anti-inflammatory drugs (5.2 %), lipid-lowering agents (4.5 %), anti-

bacterial agents (4.4 %), and anti-fungal agents (3.9 %). The hepa-

tocellular type was the most prevalent pattern of DILI (72.8 %). Forty

one (3.7 %) patients died of drug-induced hepatic failure. Of them,

the leading drug was anti-tuberculosis drug (36.6 %), followed by

herbs (22.0 %). The deceased had higher serum liver biochemical

data and age than the survival. Males were more than females in the

anti-tuberculosis group. In contrast, females were predominant in the

acetaminophen group. The herb-induced DILI group had higher bil-

irubin level, severer liver injury and lower educational level than

those in the conventional drug-induced DILI group.

Conclusions: The leading drugs to induce DILI in Taiwan are herbs

and anti-tuberculosis drugs. Middle to old age male is predominant.

The hepatocellular type is the most common type. The mortality is

3.7 %, of which the anti-tuberculosis drug is the major causing drug,

followed by herbs. The herb-induced DILI seems severer than con-

ventional drug-induced DILI in Taiwan, which needs a strict

pharmacovigilance strategy to mitigate it.
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An outbreak of refrigerant-induced acute hepatitis in Hong Kong

Yee Man Kan
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We report a cluster of acute hepatitis in five air-conditioning main-

tenance workers following accidental exposure to 1,1-dichloro-2,2,

2-trifluoroethane (HCFC 123).

They presented to us with complaints of feverishness, generalized

malaise and epigastric discomfort. Their blood biochemistry tests were

compatible with acute hepatitis. Viral hepatitis serology, tests for

autoimmune hepatitis and analyses for drugs and alcohol consumption

were all negative. No focal hepatic lesion was detected by ultrasound

imaging. Percutaneous liver biopsy samples were taken from two of

them. They showed the presence of moderate lymphocytic infiltrate

with scattered eosinophils in the portal areas with mild bile duct

proliferation. Perivenular hepatocytic cholestasis was also evident.

The features, coupled with the clinical history and laboratory findings,

were in keeping with hydrochlorofluorocarbons-related hepatitis.

They were managed with supportive treatment. All had sponta-

neous, though slow recovery. Their liver function tests returned to

normal after four months. Their outcomes were favourable. Physi-

cians should be aware of this occupational disease entity.
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Aims: To analyze the clinical manifestations and histopathologic

features of drug-induced auto-immune hepatitis (DI-AIH) in China.

Methods: The medical records of patients with auto-immune hepa-

titis (AIH), who were diagnosed in Zhongshan hospital affiliated to

Fudan University, shanghai, China, from January 2008 to June 2011,

were analyzed retrospectively. The patients, with a further diagnosis

as DI-AIH because of a definitive history of medicine prior to the

seizure of disease, were identified, and their medical records were

further analysed.

Results: Among 16 patients with AIH, 5 patients (31.25 %) were

identified with a definitive drug history and diagnosed as DI-AIH. All of

the patients were female, and the mean ages were 48.00 ± 7.52 years.

They were all administered to some TCM herbal decoction or prepa-

ration prior to the seizure of disease. The most common presenting

symptoms were anepithymia and fatigue. The levels of alanine ami-

notransferase and aspartate aminotransferase were significantly

increased, accompanying with the increased levels of total bilirubin and

conjugated bilirubin. The level of globulin and the percentage of

c-globulin were markedly increased in all of the patients, but the

positive antinuclear antibody was only found in one patient (20 %). The

mean histological grade was 3.40 ± 0.55 and the mean stage

was 2.80 ± 0.84, and liver cirrhosis was found in one patient (20 %).

Conclusion: In China, the TCM herbal decoction and their prepara-

tion might be the main cause of DI-AIH. The diagnosis of DI-AIH

had to base on the combination of clinical manifestations, laboratory

indexes and histopathologic features because any one of them was not

unique for DI-AIH.
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Analysis on clinical manifestation of liver injuries induced
by Chinese traditional medicines

Hong Zang1, Shaoli You2, Zhihong Wan1, Shaojie Xin1, Liver
Failure Treatment and Research Center, 302 Military Hospital of
China, Beijing 100039, China

1302 Hospital, 2302 Hospital, Beijing, China

Objective: To study the clinical features of liver injuries induced by

herbs and explore their treatments.

Methods: Patients diagnosed as drug-induced liver injury (DILI) with

biopsy were retrospectively collected. 161 cases induced by western

drugs were determined as the control group, and 157 cases induced by

Chinese traditional medicines were the study group.

Results: The constitution of clinical types between the two groups was

similar with no statistical significance (x2 = 0.2247, p = 0.8937).

Clinical manifestations between the two groups were also similar,

however, fatigue and symptoms in the digestive tract were more usual in

the study group (x2 = 20.662, 4.7767, p = 0.0000, p = 0.0288).

Laboratory tests showed that ALT, AST, GGT and ALP were respec-

tively 437.10 ± 416.13 u/L, 300.10 ± 278.73 u/L, 205.30 ± 178.82

u/L, 151.65 ± 84.93 u/L in the study group, whereas these in were

respectively 617.29 ± 422.19u/L, 502.94 ± 290.28 u/L, 280.10 ±

229.25 u/L, 187.67 ± 153.78 u/L in the control group. The elevated

levels of the biochemical markers in the study group were lower than

those in the control group (t = 3.949, p = 0.0001; t = 6.591,

p = 0.0000; t = 3.391, p = 0.0008; t = 2.735, p = 0.0066). The

causes were respectively medicines used for health care and body

beauty (21.02 %), dermatological medicines (13.38 %), gynecological

medicines (12.10 %). Regarding the duration time, 43.31 % of patients

used drugs for more than 2 months.

Conclusion: Fatigue and symptoms in the digestive tract were more

usual in liver injuries induced by Chinese traditional medicines,

however, the injury degree was lower than injuries induced by wes-

tern drugs. It was important to avoid longer drug duration and

inappropriate usage.
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Long-term hepatic safety of nevirapine containing regimen
in HIV infected patients
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Objective: The aim of the study was to evaluate the long term safety

and the prevalence of hepatotoxicity of antiretroviral therapy con-

taining nevirapine.

Methods: The retrospective charts review of all patients who started

a regimen included NVP in combination with two N/NtRTI between

2006-2008 in Department of Infectious Diseases and Hepatology in

Bydgoszcz. Analysis of the reasons for NVP discontinuation and HCV

and HBV status at the time of treatment initiation was performed.

Results: In total 52 patients were identified. Mean age was

36.3 years, 46,2 % male, all white. In 38,6 % HCV infection was

present, no HBV infection was found in the study group. The most

common mode of HIV transmission was intravenous drug use

(51.2 %) followed by MSM—25.6 %, heterosexual intercourse—

23.2 %. The mean time on NVP was 6.3 years. In all cases

NVP was started in late HIV disease with mean CD4 cell count

125,3/mL, the mean HIV RNA was 912000 copies/mL. The adverse

hepatic events were noted in 35,3 % of patients (grade 3: 15,6 %,

grade 4: 3.96 %) During the study period severe adverse events

were rare, only in two patients treatment was discontinuated due to

hepatic injury with grade 4 liver enzymes elevation which occurred

during the first eight weeks, no fatal hepatic event was noted. Liver

injury was noted in 89 % patients with HCV coinfection and with

elevated ALT activity prior therapy. Treatment with NVP was dis-

continuated in 13.6 %—(lost to follow up 6.2 %, non-compliance—

3.1 %, AE-4.3 %).

Conclusion: The long term NVP use was not associated with a risk of

hepatic injury in patients without HCV co-infection and was generally

safe and well tolerated in HIV/HCV coinfected subjects.
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Clinical diagnosis and pathology features of 288 patients
with drug-induced liver injury

Hong Zang, Shaoli You, Zhihong Wan, Fangfang Liu,
Shaojie Xin, Liver Failure Treatment and Research Center

Military Hospital of China, Beijing, China

Aim: To observe the clinical diagnosis and pathology features

of drug-induced liver injury.

Method: Two hundred eighty-eight patients with drug-induced liver

injury (DILI) who perform liver biopsy were enrolled in this study.

Clinical and pathology features were retrospectively analyzed.
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Results: Among total of 288 patients, hepatocellular type was observed

in 234 (81.2 %) of patients, cholestatic type was observed in 27

(9.38 %) of patients, mixed type was observed in 27 (9.38 %) of

patients. 246 patients had RUCAM score more than 3, comprised

85.42 % of patients. Significant increase of patients’ numbers with

ALT [ 400 u/L, and TBil [ 171 umol/L was observed in mixed group

in comparison with hepatocellular and cholestatic type (x2 = 7.3161,

p = 0.02582; x2 = 0.4086, p = 0.0004, respectively). Significant

increase of patients’ numbers with TBA [ 100 umol/L, GGT [ 320

u/L, and ALP [ 150 u/L was observed in mixed and cholestatic type in

comparison with hepatocellular type. Positive serum autologous anti-

body was detected in 60 of patients. Histological data showed that 39

patients had a tendency to develop to autoimmune liver disease, and 36

patients had a chronicity tendency.

Conclusion: RUCAM score may serve as a diagnostic indicator for

drug-induced liver injury. Patients with cholestasis had a chronicity

tendency.

Topic: 7 Drug Induced Liver Disease (DILD)

Absno: 2811

Clinical features of different types in acute drug-induced
liver injury

Fangfang Liu1, Shaojie Xin2, Xuezhang Duan2

1The Liver Failure Therapy and Research Centre/302 Military

Hospital/Peking, 2302 Military Hospital of Beijing, Beijing, China

Objects: To analyze the drug types, biochemical and pathologic

characters in different clinical types of acute drug-induced liver injury

(DILI).

Methods: 209 cases of acute DILI diagnosed clinically in 302 mili-

tary hospital were retrospectively studied. The drugs which induced

liver injuries were summarized and analyzed. The clinical types,

medications, clinical features, biochemical parameters and pathologic

characters of 209 cases were collected and analyzed.

Results: The top three drugs which induced liver injuries in the 209

patients were arranged in order of their usage frequencies: traditional

Chinese herbs (45.93 %), antipyretic analgesics (15.31 %) and antibi-

otics (11.96 %). The common clinical features included fatigue

(72.25 %), poor appetite (62.68 %) and yellow urine (61.72 %). There

was no significant difference in clinical features between three clinical

types (P [ 0.05). There was significant difference in biochemical

parameters among three clinical types (P \ 0.05). The biochemical

parameters included alanine aminotransferase (ALT), aspartate

aminotransferase (AST), alkaline phosphatase (ALP), c-glutamyl

transpeptidase (GGT), total bilirubin (TBIL) and direct bilirubin

(DBIL). The top six pathologic characters of DILI were arranged in

order of their frequencies: spotted and focal necrosis of hepatocytes

(94.26 %), mixed inflammatory cell infiltration (83.73 %), apoptosis

body (82.30 %), fibroplasticproliferation (68.90 %) and hydropic

degeneration of hepatocytes (60.29 %). Hepatocytes or Kupffer Cells

Contained Pigments in mixed type of acute DILI (95 %) was higher

than that in hepatocellular damage type (88.65 %) and cholestasis type

(72.92 %), the difference was statistically significant (P = 0.012).

Confluent Necrosis in cholestasis type (20.83 %) of acute DILI was

lower than that in hepatocellular damage type (40.43 %) and mixed

type (50 %), the difference was statistically significant (P = 0.023).

Cholestasis in hepatocytes or bile capillary in hepatocellular damage

type of acute DILI (13.48 %) was lower than that in cholestasis type

(27.08 %) and mixed type (30 %), the difference was statistically sig-

nificant (P = 0.038). There was no significant difference in other

pathologic characters among three clinical types (P [ 0.05).

Conclusions: At present, traditional Chinese herbs have become the

main cause of DILI. Some modifications of the criterion of clinical

classification of DILI are necessary.

Topic: 7 Drug Induced Liver Disease (DILD)

Absno: 2843

The clinical and pathologic characters of acute drug-induced liver
injury caused by herbs: focus on relevancy to autoimmune
hepatitis

Fangfang Liu, Shaojie Xin, Xuezhang Duan

Military Hospital of Beijing, Beijing, China

Objects: To analyze the clinical features and pathologic characters of

acute drug-induced liver injury (DILI) caused by traditional Chinese

herbs, focusing on relevancy to chronicity and autoimmune hepatitis.

Methods: 209 cases of acute DILI diagnosed clinically in the 302

military hospital were retrospectively studied. According to the drugs,

the 209 acute DILI patients were divided into traditional Chinese

herbs group and western medicine group. The clinical features, bio-

chemical parameters, antinuclear antibodies and pathologic characters

between two groups were collected and compared.

Results: There was no significant difference in clinical features (fati-

gue, poor appetite, yellow urine, nausea, abdominal distension, pruritus,

fever, white clay stool and rash) and biochemical parameters (alanine

aminotransferase, aspartate aminotransferase, alkaline phosphatase, c-

glutamyl transpeptidase, total bilirubin and direct bilirubin) between

two groups (P [ 0.05). The positive antinuclear antibodies in tradi-

tional Chinese herbs group (27.08 %) were higher than that in western

medicine group (14.16 %) (P = 0.020). Compared with western

medicine group, interface hepatitis (65.63 % vs. 50.44 %) were more

frequent in traditional Chinese herbs group, the difference was statis-

tically significant (P = 0.027). Lymphoplasmocytic infiltrates

(26.04 % vs.19.47 %) were more frequent in traditional Chinese herbs

group than that in western medicine group, but this difference was not

statistically significant (P [ 0.05). Fibrous septa formations (54.17 %

vs. 37.17 %) were more frequent in traditional Chinese herbs group than

that in western medicine group, the difference was statistically signif-

icant (P = 0.014). Fibroplasticproliferations (75 % vs. 67.26 %) were

more frequent in traditional Chinese herbs group than that in western

medicine group, but this difference was not statistically significant

(P [ 0.05).

Conclusions: The clinical features and biochemical parameters of

acute DILI caused by traditional Chinese herbs are similar to acute

DILI caused by western medicines. Acute DILI caused by traditional

Chinese herbs are more likely to be chronic hepatitis; in particular, the

possibility of autoimmune hepatitis should be considered.

Topic: 8.a Basic Science

Absno: 44

Protein ingredients changes in human liver caused by HBV
induced ACLF

Liang Peng1, Bai-Ming Zhao2, Yang-Mei Li2, Hong-Zhi Yang2,
Yun-Peng Hua3

1Department of Infectious Diseases, 2Department of Traditional

Chinese Medicine, 3rd Affiliated Hospital of Sun Yat-sen University,

GuangZhou, 3Department of Hepatobiliary Surgery, 1st Affiliated

Hospital of Sun Yat-sen University, Guangzhou, China
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Introduction: Hepatitis B is common in China and do serious harm to

human health. However, its mechanisms in the pathogenic process are

not clear including the changes and functions of protein ingredients in

liver.

Methods: Protein ingredients were detected in two hepatic tissues

by iTRAQ. One was normal and another was from HBV induced

ACLF patients. Western blot were used to verify the results in 2

normal and 4 tissues from HBV induced ACLF patients. All the 8

hepatic tissues were from orthotopic liver transplantation. 3 normal

tissues were from the donor liver and 5 sick tissues were from

patients’ resected liver. The study protocol was approved by the

appropriate institutional review committee with informed consent

was obtained.

Results: 45 protein ingredients were found with C 1.5 times differ-

ences by iTRAQ. 5 protein ingredients with the largest changes were

chosen to be verified by western blot and the results are according

with iTRAQ: Alpha-1-acid glycoprotein 1, carbonic anhydrase 1,

delta-globin Troodos variant, hemoglobin alpha 1 globin chain and

alpha-1 antiproteinase (Table 1; Fig. 1).

Conclusions: After iTRAQ detection and western blot verification,

5 protein ingredients were determined by significantly up-regulation in

hepatic tissue from HBV induced ACLF patients, including 2 trans-

porters, 2 regulatory molecules and 1 protease. The biological functions

of them are not clear and it is difficult to determine that they were ‘‘ori-

gins’’ or ‘‘results’’. Further researches in those functions were needed.

Topic: 8.a Basic Science

Absno: 50

Mechanism and chemoprevention for hepatocellular carcinoma
in transgenic mice harboring double hepatitis B virus HBx plus
pre-S2 mutant oncogenes

Wen-Chuan Hsieh, Ih-Jen Su, Han-Chieh Wu

National Institute of Infectious Diseases and Vaccinology, National

Health Research Institutes, Tainan, Taiwan, R.O.C.

Among the mechanisms of HBV hepatocarcinogenesis, the transac-

tivator role of viral oncoprotein HBx is most extensively studied. In

the past years, our group proposed HBV pre-S2 mutant as another

viral oncoprotein and the ground glass hepatocytes (GGHs) harboring

pre-S2 mutants as pre-neoplastic lesions. Recently, we furthermore

discovered that GGHs have co-expression of the two viral oncopro-

teins, HBX and pre-S2 mutant. Moreover, the presence of clustered

GGHs has been recognized to significantly associate with the recur-

rence of hepatocellular carcinoma (HCC). Although target drugs have

been developed for therapeutic trial of HCC, the efficacy is still

limited. Furthermore, no chemopreventive agents have been tried to

prevent or revert the disease progression from chronic HBV infection

to HCC. This study reports a combined silymarin and resveratrol to

prevent the development of HCC or prevent the recurrence of HCC

after surgery, based on our previous studies on mechanism of HBV

tumorgenesis. In vitro, we demonstrated a synergistic effect of the

combined silymarin and resveratrol on the reduction of proliferation

in two hepatoma cell lines by MTT assay. Resveratrol combined with

silymarin can induce PGC-1a/PPAR expression and inhibit p-mTOR

expression. Array CGH and cDNA microarray were also performed at

different stage of HBV transgenic mice developed HCC. Multistep

analyses of molecular mechanism and global gene expression

revealed that metabolic syndrome and inflammation play important

role in HBV tumorigenesis. Furthermore, resveratrol combined with

silymarin can also improve fatty liver in animal model. Therefore, this

study provides mechanism for HBV tumorigenesis. Whether the

improvement of metabolic syndrome by combined resveratrol and

silymarin will prevent or reduce HCC remains to be analyzed.

Topic: 8.a Basic Science

Absno: 96

Differential expression of transforming growth factor (TGF)-b1
and HBx enhances hepatitis B virus replication and augments
immune cytokines and chemokines

Table 1 Five protein ingredients with the largest changes

No. Accession

number

Protein

name

Biological

processes

Molecular

function

Protein
function

Normal

hepatic

tissue

Hepatic

tissue

from HBV

induced ACLF

patients

1 P02763 Alpha-1-acid

glycoprotein 1

Acute-phase

response,

regulation

of immune

system

process

Protein

binding

Regulatory

molecule

Normal Up-regulation

for 4.59

times

2 P00915 Carbonic

anhydrase 1

One-carbon

metabolic

process

Carbonate

dehydratase

activity, zinc

ion binding

Protease Normal Up-regulation

for 3.03

times

3 P02042 Delta-globin

Troodos

variant

Transport Heme binding,

oxygen binding

and oxygen

transporter

activity

Transporter Normal Up-regulation

for 11.31

times

4 P02042 Hemoglobin

alpha 1

globin

chain

Transport Heme binding,

oxygen binding

and oxygen

transporter

activity

Transporter Normal Up-regulation

for 3.25

times

5 D3DUX1 Alpha-1

antiproteinase

Unclassified Serine-type

endopeptidase

inhibitor

activity

Regulatory

molecule

Normal Up-regulation

for 2.30

times

Fig. 1 Classification of proteins and WB results
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Zahid Hussain1, Fahad N. Almajhdi2

1Centre of Excellence in Biotechnology Research, 2Department of

Botany and Microbiology, College of Science, King Saud University,

Riyadh, Saudi Arabia

Background/aims: Transforming growth factor-beta 1 (TGF-b1) and

HBx has been implicated in several pleiotropic activities, essentially

in regulation of cellular functions and immune responses. In this

study, we attempted to investigate in vitro the differential level of

expression of TGF-b1 and HBx on HBV viral replication and host

immune response elements.

Methods: Short interfering RNA (siRNA) knockdown technology has

been used to examine the role of TGF-b1 in hepatitis B virus repli-

cation. The siTGF-b1 has been transfected along with 1.3mer HBV

x-null to investigate how decreased level of TGF-b1 effects HBV

replication and host immune factors.

Results: In this study, we found that diminished expression of

TGF-b1 and increased expression of HBx enhances HBV replication

several folds. The differential expression of TGF-b1 and HBx also

stimulate transcriptional viral replicative intermediate (pgRNA) and

secretion of core and ‘e’ antigen at translational level. Consequently,

several cytokines such as IL-2, IL-8 and chemokine monocyte-che-

moattractant protein (MCP-1) were increased significantly in response

to stimulation of HBV replication. In contrast, TNF-a and RANTES

mRNA expression increased insignificantly in response to enhanced

HBV replication.

Conclusions: We conclude that differential expression of TGF-b1

and HBx stimulate HBV replication and immune response, although

the underlying mechanism of stimulation most likely differs. We

hypothesize that the activities of TGF-b1 and HBx may differ from

host to host with variant disease outcome.

Topic: 8.a Basic Science

Absno: 97

Hepatitis B virus surface antigen inhibits IFN-induced signaling
pathway by upregulation of PP2A protein

Pu Wang1, Rui Zhang2, Jinming Li2

1Beihua University, Jilin, 2National Center for Clinical Laboratories,

Beijing Hospital, Beijing, China

Background: There is an excess (100,000-fold) of noninfectious

subviral particles in the sera of patients with hepatitis B virus (HBV).

These subviral particles are composed of hepatitis B surface antigen

(HBsAg) in the form of small spheres and filaments. Why HBV

secretes an overabundance of such noninfectious envelope protein

particles and whether the free HBsAg can affect alpha interferon

(IFN-a) treatment has been a longstanding enigma. Studies have

demonstrated that protein phosphatase 2A (PP2A) physically interacts

with and inhibits protein arginine methyltransferase 1 (PRMT1) in

cells resulted in hypomethylation of STAT1 and inhibition of

IFN-a-induced signaling. Hepatitis B immunoglobulin (HBIG) can be

endocytosed into hepatocyte-derived cell lines, and it inhibits the

secretion of HBsAg and the intracellular accumulation of HBsAg.

Thus the aim of the study was to analyze the influence of subviral

particles on protein phosphatase 2A expression and the activation of

IFN-a signaling in vitro.

Methods: HepG2.2.15 cells were stimulated with various concen-

trations of HBIG in the presence or absence of IFN-a. And the

HBsAg gene expression is inhibited with the siRNA in HepG2.2.15

cells. Then culture supernatants were assessed by enzyme-linked

immune sorbent assay. We analyze the expression level of HBsAg,

PP2A and PRMT1 protein using western blot and RT-PCR.

Results: An up-regulation of PP2A was observed in the cells cultured

with HBIG and stimulated with or without IFN-a. However, the

expression of PP2A protein is significantly inhibited in IFN-a stimu-

lated cells. And PP2A can effectively inhibit PRMT1 production in

cells. Moreover, we showed that the PP2A expression was dramatically

decreased when the HBsAg is inhibited by siRNA in HepG2.2.15 cells.

Conclusions: Our research indicated that increased HBsAg in

HepG2.2.15 would up-regulate the expression of PP2A. Thus we

propose that HBsAg may be the very essential protein through which

HBV inhibits the activation of IFN-a signaling.

Topic: 8.a Basic Science

Absno: 133

Prevalence of hepatitis B, C, and delta virus infections
among children in Mongolia: progress in childhood immunization

Buyankhuu Osorjin1,2

1International Relation and Research, Training in NCCD, NCCD,
2Bayangol Hospital, Bayangol Research Department, Ulaanbaatar,

Mongolia

Background and Aim: Mongolia is highly endemic for hepatitis B

virus (HBV), hepatitis C virus (HCV), and hepatitis delta virus (HDV)

infections among apparently healthy adults. Therefore, in the present

study, the prevalence of HBV, HCV and HDV infections was sur-

veyed serologically and molecularly in 655 apparently healthy

children aged 0.3-15 years in Mongolia, stratified by age, gender,

residence, immunization status and possible risk factors for trans-

mission, in order to better understand the molecular epidemiology of

HBV, HCV and HDV and to shed light on effective preventive

measures for controlling the spread of these three bloodborne hepa-

titis viruses in this country.

Materials and Methods: Samples obtained from a total of 655

apparently healthy children of 0.3-15 years of age (307 boys and 348

girls; age, mean standard deviation [SD], 8.4 ± 4.2 years) living in

Mongolia.

Results: Although 88.7 % of the 655 children studied were immu-

nized against hepatitis B, 64 (9.8 %) tested positive for hepatitis B

surface antigen (HBsAg) and/or HBV DNA and 13 (2.0 %) for HDV

RNA. Twenty-seven children (4.1 %) had detectable HCV RNA.

Collectively, 82 (12.5 %) were viremic for one or more of these

viruses, including eight children with dual viremia of HBV/HCV and

one child with triple HBV/HCV/HDV viremia. When children with-

out anti-HBc, anti-HCV and anti-HDV IgG (n� 510) served as a

control, a history of hospitalization was significantly associated with

HBV viremia (P \ 0.0001), anti-HBc positivity (P \ 0.0001), and

HCV viremia (P�0.0001). HBsAg mutation was found in 18

(31.6 %) of the 57 children with viremia, including those at amino

acid position 126, 127, 129, 131, 134, 143 or 144.

Conclusion: There were no significant differences in the frequency of

HBsAg mutation in relation to age, sex, and hepatitis B vaccination

status of the children, suggesting that HBsAg mutation plays a limited

role in failure of vaccination in Mongolia.

Topic: 8.a Basic Science
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Whole blood stability of hepatitis B virus (HBV) when tested
with Abbott RealTime HBV test
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Danijela Lucic1, Lech Mazur2, Gavin Cloherty1

1Abbott Molecular, Des Plaines, 2ACL, Rosemont, IL, USA

Objective: This study evaluated the stability of HBV in whole blood

stored at room temperature (25 �C) for up to 24 h prior to testing with

the Abbott RealTime HBV VL assay.

Methods: Negative whole blood was spiked with HBV positive

plasma to generate a sample with target concentration of 3 log IU/ml.

Sample aliquots were placed in individual tubes and stored at 25 �C

before being centrifuged at 2000 rpm for 15 min. Plasma was

removed and stored in individual tubes at -20�C until the completion

of the time study. HBV viral load was evaluated from 3 replicates at

baseline (0–1 h), 6, 8, 12 and 24 h using the Abbott RealTime HBV

assay.

Results: The mean and median from each timepoint tested were

compared to the baseline viral load (0–1 h). This study demonstrated

excellent precision and reproducibility of results with the RealTime

HBV test following whole blood specimen storage at 25 �C for up to

24 h. The mean viral loads for each timepoint ranged from 3.3 log

IU/mL to 3.5 log IU/mL and the median viral load ranged from 3.4 to

3.6 log IU/mL. Standard deviation among replicates at different time

points was very small ranging from 0.03 to 0.05 log IU/ml (Table 1).

Conclusion: This study demonstrates that HBV is stable in whole

blood for up to 24 h at 25 �C when using the Abbott RealTime HBV

assay. This could be beneficial in the event sample transport or pro-

cessing is delayed or in settings where access to cold storage is

limited.
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Decreased peripheral natural killer cells activity in the immune
activated stage of chronic hepatitis B

Yuan Li, Jiu Jun Wang, Qian Liu, Jia Bai, Xue Qi Zhao,
You Hua Hao, Hong Hui Ding, Xi Ping Zhao

Infectious Diseases, Tongji Hospital, Tongji Medical

College, Huazhong University of Science and Technology,

Wuhan, China

Background and aims: The natural course of chronic hepatitis B

virus (HBV) infection is characterized by different immune respon-

ses, ranging from immune tolerant (IT) to immune activated (IA)

stages. In our study, we investigated the natural killer (NK) cells

activity in patients at different immunological stages of chronic HBV

infection.

Methods: Blood samples obtained from 57 HBeAg positive patients

with chronic hepatitis B (CHB), including 15 patients in the immune

tolerant (IT) stage, 42 patients in the immune activated (IA) stage, and

18 healthy individuals (HI). The analyses included flow cytometry to

detect NK cells, the determination of cytokine levels as well as of

surface receptor expression and cytotoxicity.

Results: NK cells in peripheral blood were significantly lower in

patients in the IA stage of CHB compared to HI (p \ 0.05). Patients

in the IA stage of CHB had lower levels of NK cells activating

receptor NKp30, NKG2D, cytokine interferon-c (IFN-c) and tumor

necrosis factor-a (TNF-a), as compared to patients in the IT stage and

HI, respectively (p \ 0.05). Cytotoxicity of NK cells was lower in

patients in the IA stage of CHB compared to patients in the IT stage

and HI, respectively (p \ 0.05).

Conclusion: NK cells activity was significantly lower in patients in

the IA stage with CHB compared to patients in the IT stage or HI.
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Protein ingredients changes in human serum with Hepatitis B

Yang-Mei Li1, Liang Peng2, Bai-Ming Zhao1, Geng-Lin Zhang2

1Department of Traditional Chinese Medicine, 2Department

of Infectious Diseases, 3rd Affiliated Hospital of Sun Yat-sen

University, Guangzhou, China

Background and aims: Hepatitis B does serious harm to human

health. However, its pathogenic mechanisms are not clear including

the changes and functions of protein ingredients in liver and serum.

Methods: Protein ingredients were detected in 15 serum samples by

iTRAQ. Every 5 of them were from normal, chronic hepatitis B and

HBV-reduced ACLF patients. Western blot were used to verify the

results in 9 serum samples (every 3 of them were from normal,

chronic hepatitis B patients and HBV-reduced ACLF patients).

Results: 16 protein ingredients were found with C1.5 times differ-

ences by iTRAQ. 5 protein ingredients with the largest changes were

chosen to be verified by western blot and the results are according

with iTRAQ: C-reactive protein precursor, hemoglobin beta chain

variant Hb S-Wake, apolipoprotein J precursor, platelet factor 4

precursor and Vitronectin. Two of them are not classified in biological

processes and all the biological functions of them in hepatitis B are

not clear (Table 1; Fig. 1).

Conclusions: After iTRAQ detection and western blot verification, 5

protein ingredients were determined by significantly changes in serum

among normal, chronic hepatitis B and HBV-reduced ACLF patients.

It is suggested that there are some relationships between them and the

pathogenesis of Hepatitis B. Western blot verifications in much larger

samples are needed for the discovering some ‘‘biomarkers’’ in those

changing protein ingredients, which can indicate the pathogenetic

conditions of hepatitis B.

Table 1 HBV viral load log IU/ml

0 h 6 h 8 h 12 h 24 h

Mean log IU/ml 3.3 3.5 3.5 3.5 3.5

Median log IU/ml 3.4 3.6 3.5 3.5 3.5

Standard deviation 0.03 0.05 0.04 0.04 0.05

Table 1 Results of iTRAQ test

Accession

number

Protein name Biological

processes

Molecular

function

Protein

function

Normal

serum

Serum

from CHB

patients

Serum

from

HBV

induced

ACLF

patients

P19095 C-reactive

protein

precursor

Acute-phase

response

Sugar

binding

Unclassified Normal Down-

regulation

for 2.46

times

Up-

regulation

for 4.59

times

P68871 Hemoglobin

beta chain

variant Hb

S-Wake

Oxygen

transport

Hypotensive

agent,

Vasoactive

Transporter Normal Down-

regulation

for 1.07

times

Up-

regulation

for 9.19

times

Unclassified Apolipoprotein

J precursor

Unclassified Unclassified Unclassified Normal Down-

regulation

for 1.23

times

Down-

regulation

for 2

times

Unclassified Platelet

factor 4

precursor

Unclassified Unclassified Unclassified Normal Down-

regulation

for 1.15

times

Down-

regulation

for 1.87

times

P04004 Vitronectin Cell

adhesion

Heparin

and

integrin

binding

Cell

adhesion

molecule

Normal Down-

regulation

for 1.23

times

Down-

regulation

for 2.14

times
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Hepatic differentiation potential of human peripheral
CD14+ monocytes from HBV-related acute-on-chronic
liver failure patients

Zhihong Wan, Aimin Zhang, Bing Zhu, Shaoli you, Hong Zang,
Yihui Rong, Shaojie Xin, Liver Failure Treatment and Research
Center

Beijing 302 Hospital, Beijing, China

Aim: Recent studies have shown that monocytes have the potential to

differentiate into various progenitor cells. In this study, we investi-

gated the hepatic differentiation potential of CD14 + monocytes from

acute-on-chronic liver failure (ACLF) patients and evaluated whether

these cells were a possible source for autologous cell therapy.

Methods: The mononuclear cell fraction was isolated from peripheral

blood of ACLF patients by density gradient centrifugation. Mono-

cytes were purified by removing nonadherent cells and seeded in the

plastic plate that had been treated with 10 lg/ml fibronectin overnight

at 4 �C. These monocytes were cultured with RPMI 1640-based

medium supplemented with 140 mM mercaptoethanol, 5 ng/mL

macrophage-colony stimulating factor (M-CSF), and 0.4 ng/mL

human interleukin (IL)-3 for 5–7 days. The reprogrammed cells were

then cultured with conditional medium contain FGF4 and HGF that

promote hepatocyte-like differentiation for 14–20 days. Cells were

characterized by flow cytometry, reverse-transcriptase polymerase

chain reaction, and immunofluorescence analysis.

Results: Flow cytometry analysis showed 90–95 % of purified

monocytes expressed both CD45+/CD14+/CD34- markers. In

response to mercaptoethanol, M-CSF and IL-3, monocytes acquired

characteristic colony morphology at day 5. Immunofluorescence

analysis showed that the cells gradually lose CD14 marker and

expressed hematopoietic stem cell marker CD34. When these repro-

grammed cells of monocytic origin cultured for 14 days in the

conditional medium, more than half of them displayed a hexagonal

morphology and established confluent cell layers, closely resembling

primary human hepatocytes (so-called neohepatocyte), while few of

them resembled hepatoblasts or oval cells. Expression of a-fetopro-

tein, albumin, and CK18 was detected in neohepatocytes by RT-PCR

and immunofluorescence analysis. The level of albumin and aspartate

transaminase (AST) in culture supernatants was also increased during

hepatic differentiation.

Conclusion: We showed that the CD14+ monocytes from ACLF

patients had hepatic differentiation potential, suggesting that the

neohepatocytes may provide a new strategy for autologous cell

therapy.
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The effect of NKP46 as activory receptor of NK cell
on chronic HBV infection

Wanyu Li, Junqi Niu

The First Hospital of Jilin University, Changchun, China

Aims: We aim to analyze the expression of inhibitory and activating

receptors of NK cell and to test the antiviral effect by blocking the

NKP46 in chronic HBV infection patients.

Methods: The number, the expression of activatory and inhibitory

receptors, CD107a, the secretion of IFN-c of NK cells were tested by

flow cytometry in chronic HBV infection patients and healthy con-

trols. As to the significant changed receptor, the functional research

were done in vitro blockage. The cytotoxicity was detected by the

lactate dehydrogenase (LDH) test measures.

Results: No difference was found in the proportions of NK cells and

the secretion of IFN-c in different groups. The activatory receptor

NKP46 in inactive HBsAg carriers was higher than the patients in

chronic HBV carrier, HBeAg positive CHB and healthy controls

groups. NKP46 had negative correlation with the level of HBV DNA

Table 1 Demographic characteristics and clinical features

Healthy

control

Chronic

HBV

carriers

Inactive

HBsAg

carriers

HBeAg +

CHB

HBeAg-

CHB

Case number 20 24 22 24 16

Gender

(male:

female)

13:7 18:6 19:3 19:5 8:8

Age� 42.1 ± 10.9 32.8 ± 8.9 32.2 ± 7.4 34.8 ± 11.0 43.1 ± 11.0

ALT� \50 \50 \50 228.3 (56.0–479.9) 154.6 (52.3–504.0)

AST� \40 \40 \40 130 (42.1–445.0) 95.7 (51–232)

HBVDNA�

(log 10

copies/ml)

\3 7.0 ± 1.8 \3 6.9 ± 1.7 5.2 ± 1.7

Fig. 1 The expressions of activitory receptors from different groups,

* p \ 0.05, ** p \ 0.01

Fig. 1 Classification of proteins and WB results
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(R = -0.253, P = 0.049) and ALT (R = -0.256, P = 0.045).

CD107a was higher in immune-active phase than in immune-tolerant

phase. After in vitro blockage NKP46, the cytotoxicity of NK cells

was decreased on K562 (p = 0.0321) and hepatoma cell lines

(p = 0.02, p = 0.039) (Table 1; Figs. 1, 2, 3).

Conclusions: NKP46 as the major NK cell lysis receptors was

directly related to the killing by analysis of NK cell phenotype,

receptors and function in different immune stages of chronic HBV

infection. This has the significance to understand the mechanisms of

chronic HBV infection find the therapeutic target.
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Chronic hepatitis B (CHB) virus infection may progress to liver

fibrosis, cirrhosis, and hepatocellular carcinoma. CHB continues to

be a worldwide health problem. Immunomodulatory therapies such

as pegylated interferon is one of the techniques used to treat CHB

but only 30 % of the patients will respond to the treatment. Pro-

teomics were used to analyze the serum proteome from CHB

patients receiving PEG-Interferon alfa-2b to predict treatment

response. Nineteen patients with HBeAg + CHB were studied.

These patients were followed at least 1 year after treatment and

were classified according to their treatment response: sustained

responders (n = 9) and non-responders (n = 10). The 2-DE and

MS/MS analysis were performed to compare the serum proteome

before initiating PEG-Interferon alfa-2b. From the quantitative

analysis of the 2-D gel, 7 proteins were detected between both

groups at different levels before treatment. Among these potential

candidates, serum levels of alpha-2-HS-glycoprotein, complement

component C3c and CD5 antigen-like precursor were further

acquired by an enzyme-linked immunosorbent assay (ELISA) and

immunonephylometry. In the validation phase, 23 additional sub-

jects, 9 sustained responders and 14 non-responders, were recruited.

Interestingly, the levels of alpha-2-HS-glycoprotein and complement

component C3c were elevated in the serum of the non-responders

compared to the sustained responders indicating that these proteins

may be potential novel biomarkers in predicting the treatment

response of PEG-Interferon alfa-2b in patients with CHB prior to

treatment. In addition, after 24 weeks of PEG-Interferon alfa-2b

treatment, serum alpha-2-HS-glycoprotein was also up-regulated

among the sustained responders but downregulated among the non-

responders.
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to hepatitis B (HB) virus is dependent on HBx protein
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Potassium channel tetramerisation domain containing 9 (KCTD9), a

novel potassium channel related gene, contributes to the pathogenesis

of experimental and human severe viral hepatitis. The increased

expression of KCTD9 correlates with disease severity in patients with

viral hepatitis B and was evidenced being highly upregulated in

patients with severe hepatitis B (SHB). And there have been limited

reports on the transcription factor(s) and upstream signal transduction

pathways involved in the transcription of KCTD9 in response to

hepatitis B (HB) virus. This current study aimed to clarify the rela-

tionship between the transcription of KCTD9 with hepatitis B (HB)

virus, hepatitis B core (HBc), hepatitis B virus S protein (HBs), or

hepatitis B virus X protein (HBx) protein. The above mentioned

proteins expression plasmids were constructed and then cotransfected

with an KCTD9 promoter luciferase reporter construct plasmid into

Chinese hamster ovary cells (CHO) and then lusiferase activities were

measured correspondingly. HBx protein, but not HBc and HBs pro-

teins, enhanced the transcription activity of KCTD9 promoter in CHO

cells. The relative luciferase activity of pcDNA-HBx cotransfected

with pGL2-KCTD9p is 4.5 (2.77–6.09) folds higher than that with

pcDNA3.1 empty vector (p \ 0.05). This preliminary data suggested

that HBx protein activates the transcription of KCTD9, Ongoing

Fig. 2 Spontaneous cytolytic activity of NK cells against K562 cell

lines at different E/T ratios were determined in vitro. HC: healthy

control, H-CHB: chronic hepatitis B with high viral load

Fig. 3 Spontaneous cytolytic activity of NK cells against HepG2,

HepG 2.215 cell lines at different E/T ratios were determined in vitro
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study is carried to understand the regulatory mechanism for the

interruption between viral proteins and host gene.

This program is supported by National Natural Science Founda-

tion of China (NSFC No.30972606 and NSFC No. 81030007).
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Background/aims: Pre-existing amino acid mutations in the HBV

(Hepatitis B Virus) rt (reverse transcriptase) polymerase gene in naı̈ve

patients may be responsible for resistance to NUC (nucleoside/

nucleotide analogues) antiviral therapy. The aim of this study was to

determine the occurrence of pre-existing mutations conferring anti-

viral resistance in treatment-naı̈ve Indonesian patients with CHB

(chronic Hepatitis B).

Methods: Mutations were detected by direct DNA sequencing using

ABI Prism 3130xl System. Viral load, HBeAg and genotype were

also determined.

Results: This study included rt polymerase sequences of 35 subjects

(22 males and 13 females; mean age 38.8 ± 11.8 years) diagnosed

with CHB between January 2007 and November 2010. Median HBV

DNA 9.95 9 106 (276-1.0 9 108) IU/mL with 62.9 % of the subjects

had HBV genotype B and 59.4 % of the subjects were HBeAg

positive. Primary mutations conferring resistance to NUC were not

detected. Secondary mutations in rt polymerase gene sequence were

detected in amino acid rt238 associated with resistance to adefovir in

24 (71 %) of the subjects; rtH238Q in 18 (52.9 %), N238Q in 3

(8.8 %), N238H in 1 (2.9 %), and N238T in 2 (5.9 %) subjects.

Mutation of rt238 occurred significantly more in HBV genoype B

than genotype C (p 0.022).

Conclusions: Pre-existing primary mutations in HBV rt polymerase

gene conferring resistance to NUC were not detected in naı̈ve Indo-

nesian CHB patients. However, secondary mutations associated to

adefovir resistance were detected in significant prevalence. The

findings should be further investigated regarding their epidemiologi-

cal importance and their influence in the clinical and virological

response toward treatment with NUC.
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Wide-spread immunogenecity and adjuvant properties
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Background: There is a pressing need to develop alternative thera-

peutic approaches against chronic hepatitis B (CHB) because presently-

available antiviral drugs, polyclonal immune modulators, hepatitis B

surface antigen (HBsAg)-based vaccine therapy, and combination of

HBsAg-based vaccine and antiviral drugs failed to exhibit satisfactory

safety profiles, appropriate immune modulation and off-treatment

therapeutic efficacy.

Materials and methods: As human consumable hepatitis B core

antigen (HBcAg) is not commercially available, a preclinical study

was executed in hepatitis B virus (HBV) transgenic mice (HBV TM)

expressing Dane particles, HBV DNA, hepatitis B e antigen (HBeAg),

and HBsAg in the sera and liver to assess immune modulatory

capacities of HBcAg-based vaccine. HBV TM were immunized with

HBsAg (40 lm) and HBcAg (40 lm), once in every 2 weeks for 10

times. HBV TM were also immunized with pyruvate dehydrogenase

complex (PDC) and phosphate-buffered saline (PBS) as controls.

Results: Six months after 10 injections with HBsAg in HBV TM,

eight of 10 HBV TM became negative for HBsAg, six expressed anti-

HBs in the sera, seven exhibited HBsAg-specific T cell proliferation

in the spleen, and HBsAg-specific cytotoxic T lymphocytes (CTL)

were detected in the liver in four HBV TM. But, HBsAg-immunized

HBV TM failed to express HBcAg-specific immunity in any HBV

TM. On the other hand, HBV TM immunized with HBcAg became

negative for HBsAg, developed anti-HBs, and exhibited HBsAg and

HBcAg-specific CTL in the liver without any evidence of liver

damages. HBsAg and HBcAg-specific immune modulation was not

detected in control HBV TM.

Conclusions: This study provides scientific logic and ethical basis for

using HBcAg as an integral part of immune therapy against chronic

HBV infection. Human consumable HBcAg may also be used with

antiviral drug as a part of combination therapy in CHB as immune

modulation with antiviral effects may have positive therapeutic effects.
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promoter/precore region in HBeAg-positive chronic hepatitis B
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Background and aims: Little is known about deletion/insertion

mutations in the core promoter (CP) and precore (preC) regions of

hepatitis B virus (HBV) in HBeAg-positive chronic hepatitis B (CHB)

patients with failure detection by the population sequencing. The aim

of this study was to investigate deletion/insertion mutations in CP/

preC region of HBV isolated from these patients.

Methods: The HBV DNA samples from 13 HBeAg-positive CHB

patients with failure detection by the population sequencing were

analyzed by the clone sequencing. Thirty-five clones per sample were

sequenced and analyzed with focusing on deletion/insertion mutations

in CP/preC region.

Results: Four hundred CP/preC sequences from the 13 patients were

obtained. The clones with deletion/insertion mutations were detected

in all patients with an average rate of 55.75 % (223/400). Among 223

clones, 124 (55.60 %) contained deletions only, 39 (17.49 %) had

insertions alone, while the other 60 (26.91 %) had both deletions and

insertions (P = 0.0001). Seventy deletion/insertion patterns were

observed according to the location and the length. Deletions mainly

occurred in the overlapped region of enhancer II and basal CP (169/

184, 91.85 %). The most common deletion pattern (39/223, 17.49 %)
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was a 20 bp deletion of nt1758-1777. Of 223 clones with deletion/

insertion mutations, 159 clones had mutations only in CP region and

the other 64 either in preC or in both CP and preC regions. The latter

was prone to involve nt1956 site (38/64, 59.38 %) with 1-7 thymine

deletion/insertion. Several sites in the nt1668-1679 region were found

to be susceptible for insertions, which were 27-31 bp duplication

fragments (48/223, 21.52 %) just upstream of the insertion site.

Conclusions: Complicated deletion/insertion patterns exist in HBV

CP/preC region from HBeAg-positive CHB patients. The clone

sequencing could be used for samples with failure detection by the

population sequencing. More studies are needed for further under-

standing the virological impacts and clinical relevance of CP/preC

deletion/insertion mutations.
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Exhausted T cells, classically characterized by the expression of PD1,

are a hallmark of persistent HBV infection. Even though the phe-

nomenon of T cell exhaustion has been widely studied, the molecular

mechanisms of exhaustion remain elusive. Furthermore, attempts to

rescue dysfunctional T cells were often modestly successful, sug-

gesting the existence of a more pervasive and basic mechanism that

inhibits T cell function during chronic HBV infection.

To better understand the mechanisms leading to T cell exhaustion

during chronic HBV infection, we performed single-end SOLID RNA

sequencing on sorted (1) PD1 + CD8 T cells from chronic HBV

patients (n = 2), (2) FLU and CMV-specific CD8 T cells (n = 1

each) and (3) HBV-specific CD8 T cells from the acute and conva-

lescent phase of a patient with self-limiting HBV infection.

An average of 70 % of reads from each sequenced sample was

uniquely mapped to the human genome. Cluster analysis of the global

gene expression profile segregated the samples into 3 physiologically

relevant groups (convalescent: FLU and HBV-specific T cells from the

convalescent phase of infection; acute: HBV-specific T cells from the

acute phase of infection; chronic: CMV-specific and PD1+ CD8 T cells).

Subsequent analysis of the over-represented gene ontology categories

revealed a down-regulation of immune response genes in PD1+ samples

and the up-regulation of genes involved in cell cycle and proliferation in

HBV-specific T cells during acute HBV infection, in line with the dys-

functional state of PD1+ cells in chronic HBV patients and an intact

immune response against HBV in acute patients respectively. Interest-

ingly, a significant number of genes involved in chromatin modification

were uniquely up-regulated in PD1+ samples, suggesting a role of

chromatin modifiers in CD8 T cell exhaustion during chronic HBV

infection. Validation of this hypothesis is currently underway.
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Introduction: Vitamin D is a pluripotent secosteroid hormone that is

well-known classical actions in calcium homeostasis and bone

metabolism. The spectrum of nonclassic actions to vitamin D was

including effects of vitamin D on the immune system. The aim of the

present study was to investigate vitamin D levels in inactive HBV

carriers in case of why the disorder is the mildest form of the chronic

hepatitis B infection.

Materials and methods: A total of 81 patients with inactive hepatitis B

virus carrier state were enrolled at the study. Serum calcium (Ca++),

phosphorus (PO4), total protein, albumin, parathormone (PTH) and

25-hydroxy vitamin D (25OHD) were determined. Serum vitamin D con-

centration was categorized as deficient when it was less than 50 nmol/l

(20 ng/ml), insufficient when it was 52.5–72.5 nmol/l (21–29 ng/ml),

and sufficient when it was more than 75 nmol/l (30–100 ng/ml).

Results: The mean 25OHD level was found to be 131.7 ± 50.0 nmol/l.

Deficiency and insufficiency was seen in one (1.2 %) and nine (11.1 %)

inactive hepatitis B virus carriers, respectively. All the patients have

normal, serum PTH and albumin levels. Total Ca++ and PO4 were low in

ten and eight patients, respectively. Vitamin D, Ca++ and albumin levels

in the male group were found significantly higher than female group

(p \ 0.05).

Conclusion: The interactivity between the HBV and host immune

response determines the final consequent of the infection. Vitamin D

may cause the stimulation of antiviral immune response and a pre-

ventive effect on necroinflammation and liver fibrosis. Therefore, it

may affect course of HBV infection. Further studies are needed to

clarify this association. Also, studies with larger sample are needed to

investigate the role of vitamin D in the course of chronic HBV

infection, liver failure, cirrhosis and hepatocellular carcinoma.
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Background/aim: Both Real time PCR and Hybrid Capture 2 assay

can detect and quantitate HBV DNA. However, Real time PCR can

detect a wide range of HBV DNA while Hybrid Capture 2 assay

detects lower levels of viraemia. The present study was designed to

detect and quantitate HBV DNA by Real time PCR and Hybrid

Capture 2 (HC2) assay and compare the quantitative data of these two

assays. The relationship of HBV DNA with age, ALT levels and

HBeAg status was also evaluated.

Methods: A total of 200 serologically diagnosed chronic hepatitis

B (CHB) patients were selected for the study. Real time PCR was

done on all 200 samples, while Hybrid Capture 2 assay was done

on 66 samples using systemic random sampling and sample

interval of 3.

Results: Among the 200 samples, HBV DNA was detectable in 157

(78.50 %) cases by Real time PCR. Of the 66 samples which were
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tested by both methods, 40 (60.61 %) gave concordant results. A

strong correlation was obtained between Real time PCR and HC2

assay among these 66 samples (r = 0.915). Of the total 200 patients,

126 (63 %) were HBeAg negative, had less DNA load and were

significantly older. HBV DNA was detected in 84 (66.67 %) of

HBeAg negative patients. Statistical significance was also observed

between serum levels of HBV DNA and ALT (p \ 0.05) and between

ALT and different age groups of study patients (p \ 0.05).

Conclusion: HC2 assay may be used as an alternative to Real time

PCR for CHB patients who are HBeAg positive.
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Background/aims: MicroRNAs (miRNAs) are a class of short non-

coding RNAs involved in posttranscriptional gene regulation of multiple

pathways. Recent studies have highlighted the potential role of miRNAs

in chronic HBV infection and HCC development. Previously, we

reported that miR-1 could enhance HBV replication by targeting

HDAC4 and E2F5. Here, we addressed the question whether other HCC-

related miRNAs regulate HBV replication by targeting host factors.

Methods: miRNA mimics were transfected into hepatoma cell lines

stably transfected with a replication-competent HBV genome. HBV

replication and gene expression were examined by Southern blot and

Northern blot. Microarray analysis was performed to determine the

effect of miRNAs on the cellular gene expression profiles. The phe-

notype of hepatoma cells was characterized by proliferation assay,

cell cycle FACS analysis, and real time RT-PCR.

Results: By screening 10 reported HCC-related miRNAs in

HepG2.2.15 cells, miR-449a was found to strongly enhance HBV

replication, transcription, progeny virons secretion, and antigen

expression in a dose-dependent manner. Ectopic expression of

miR-449a resulted in G1/S cell cycle arrest and upregulation of a

number of hepatocyte-specific genes, including core promoter binding

transcription factor FXRA. Microarray analysis of the global cellular

gene expression profile revealed that 156 candidate targets were down-

regulated by miR-449a. Among these candidate genes, cAMP respon-

sive element binding protein 5 (CREB5) was identified as a target of

miR-449a with specific binding sites within its 30UTR. Knock down of

CREB5 expression increased HBV replication and FXRA expression

while CREB5 over-expression inhibited HBV replication.

Conclusions: These results indicated that miR-449a targets CREB5 to

increase FXRA expression, thereby promotes HBV replication and

gene expression. Likely miR-1, it could also inhibit cell cycle transition

and promote hepatic cell differentiation. Our findings provide a new

concept to understand the role of miRNAs in HBV replication.

Topic: 8.a Basic Science

Absno: 672

Clinical significance in changes of PD-1 expression on peripheral
blood T cells surface in HBeAg(+) telbivudine treated chronic
hepatitis B patients

Zhi-Wei Li1, Na Yan2

1Department of Communicable Disease, Shengjing Hospital of China

Medical University, 2Department of Communicable Disease,

Fengtian Hospital of Shenyang Medical College, Shenyang, China

Background/aims: Cellular immunity plays a critical role in clear-

ance of hepatitis B virus. PD-1/PD-L1 is one of the newly discovered

negative costimulatory molecules. To determine the correlation

between changes of PD-1 expression with telbivudine (LdT) and

HBV DNA levels, HBeAg seroconversion, and investigate the clinical

significance of PD-1 expression in Chronic Hepatitis B (CHB)

Patients.

Methods: 20 HBeAg-positive CHB(+) patients received LdT for

48 weeks, 10 healthy subjects (control) were matched for age and

gender. We measured PD-1 expression on peripheral blood CD4+T

and CD8+T cell surface, serum ALT, serum HBV DNA; quantitated

serum HBsAg, anti-HBs, HBeAg, anti-HBe, anti-HBc. Detection of

PD-1 expression was measured by Flow cytometry on peripheral

blood T cells surface.

Results: PD-1 positive expression on CD4+ and CD8+ in CHB(+)

patients was significantly higher than in healthy subjects (P \ 0.05).

PD-1 expression on CD4+ at Week 12, 24 and 48 was decreased with

LdT vs. pretreatment levels (P \ 0.05); patients had a decreased PD-1

expression on CD8+ at Week 12, 24 and 48 vs. before treatment

(P \ 0.05). 75 % of LdT-treated patients had HBV DNA loss, 75 %

ALT normalization, and 30 % HBeAg seroconversion at Week 48,

respectively (P \ 0.05). Before treatment, PD-1 CD4+ expression

was lower in HBeAg seroconverters (P [ 0.05). During therapy,

HBeAg seroconverters had lower PD-1 expression on CD4 + vs. non-

HBeAg seroconverters, and difference at Week 12 (P \ 0.05).

Conclusion: HBeAg seroconversion and serum viral load were clo-

sely correlated with PD-1 expression on T cell surface. A rapid

decline in PD-1 expression on T cell surface in early LdT treatment

was predictive of HBeAg seroconversion.
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Background: Hepatitis B is a global health problem with high

prevalence in Asia–Pacific. Hepatitis B virus (HBV) genotypes have

impact on the viral biological properties and exhibit distinct geo-

graphical and ethnic distribution. Of at least eight HBV genotypes (A-

to-H), genotype C (HBV/C) is associated with more severe liver

diseases and less response to interferon treatment. Among all geno-

types, HBV/C has the highest genome diversity reflected by the

presence of 16 subgenotypes (C1–C16), with 13 of those subgeno-

types prevail in Indonesia. This study was performed to evaluate

HBV/C genetic characteristics with regard to the host ethnicity and

geographical distribution.
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Methods: Sixty-two complete genome sequences of 37 HBV/C iso-

lates from Indonesia and 25 from Asia–Pacific and Southern Australia

were phylogenetically analyzed. The sequences with additional 87

generated in this study and 122 from Asia–Pacific were examined for

T-helper, Cytotoxic T-Lymphocyte, and B cell epitopes within the

surface and core regions.

Results: Two major clusters differentiating HBV/C isolates from

Asia and Papua-Pacific were observed. Immune epitopes within HBV

surface and core regions in relation to the host ethnicity and geo-

graphical origin clearly distinguished the two clusters. Distribution of

HBsAg subtype showed a specific west-to-east gradient pattern with

adrq+ predominant in Asia and adrq- in Pacific, with various

q forms (adrq-indeterminate) in Papua and Papua New Guinea

(PNG).

Conclusions: HBV/C isolates can be classified into two types, the

Asian and the Papua-Pacific, based on the genome and immune-epi-

tope characteristics, host ethnicity and geographical distribution, with

Papua-PNG as the admixture region where the switching from the

Asian to the Papua-Pacific types occurred. Population-based studies

in the Asia–Pacific region are needed to understand the role of host-

virus interaction in the selection of HBV strains as well as the clinical

and public health implications.

Topic: 8.a Basic Science

Absno: 737

Improvements of the anti-HBs response by inclusion of preS1
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Backgrounds and Aims: Present efforts of HBV vaccine research are

aimed at defining targeted antigen compositions and adjuvance sys-

tems for earlier and broader immune responses and optimization of

immunotherapeutic approaches, for which a strong immune response

in vivo is necessary and the yeast derived S-vaccines have up to now

failed.

Methods: We analysed the specificity and significance of the anti-

body response towards the linear preS1 sequence that has been shown

to represent the ‘‘hepatocyte binding site’’ comprising amino acids

preS1 (21-47) or the specific preS2 (131–140) antibody response to

the ‘‘polymerised albumin receptor’’ in relation to the antibody

response to hepatitis B surface antigen during immunisation of

healthy children with the preS-containing Sci-B-VacTM vaccine.

Twenty-eight healthy newborns received three doses of the Sci-

B-VacTM vaccine according to a 0-, 1-, and 6-month scheme.

Results: Seventeen (61 %) of the 28 newborns had detectable levels

of anti-preS1 (21–47) antibodies and 14 (50 %) were anti-preS2

(131–140) reactive at 6 and/or 9 months after initiation of the vac-

cination. We found that those newborns that were high responders to

vaccination in terms of in vivo anti-HBs specific antibody production

had no detectable levels of anti-preS2 (131–140) antibodies but

exhibited neutralising anti-preS1 (21–47) antibody synthesis and

could block the attachment of virus to hepatocytes.

In contrast, those newborns that produced antibodies against the

polymerised albumin-binding site (aa 131–140) exhibited signifi-

cantly lower levels of anti-HBs antibodies in vivo.

Conclusions: Because HSA is a self-component, it is conceivable that

antibody production towards this protein or its binding site on

hepatocytes should be under strict immunologic control to avoid

autoimmune reactions.

The interference of modified HSA with the accessibility of epi-

topes within the albumin-binding region may explain the weak and

transient anti-preS2 response in most HBV patients or recipients of

preS2-containing vaccines.
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Background: Hepatitis B Virus (HBV) X protein (HBx) is involved

in the initiation and progression of hepatocellular carcinoma (HCC)

through modulation of host gene response. Oncogenic roles of miR-

NA in cancer biology and differential expression of miRNAs at

different stages of HBV related HCC compared with normal tissues is

well documented. miRNA-222 is often over expressed in HCC. The

aim of our study is to investigate the possible role of HBx protein in

the modulation of miRNA-222 expression associated with HBV

related HCC.

Methods: HepG2 cells were transiently transfected with HBx plasmid

and 1.3 fold HBV genome. Stable HBV producing cell line

HepG2.2.15 was used as model for chronic HBV infection in vitro.

Expression of miRNA-222 and its target mRNA p27 were analyzed

using real time PCR. Target protein p27 was analyzed by western blot

from HepG2 cells transfected with HBx plasmid, HepG2 cells

transfected with 1.3 fold HBV genome and HepG2.2.15 cell line.

Further, HepG2 cells were co-transfected with HBx plasmid and HBx

siRNA. Expression of miRNA-222 in healthy individuals was com-

pared with samples from HBV infected advanced liver disease (liver

cirrhosis and HCC) patients.

Results: miRNA-222 was down-regulated in all the three in vitro

experimental systems: HepG2 cells transiently transfected with HBx

plasmid; HepG2 cells transiently transfected with 1.3 fold HBV

genome and HBV reproducing cell line HepG2.2.15. The expression

of target mRNA and protein (p27) was found to be up-regulated

correspondingly in HepG2 cells transiently transfected with HBx

plasmid; 1.3 fold HBV genome and in HepG2.2.15 cell line.

miRNA-222 was found elevated in HBx transfected HepG2 cells

when knocked down with HBx siRNA. Expression of miRNA-222

was down regulated in HBV infected advanced liver disease patients

compared with healthy individuals.

Conclusion: Evidently, Hepatitis B Virus X protein modulated the

expression of miRNA-222 in hepatoma cells.
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Objectives: Most previous studies on the frequency of hepatitis B

virus (HBV) and hepatitis C virus (HCV) have analyzed data obtained

from blood donors and risk groups. Few studies have been conducted

in the field in rural and urban areas of Turkey. As a part of Izmir

Metropolitan Municipality we performed some screening tests to

determine diseases with higher prevalance, including hepatitis B and

hepatitis C. The aim of this study was to determine the seroprevalence

of HBV and HCV and to investigate the association with risk factors.

Methods: Between January and December 2010, 15152 people aged

18 years and over were chosen in three districts using simple random

sampling, and blood samples were drawn from them. Immunocro-

matographic cassette tests (Laboquick) were used as screening test for

HBsAg and anti-HCV. Sensitivity and specificitywere 99.8 and

99.5 % respectively for both tests. Individuals with negative results

accepted as seronegative. Positive HBsAg and anti-HCV results

analyzed with ELISA technique (ARCHITECT I1000 ABBOTT),

which is highly sensitive for the quantitative assessment of hepatitis B

surface antigen (HBsAg), and anti-hepatitis C virus antibodies (anti-

HCV). Anti-HCV results between 1–10 S/CO accepted as false

positive and the PCR technique (ROCHE COBAS TAQMAN) was

then applied for confirmation.

Results: Our results showed that 289 (1.91 %) were HBsAg-positive,

12 (0.08 %) were anti-HCV-positive. Anti-HCV was positive found

with cassette test on 60 (0.40 %) sample and 48 (0.32 %) of them was

negative with PCR technique. Further survey results showed that

seropositivity increased with some of the risk factors.

Conclusions: Studies on seropositivity that depend on field analyses

reflect the true population more accurately. We conclude that such

field studies and public education activities for hepatitis B and C are

essential.
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A novel regulatory variant of HMGB1 gene is associated
with the disease progression in chronic hepatitis B virus carriers
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Background and aims: High-mobility group box 1 (HMGB1) has

recently been found to act as a late mediator of endotoxin induced

septicemia and function as a cytokine. It also has been found that the

inhibition of HMGB1 may reduce inflammation, apoptosis, and

fibrosis, and may stop the progression during chronic hepatitis B virus

(HBV) infection. Here, we examine whether the naturally occurred

sequence variations in the HMGB1 gene impact liver damage and

disease progression of chronic HBV infection, and investigated the

functional significance of positively associated polymorphisms.

Methods: A total of 2613 unrelated Han Chinese HBV carriers were

recruited to conduct this hospital-based case–control study. We sys-

tematically screened sequence variations in the HMGB1 gene and

examined the association between the variations in this gene and sus-

ceptibility to disease progression of chronic HBV infection in Chinese

populations from Chongqing. Functional analyses were conducted to

verify the biological significances of the associated genetic variation.

Results: We identified that the c.471+33G[C polymorphism (rs374

2305), located in the intron region of HMGB1 gene (NM_002128.4),

was associated with susceptibility to disease progression in male HBV

carriers (dominant model, P = 4.23 9 10-7, odds ratio = 1.57,

95 %CI 1.26–1.84). Functional analyses also show that the c.471 +

33G[C is a novel c.471+33G allele-specific enhancer-like cis-acting

regulatory variation, and the disease-susceptible genotype, c.471+

33GG, had a augmented HMGB1 transcription activity. Enzyme-linked

immunosorbent assay showed higher HMGB1 production in serum of

progressed HBV carriers.

Conclusions: The novel regulatory polymorphism c.471+33G[C of

HMGB1 gene could be a part of the genetic variation underlying the

susceptibility of individuals to disease progression of chronic HBV

infection.
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Background & aims: Hepatitis B virus (HBV) infection is a serious

threat to the public health. Interferon (IFN) remains one of the best

treatment options. Type I IFN activates multiple intracellular sig-

naling cascades leading to the expression of several hundred IFN

stimulated genes (ISGs) which have been involved in antiviral and

immunomodulatory responses to both HBV and Hepatitis C virus

(HCV) infections. Increased baseline expression of a subset of ISGs,

including ISG15 and USP18 was observed in the liver tissues of

patients infected with HBV and HCV. Results from our previous

studies indicated that ISG15/USP18 pathway was exploited by HCV

to benefit its own replication. This study therefore assessed the

interaction between ISG15/USP18 pathway and HBV production

in vitro.

Methods: The level of ISG15, USP18 or USP18-C64S (a mutant

USP18 protein without ISG15-cleavage protease activity) was

up-regulated by plasmid transfection into HepG2.2.15 cells which

contain a full HBV genome that can produce HBV virus. Real-time

PCR was used to quantify HBV DNA both in the cells and in the

culture supernatant.

Results: Over expression of ISG15, USP18 or USP18-C64S signifi-

cantly increased the levels of secreted HBV virus in the culture

supernatants. However, the replication of HBV DNA in the cells was

not affected.

Conclusions: Our data indicated that activation of the ISG15/USP18

pathway stimulates HBV secretion although the virus replication is

not affected. Furthermore, it was not the protease activity of USP18,

but probably the interacting proteins of USP18 played the pivotal role

in the process. Identification of both ISG15 and USP18 interacting

proteins may reveal promising candidates for further anti-viral drug

development. knocking down UbE1L by siRNA to abrogate ISG15

conjugation to its target proteins (Isgylation) may reveal the molec-

ular basis for the pro-viral effect of ISG15.

Topic: 8.a Basic Science

Absno: 969

Relationship between polymorphisms of 3-hydroxy-3-
methylglutaryl coenzyme A reductase gene and hepatitis
B virus infection

S136 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Zehui Yan, Yuming Wang

Institute of Infectious Diseases, Southwest Hospital, Third Military

Medical University, Chongqing, China

Background and aims: Human 3-hydroxy-3-methylglutaryl-coen-

zyme A reductase (HMGCR) is the rate-limiting enzyme in the

isoprenoid/cholesterol biosynthesis pathway of liver. Recently, the

importance of expression of HMGCR during chronic hepatitis B virus

(HBV) infection has also been emphasized. In this report, we inves-

tigated the relationship between exon 20 polymorphism of HMGCR

gene and clinical outcome of the patients with HBV infected.

Methods: A total of 2400 unrelated Han Chinese HBV carriers were

recruited in this hospital-based case–control study. The NG_011449.

1:g.28547T[C polymorphism (rs12916), located in the exon 20 of

HMGCR gene, was genotyped by polymerase chain reaction-restriction

fragment length polymorphism (PCR–RFLP) assay.

Results: Significant differences of genotypes and allele frequency

existed between the asymptomatic carriers (AsCs) and patients of any

other subgroup except acute hepatitis B and liver cancer (P \ 0.01).

Under the condition of codominance, the polymorphism of HMGCR

g.28547T[C was significantly correlated with the status of patients

after HBV infection (liver cirrhosis/AsC: OR = 0.676, P = 0.004;

AsC/severe hepatitis B: OR = 0.672, P = 0.000; AsC/chronic hepa-

titis B: OR = 0.747, P = 0.000; AsC/chronic hepatitis B + severe

hepatitis B + liver cirrhosis: OR = 0.756, P = 0.010), and patients

with g.28547CC genotype tended to become AsCs more easily after

HBV infection, as compared with patients with g.28547TTand

g.28547TC genotype.

Conclusions: The g.28547T[C polymorphism of HMGCR gene is

correlated with HBV infection, and patients with g.28547CC geno-

type are more susceptible to become AsCs after HBV infection.
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Background and aim: Progression of Hepatitis B virus infection

might be affected by host genetic factors. The present study was

undertaken to study the role of GSTM1 and T1 gene polymorphisms

in different stages of HBV infection: HBV inactive carrier, Chronic

Hepatitis B and Cirrhosis, and Cryptogenic cirrhosis.

Methods: The study population comprised of 170 subjects; 120 cases

(HBV inactive carrier n = 30; HBV related Chronic Hepatitis n = 30;

HBV related cirrhosis n = 30; Cryptogenic cirrhosis n = 30) and 50

unrelated healthy adults without liver disease as controls. Analysis of

GSTM1 and GSTT1 gene polymorphisms was done by Multiplex PCR.

Results: The GSTM1 null genotype was seen more commonly in

Hepatitis B cirrhosis (n = 21; 70 %), Chronic Hepatitis B (n = 19;

63.33 %) and Cryptogenic cirrhosis (n = 17; 56.67 %) as compared

with Inactive carrier (n = 9; 30 %) and controls (n = 13; 26 %). The

GSTT1 null genotype was seen less frequently in all the groups, the

observed frequencies were controls (n = 7; 14 %), Inactive carrier

(n = 5; 16.67 %), Chronic Hepatitis B (n = 8; 26.67 %) and Hepa-

titis B cirrhosis (n = 7; 23.33 %).

The difference of GSTM1 null genotype frequencies was statistically

significant for Hepatitis B cirrhosis vs. controls (p = 0.0002),

Chronic Hepatitis B vs. controls (p = 0.002) and Cryptogenic cir-

rhosis vs. controls (p = 0.01). The GSTT1 null genotype was not

found to vary significantly between the groups.

Conclusion: The patients with GSTM1 null genotype are at risk of

progression of liver disease as the frequency of GSTM1 null genotype

was found to be significantly increased in Chronic Hepatitis B, Hepatitis

B cirrhosis and cryptogenic cirrhosis as compared with controls.
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Background: Hepatitis B virus (HBV) can cause chronic hepatitis,

cirrhosis and hepatocellular carcinoma (HCC). Previous studies

showed that the single nucleotide polymorphisms (SNPs) in HLA

gene may affect the chronicity or clearance of HBV infection.

Especially, major allele is the most associated with chronic hepatitis

(CHB). In order to predict the risk of the chronicity of HBV and HCC

development, this study determined the association between SNPs of

HLA-DPA1; rs3077 and HLA-DPB2; rs9277378 and rs3128917 in

HBV-infected and HBV-resolved patients.

Methods: Patients with HCC [n = 196], CHB [n = 198], HBV-

clearance [n = 113] and non-HBV donors [n = 126] were recruited

in this study. The HLA-SNPs (rs3077, rs9277378 and rs3128917)

were genotyped by using specific TaqMan real-time PCR.

Results: The participants were divided into 4 groups; HCC

(age = 58.18 ± 12 years) and CHB (age = 46.39 ± 11 years), HBV

clearance (age = 48.24 ± 6 years) and non-HBV donors (age =

46.64 ± 6 years). The frequencies of major homozygous genotype

(MH) of 3 SNPs were similar between HCC and CHB. The results

showed that the frequency of MH of rs3077 [n = 233, 59.1 %] in HBV

carriers (HCC combined with CHB) was significantly higher than in

non-HBV donors [n = 59, 52.2 %] and HBV clearance [n = 43,

34.1 %] (OR = 1.64, p = 0.015 and OR = 2.36, p \ 0.001, respec-

tively). In rs9277378, the frequency of MH, in HBV carriers [n = 213,

54.1 %] was also significantly higher than in non-HBV donors [n = 49,

43.4 %] and HBV clearance [n = 40, 31.8 %] (OR = 1.85, p = 0.003

and OR = 2.15, p \ 0.001). However, the frequency of MH of

rs3128917, was similar between HBV carriers [n = 98, 24.9 %] and

non-HBV donors [n = 38, 33.6 %] same as HBV clearance [n = 24,

19.1 %] (OR = 0.77, p = 0.24 and OR = 1.23, p = 0.426).

Conclusions: The major homozygous genotypes of rs3077 and

rs9277378, but not rs3128917, were significantly associated with

HBV clearance in Thai population. No association of these SNPs was

found in HCC development.
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Aims: The present study reports long-term results of HsAg-positive

asymptomatic hepatitis b virüs carriers who were followed up in the

Infectious Diseases outpatient clinic at Eskisehir Osmangazi

University.

Methods: Data from medical records of the patients who attended to

outpatient clinic between the years 1994-2010 and their available

laboratory findings were evaluated.

Results: Of the total 247 patients, 52.2 % were men and 47.8 % were

women; with mean age of 38.46 years. 53.8 of patients had at least

one risk factors for transmission of hepatitis B virüs. The most

common risk factor was previous surgical procedures (34 %). The

percentage of patients with a family history for HsAg-positivity was

24.7 %. Except one, all patients were HBeAg-negative and anti-Hbe-

positive. During the follow up HBV DNA positivity was 73.3 %.

Majority of patients had normal biochemical and hematological

findings. The mean duration of follow-up was 5.5 years (min 2-max

10 years) in the whole study population and more than 3 years in

82.2 % of the patients. The mean duration of the diseases was

7.40 years. HBS Ag negativity were found 10 patients (4 %). HBsAg/

anti-Hbs antibody seroconversion was found in only 8 patients

(3.2 %). 2 patients (0.8 %) did not have anti-HBs antibody despite the

spontaneous disappearance of HBsAg. HBsAg and anti-HBs antibody

were concomitantly positive in 3 patients (1.2 %). 6 % of patients

progressed chronic hepatitis B. None of the patients progressed to

cirrhosis or hepatocellular carcinoma.

Conclusions: Spontaneous disappearance of HBsAg of HBsAg-

positive asymptomatic chronic hepatitis B virüs carriers was found

4 % duration of the mean 5–6 years. Although HBV DNA positivity,

stable clinical and laboratory course were seen. 6 % of patients pro-

gressed chronic active hepatitis B. None of the patients progressed to

cirrhosis or hepatocellular carcinoma.
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Background/aims: Previously, we demonstrated that combination of

antiviral treatment and therapeutic vaccination was able to induce

specific immune responses and transiently suppress woodchuck hep-

atitis virus (WHV) replication in the woodchuck model. Recently, we

have also demonstrated that in vitro blockade of the woodchuck PD-

1/PD-L1 pathway could restore the T cell functions in chronic WHV

infection. In this study, we examined whether in vivo blockade of the

PD-1 pathway in combination with antiviral nucleoside analogue

treatment and therapeutic vaccination could enhance CD8 T cell

immunity and resolution of a chronic WHV infection.

Methods: The woodchuck PD-1 was cloned and characterized, and the

expression patterns of PD-1 in woodchucks with acute or chronic WHV

infection were investigated. Woodchucks chronically infected with

WHV were treated with entecavir and received repeated DNA vaccines.

During the vaccination, woodchuck PD-L1 antibody was intravenously

applied. The restoration of T cell function by this triple combination

therapy was examined by lymphoproliferation assay and CD107a

degranulation assay. The antiviral effect was evaluated through moni-

toring viremia and viral replication in the livers of treated woodchucks.

Results: Characterization of woodchuck PD-1 reveals a high similarity

to the counterpart of mammalian species. PD-1 expression on CD8 T

cells correlates with WHV viral load during WHV infection. Antiviral

entecavir treatment decreases PD-1 expression on CD8 T cells in chronic

carriers. In vivo blocking PD-1/PD-L1 pathway in combination with

antiviral treatment and therapeutic vaccination synergistically enhances

the function of virus specific CD8 T cell, and improves viral control in

woodchucks chronically infected with WHV.

Conclusions: This new approach of triple therapy (combination of

nucleotide analogue, DNA vaccine and PD-L1 blockade) may be

useful for the design of immunotherapeutic strategies in patients with

chronic hepatitis B.
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Background: Adipocytokines can influence the progression of liver

disease. Higher serum levels of IL-6 in chronic hepatitis B (CHB)

may indicate persistent infection and correlate with viral load and

may also increase the risk of developing HCC. Resistin plays an

important role in the pathogenesis of obesity and insulin resistance.

Aim: To assess the extent of steatosis in liver biopsy of CHB and

Chronic Hepatitis C (CHC) infection in Indian Population and to

assess its relationship with viral parameters as well as host clinical,

biochemical and metabolic parameters including IL-6 and Resistin.

Methods: A cohort of 155 cases of CHB, 65 cases of CHC and 50

healthy controls were included in the study. Liver biopsy of CHB and

CHC groups were examined for steatosis percent, grade of activity

and stage of fibrosis. Serum resistin and IL-6 were estimated using

ELISA. Liver enzymes were assessed and HOMA was calculated for

all cases and controls.

Results: Serum AST (p \ 0.01), ALT (p \ 0.01), histologic activity

(p \ 0.01), fibrosis stage (p = 0.022) and steatosis percent (p \ 0.01)

were significantly higher in CHC than CHB. Serum AST (p \ 0.01),

ALT (p \ 0.01), insulin levels (p = 0.006), HOMA score (p = 0.003)

and IL-6 (p = 0.005) were higher in CHB than controls. Raised BMI

was associated with higher steatosis (p \ 0.01) and higher levels of

serum resistin (p = 0.04) in CHB, but not in CHC. Raised steatosis

correlated with higher BMI (p \ 0.001), histologic activity (p \ 0.001)

and fibrosis (p = 0.01) in CHB and not CHC. Raised IL-6 correlated
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with higher insulin levels in both CHB and CHC (p \ 0.05), while

raised serum resistin correlated with higher fibrosis (p = 0.036) in

CHB.

Conclusions: High steatosis, IL-6 and serum resistin levels in CHB

are related to high BMI and insulin resistance and may affect the

disease activity and progression.
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Here we present results from a non-clinical rat study comparing major

anti-viral CHB drugs with respect to renal function and toxicity.

Telbivudine, Entecavir, Tenofovir and Adefovir were administered

daily by oral gavage at 5–15 and 25–409 human equivalent exposure

for 28 days to male Sprague–Dawley rats and evaluated on days 3, 10

and 28. Renal glomerular filtration rate (GFR) was measured by

magnetic resonance imaging (MRI) and creatinine levels (blood and

urine). Renal toxicity was assessed by a panel of urinary kidney

biomarkers, blood and urine clinical biochemistry, histopathology,

electron microscopy (EM) and gene expression profiling.

Treatment with Entecavir at high dose (40X) resulted in slight

(temporary) reduction of GFR by MRI on day 3 with normalization at

days 10 and 28, suggesting an adaptive response of the kidney under

continued treatment.

Tenofovir (high dose (259)) was stopped after 7 days due to

severe gastro intestinal toxicity. Low dose (5X) showed minimal renal

histopathology changes at day 28 (tubular-cell nuclear enlargement,

intra-cellular accumulation of a2 micro-globulin) correlating with

slight down-regulation of tubule-associated genes. A temporary,

slight reduction of GFR (MRI) was observed on day 3.

Adefovir at high dose (209) resulted in nephrotoxicity on day 28

shown by reduction of GFR (MRI), elevation of urinary markers of

tubular injury, proximal tubule alterations seen by histopathology and

EM and a down-modulation of renal tubular associated genes.

High dose Telbivudine (259) showed neither renal impairment nor

toxicity, as assessed by MRI, histology and urine/blood biomarkers.

Conclusion: This non-clinical rat study showed that the comparative

safety margin may be ranked as Telbivudine & Entecavir [ Ten-

ofovir � Adefovir. Only Tenofovir and Adefovir showed kidney

liability issues. The exact mechanism of kidney toxicity remains

elusive; however, observation of mitophagy in the kidney of Adefovir

treated animals may suggest involvement of mitochondrial toxicity.
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Background and aims: Immune-mediated mechanisms are believed

to play an important pathogenetic role in chronic hepatitis B virus

infection. Interleukin IL-10 secreted by T helper-2 cells may down

regulate cell-mediated immune effector mechanisms important in the

host defence against intracellular pathogens. This study was designed

to investigate the role of IL 10 polymorphism in HBV related liver

diseases from India.

Materials and methods: A total of 178 hepatitis B related cases

[chronic hepatitis B (40), decompensated cirrhosis (40), hepatocellular

carcinoma (18), asymptomatic carriers (40)] and 40 healthy controls were

included in the study. All cases were evaluated for viral markers by third

generation ELISA. IL-10 polymorphism (at position -1082, -592

and -819) were analysed by polymerase chain reaction followed by

RFLP.

Results: In position -819 CC, TT and CT genotypes was observed,

statistical significance was observed for genotype CC in decompen-

sated cirrhosis cases (p = 0.003) and HCC cases (p = 0.001)

compared against the controls. An increased risk of almost 4 fold and

9 fold was observed in these two groups respectively. Genotype TT

was found to be significant in cases of decompensated cirrhosis

(p = 0.025) and HCC (p = 0.01). Genotype CT was not found to be

significant in either of the groups. On the other hand no significance

was documented for AA and GA genotype at position -1082 and AA,

CC and CA genotype at position -592 when compared with the

healthy controls.

Conclusion: The CC Allele at the IL-10 gene promoter (-819) is

associated with 4 fold increase in risk of progression of the disease to

cirrhosis and 9 fold increase in risk of progression of the disease to HCC.
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Background: Chronic hepatitis B (CHB) is one of the major health

problems in Indonesia, where there is intermediate-to-high ende-

micity of hepatitis B virus (HBV) infection. Current CHB treatment

employs the use of the nucleot(s)ide analogues (NA). However, the

emergence of NA-resistant HBV variants has been reported high and

may cause disease relapse and progression. Mutational analysis was

carried out on HBV polymerase (P) gene and basal core promoter

(BCP)/precore (PC) regions in NA-treated and treatment-naı̈ve

Indonesian CHB patients.

Method: Eighty-five CHB patients referred to Eijkman Institute were

enrolled, 26 were treated with lamivudine (LMV), 31 were treated

with entecavir (ETV) and the rest were treatment-naı̈ve. HBV DNA

was detected by polymerase chain reaction and analyzed by

sequencing for YMDD and BCP T1762/A1764 and PC A1896

mutations.
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Results: In the LMV-treated group, the prevalence of rtM204 V,

rtM204I, and both rtL180M + rtM204V mutations in P gene were 7.7,

15.4 and 11.5 %, respectively. In the ETV-treated group, the preva-

lence of rtS202G, rtM204I, and rtL180M + rtM204V mutations were

6.5, 3.2, and 16.1 %, correspondingly. In contrast, only one patient

had rtL180 M + rtM204 V double mutations in the treatment-naı̈ve

group. Of 11 patients treated with LMV, 27.3 % had BCP mutation

and 36.4 % had PC mutation. The prevalence of BCP and PC

mutations in 15 ETV-treated patients were both 20 %. Meanwhile, in

18 treatment-naı̈ve patients, the prevalence for BCP and PC mutations

were 27.7 and 22.2 %, respectively.

Conclusion: A high prevalence of P gene mutation conferring

resistance to NA was observed in treatment group, with comparable

rates between those treated with LMV and ETV. There was no sig-

nificant difference between the prevalence of BCP/PC mutations in

the NA-treated and treatment naı̈ve patients. Further studies on other

viral and host aspects are required to fully understand the relationship

between the presence of these mutations and disease progression in

CHB patients.
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Background: Serological screening of hepatitis B virus (HBV) in

blood donors commonly utilizes the hepatitis B surface antigen

(HBsAg). In occult hepatitis B, HBV DNA is detectable by sensitive

molecular detection in HBsAg-negative isolates. These cases are of

public health concern, with potential hazards of transmitting infec-

tious HBV particles. This study investigated the possible molecular

mechanism of occult hepatitis B cases with novel HBsAg variations

found in regular blood donor isolates from Indonesia.

Methods: Purified PCR product of 153 regular blood donor samples

with HBsAg-negative, anti-HBc-positive and HBV DNA-positive

profile were directly sequenced and analyzed for amino acid varia-

tions within the ‘a determinant’ region. Antigenic index calculation

and tertiary structure prediction were performed to identify substitu-

tions with significant changes compared to the wild type HBsAg.

Isolates containing such mutations underwent further confirmatory

cloning and sequencing procedures. In-silico peptide design was

performed to select mutants to be further tested by immunoassay

methods.

Results: One-hundred (65.4 %) isolates showed amino acid substi-

tutions, with a total of 47 different mutational patterns distributed at

31 amino acid sites. No premature stop codon was observed. Twenty-

eight patterns were novel variants, with 12 single mutations showed

significant antigenic index changes, supported by their tertiary

structure predictions. Cloning and sequencing of these isolates

showed the presence of varying degrees of quasispecies population in

some isolates. In-silico peptide design produced 6 short peptides that

potentially mimic the ‘a determinant’ region of HBsAg mutants with

single amino acid change.

Conclusion: Amino acid mutations appeared to be the major potential

cause in undetectability of HBsAg upon diagnostic screening. The

presence of quasispecies population may provide the mechanism for

selection and survival of HBsAg variants. Studies are in progress to

investigate the significance of Indonesian-specific novel variations by

immunoassay testing against selected HBsAg variants.
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Background: A potent therapeutic T cell vaccine may be an alter-

native treatment of chronic hepatitis B virus (HBV) infection.

Previously, we developed a DNA prime—adenovirus (AdV) boost

vaccination protocol that could elicit strong and specific CD8+ T cell

responses to woodchuck hepatitis virus (WHV) core antigen

(WHcAg) in mice and naı̈ve woodchucks. In the present study, we

first examined whether this new prime—boost immunization could

induce WHcAg-specific T cell responses and effectively control

WHV replication in WHV-transgenic mouse model. Second, we

evaluated the therapeutic effect of this new vaccination strategy in

chronically WHV-infected woodchucks in combination with a potent

antiviral treatment with entecavir.

Methods: WHV-specific CD4 + and CD8 + T cell response after

immunizations was determined by FACS analysis and proliferation

assay. WHV-specific antibody response was evaluated by ELISA.

The markers of WHV infection such as DNA load and surface antigen

(WHsAg) were monitored during the experiment.

Results: Immunization of WHV-transgenic mice by DNA prime-AdV

boost regimen elicited potent WHcAg-specific CD8+ T cell response

that consequently resulted in reduction of WHV load below the

detection limit in more than 70 % of animals. The combination

therapy of entecavir (ETV) treatment and DNA prime-AdV boost

immunization in chronic WHV carriers elicited WHsAg- and

WHcAg-specific CD4 + and CD8 + T cell responses in chronic

WHV carriers received ETV and immunizations, but not in only

ETV-treated controls. Woodchucks receiving the combination ther-

apy showed a prolonged suppression of WHV replication and lower

WHsAg levels compared to controls. Moreover, two of four immu-

nized carriers remained WHV negative after the end of the treatment

and developed anti-WHs antibodies.

Conclusion: These results demonstrate that the combined antiviral

and vaccination approach efficiently elicited sustained immunological

control of chronic hepadnaviral infection in woodchucks and may be

a new promising therapeutic strategy in patients.
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Background and aims: Our study paid attention to the key genes of

IL-21 and JAK/STAT signaling pathway and investigated the relation

between HBV infection and single nucleotide polymorphisms (SNPs)

in IL-21-JAK/STAT signaling pathway to provide data for molecular

diagnosis and clinical practices.

Methods: 546 unrelated HBV infection patients and 353 healthy

subjects were enrolled. 5 SNPs (rs2221903 and rs4833837 in IL-21

gene; rs2285452 in IL-21 gene; rs3008 in JAK3 gene; rs1053023 in

STAT3 gene) of IL-21-JAK/STAT signaling pathway were genotyped

by high resolution melting (HRM) method.

Results: There was no significant difference in the comparison of

genotypes and allele distribution of 5 SNPs between case and control

group. According to serological marker models, the control group was

divided into negative and anti-HBs positive subgroup. The frequency

of allele A of loci rs2221903, rs4833837 and rs1053023 were higher

in negative subgroup than that in anti-HBs positive subgroup (P: 0.03,

0.05, 0.02; OR: 1.65, 1.59, 1.48; 95 % CI: 1.04–2.64,1.00–2.52,

1.05–2.09 respectively). The case group was divided into three sub-

groups: patients with chronic hepatitis B (CHB), cirrhosis, and

hepatocellular carcinoma (HCC). Subjects with genotype AG of

rs2285452 were significantly less susceptible to HCC than those with

AA genotype (P = 0.04, OR = 0.25, 95 %CI = 0.07–0.95). Sero-

logical marker model of ‘‘HBsAg+, HBeAg+, HBcAb+’’ was

predominate among patients with HBV infection. However, there was

no association between genotype distribution of 5 SNPs and sero-

logical marker models (P [ 0.05)

Conclusions: Our findings suggest that allele A of rs2221903,

rs4833837 in IL-21 and rs1053023 in STAT3 may influence the

production of anti-HBs. Furthermore, genotype AG of rs2285452 in

IL-21R could reduce the risk of HCC, when compared with genotype

AA. However, further research needed to prove that host genetics is

likely to influence the outcome of HBV infection.
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Background: Some viral protein can modulate NK cell function and

influence disease progress. NK cell plays an important role on

immune response caused by HBV. Whether Hepatitis B virus X

protein can modulate the activity of NK cells is not clear. Here in the

present research, we investigate the influence of the hepatitis B virus

X protein on function of natural killer (NK) cell in NK-92 cells.

Methods: The recombinant eukaryotic expression plasmid pcDNA3.1

(+)-HBX was transfected into NK-92 cells with lipofectamine. The

expression of HBV X gene was detected by RT-PCR and Western

blotting. Western blotting was also applied for the determination of

NKG2D level in NK-92 cells. ELISA was employed to determine the

IFN-c level secreted by NK-92 cells. And finally the cytotoxicities of

NK cells were analyzed by MTT colorimetry, with the hepatoblas-

toma cell line (HepG2) as target cell.

Results: RT-PCR and Western blotting confirmed the expression of

HBV X gene in the NK-92 cells transfected with pcDNA3.1 (+)-

HBX. Compare to empty vector transfected and untransfected cells,

NKG2D level significantly decreased, cytotoxicity function and

IFN-c secretion markedly attenuated in NK-92 cells transfected with

cDNA3.1(+)-HBX.

Conclusions: Transient expression of HBV X gene can decrease

IFN-c secretion and cytotoxicities of NK-92 cells, which was prob-

ably associated with downregulation of expression of NKG2D.
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Background: Hepatogenous diabetes due to hepatitis B virus (HBV)-

associated glucose intolerance is an ordinary complication of chronic

hepatitis B, and one of reasons of glucose intolerance is insulin

resistance which lies in the number decrease and functional deficiency

of insulin receptor. However, the exact molecular mechanisms for

HBV-associated insulin resistance remain unclear.

Method: Eukaryotic expression plasmid pcDNA3.1-preS2 (1.0, 1.5,

2.0 lg) with or without report plasmid pCAT3-INSRp (1.0 lg) which

contains the INSR gene promoter upstream of the CAT gene were

transfected into HepG2 and Huh7 cells. Meanwhile, anti-pre-S2

monoclonal antibody was added into additional cells transfected with

2.0 lg of pcDNA3.1-preS2 plasmid to evaluate the regulation effect

when pre-S2 protein was blocked. Cells were harvested 36 h and 72 h

after transfection. The effect of pre-S2 protein on the INSR promoter

activity was evaluated using the CAT assay in cells co-transfected

with pcDNA3.1-preS2 and pCAT3-INSRp. The expression of INSR

mRNA in cells transfected with pcDNA3.1-preS2 was examined by

relative quantitative real-time PCR. The expression level of INSR

protein was detected by Western blotting.

Fig. 1 Down-regulation of HBV pre-S2 protein on INSR
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Results: The pre-S2 protein inhibited the activity of INSR promoter,

decreased the expression of INSR mRNA and the INSR protein in a

dose-dependent manner. Furthermore, anti-pre-S2 monoclonal anti-

body blocked the effect of pre-S2 protein on the down-regulation of

the INSR at above three levels (see Fig. 1).

Conclusion: Our findings verify that pre-S2 protein could reduce

INSR expression, which can elucidate, at least in part, the patho-

genesis of hepatogenous diabetes at molecular level.
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Diverse and unpredictable epitope usage during human T cell

responses represents a significant barrier to a better understanding of

the immune status of individuals or populations exposed to vaccina-

tion or infectious diseases. Here we have developed a rapid means for

identification and characterization of pathogen-specific T cells based

on combinatorial peptide-MHC tetramer staining adapted for single-

cell mass spectrometry (a.k.a., Cytometry by Time-Of-Flight,

CyTOF). Using magnetic enrichment and a sensitivity to accurately

detect specific cells down to 0.001 % of total CD8+ cells, we have

used this to screen for up to 109 different T cell specificities in a

single sample while still retaining twenty-plus labels for functional

and phenotypic attributes. We used this to compare Rotavirus-specific

T cells restricted to six different HLA-A*0201 epitopes identified in

blood and intestine samples from normal human donors. Rotavirus-

specific cells in the blood of displayed two distinct phenotypic and

trafficking-receptor profiles depending on the antigen. This and data

on EBV-specific cells shows that different antigens from the same

virus can elicit dramatically different T cell responses, possibly

indicative of the precise status of viral infection. This system is well

suited for the study of T cell responses to viral infections of the liver

such as Hepatitis B and C.
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Background: The outcome of hepatic injury due to hepatitis B virus

(HBV) is a result of cytotoxic T-lymphocyte (CTL) response targeted

to HBV core antigen (HBcAg). This response depends on CTL rec-

ognition of short antigenic peptides of HBcAg bound by Human

Leukocyte Antigen (HLA) class I molecules transported to the surface

of the infected cells. This study aimed to characterize the CTL rec-

ognition sites within HBcAg in asymptomatic and symptomatic HBV-

infected patients in Indonesia.

Materials and methods: Sixteen asymptomatic carriers and 18

patients of chronic liver disease were enrolled. Deduced HBcAg

amino acid sequence was determined by polymerase chain reaction

and direct sequencing. HBcAg epitopes 18–27, 84–101, 88–96,

107–115, 117–125, and 141–151 were analyzed for amino acid sub-

stitution and binding affinity to HLA class I using Immune-epitope

Database Analysis Resource.

Results: Patient isolates had more variable sites than those of asymp-

tomatic carriers. No amino acid substitution was found in isolates from

four patients and 11 asymptomatic carriers. Similar substitutions were

observed in epitopes 84–101, 88–96, and 107–115 of both groups. No

substitution was seen in epitope 117–125. Interestingly, five patient

isolates had substitution in HBcAg 18–27, with four had V27, known to

be associated with severe liver inflammation, and one had T21 and N26

which are important in CTL recognition. This substitution was not

found in asymptomatic carrier isolates. Additionally, both groups

showed same amino acid substitutions at positions 87, 95, 97 and 100

that have low binding affinity to HLA class I molecule.

Conclusion: This study supports that HBcAg region 18-27 has

important role in CTL pressure that results in different outcome of

HBV infection. In addition, substitutions at HBcAg residues 87, 95,

91, and 100 could be suggested as variants for both asymptomatic and

symptomatic HBV-liver patients. Study is underway to confirm these

findings in a peptide-based experiment.
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Background: Liquid chromatography tandem mass spectrometry

(LC–MS/MS) is a state of the art technology for the identification of

proteins. A unique peptide is defined as a peptide, irrespective of its

length, that exists only in one protein of a proteome of interest,

despite the fact that this peptide may appear more than once in the

same protein. A unique peptide is essential in protein identification; a

unique peptide can act as a ‘‘protein tag’’ in protein identification.

Methods: The applicability CID-MS experiments were performed

using an Q-TOF LC/MS (m/z range: 50-3200) equipped with an ESI-

source (positive mode) and coupled to an Binary liquid chromatography

system using an injection volume of 20lL at a flow rate of 0.2 mL/min

of a mixture of acetonitrile/water (90:10, v/v) for the synthetic peptides

and a mixture of acetonitrile/water (10/90, v/v) for the HBsAg vaccine.

MS-source parameters: capillary 4000 V, nebulizer pressure 45 psi, dry

gas-flow 10 L/min, gas temperature 325 �C. A usual approach for the

identity of protein is based on enzymatic digestion of a protein sample to

get a number of peptides followed by LC–MS/MS analysis. A protease,

such as trypsin, is used to digest a protein which selectively cleaves

proteins at lysine (K) and arginine (R) amino acid residues except when

followed by a Proline (P) residue.

Results: A unique peptide, the m/z value of 605.30 doubly charged for

the sequence ‘‘YLWEWASVR’’ of HBsAg protein was identified by
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using mass spectrometry and the MS/MS data was analysed manually to

check the conformity of the presence of the unique peptide having the

m/z value of 605.30 doubly charged for that sequence.

Conclusion: This is a universal unique peptide with this peptide

HBsAg can be easily identified in multi component/antigen vaccines.
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The HBV genome consists of quasispecies populations of heteroge-

neous variants and may correlate with the progression of HCC. In this

project, we assess the profiles of viral quasispecies in serum of HBV-

related HCC and chronic hepatitis B patients to understand the different

biological properties of circulating HBV particles or the existence of

extrahepatic sites of replication. About 161 patients with HBV-infected

HCC were enrolled into this project. HBV genome heterogeneity is

analyzed by polymerase chain reaction and next-generation sequencing

(NGS), which is one of the new technologies, achieves the throughput

by massively parallelizing PCR amplification and pyrosequencing. We

analyze HBV variants in serum from HCC patients and compare HBV

variants in 70 chronic hepatitis B patients to clarify the mechanism of

liver cancer and understand the viral substitution, evolution and pop-

ulation in the process. In the results, the HBV variants in HCC patients

expressed 1896A and 1899A with highest percentage (90.68 and

91.39 %) which correlated with the progression of HCC. On the other

hand, 1653T, 1762T and 1764A of HBV strains in HCC patient also

display higher percentage comparing with CHB patients. In addition,

core protein P5T, which had been reported to induce low-secretion

HBV, expressed in HCC patient with 89.91 %. Comparing with the

three CHB patients, the dominant HBV strains display the wild-type

phenotype, core P5 ([97 %), in viral pools. We also saw the higher ratio

of deletion variants in viral population from HCC patient. In conclusion,

the high risk HBV mutants indeed expressed highest ratio in HCC

patients comparing with CHB patients. These results may help us to

understand that the complexity of HBV populations is influenced by the

presence of hepatocellular carcinoma.
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Backgrounds and aims: The outcome of hepatitis B virus (HBV)

infection varies due to differences in host responses. This study aimed

to evaluate the HBV infected hosts’ immune statuses between diverse

stages of HBV infection.

Methods: Three groups of subjects were recruited, including 9

individuals with acute hepatitis (AH), 65 with chronic HBV infection

(CH) and 8 healthy controls (N). Total RNA was extracted from

PBMCs. Whole-genome gene expression array was performed on

Illumina human WG-v3.

Results: One of the most important findings of our data is that DEGs

between acute versus healthy controls and acute versus chronic

infection were enriched in the immune response-related signaling

pathways, including T cell receptor, leukocyte transendothelial

migration and Toll-like receptor pathways, DEGs between two

comparing sets (AH vs. N and AH vs. CH) annotated in the leukocyte

transendothelial migration pathway are similar, which were ITGB1,

ITCA4, ACTB, VCL, MYL9, NCF1, NCF4, PIK3R5 and CDC42,

however, some of which showed significantly expressed levels in

acute infection. Several key genes annotated in the Toll-like receptor

signaling pathway, like TLR6, MYD88, TRAF6, IRF7, CASP8,

NFKB2, MAPKs, and STAT1 were highly expressed in the acute

infection compared to healthy controls. However, TLR6, MYD88,

CASP8 and STAT1 were still differentially expressed between acute

versus chronic infection. TLR6 showed a significantly high expres-

sion level in acute infection, followed by chronic and healthy

controls. A cluster of interferon stimulated genes (ISGs), IFI27, IFI30,

IFIT3 and IFITM3, exhibited a significantly higher expression level in

the acute group compared with the chronic group.

Conclusions: Our study provided a unique representation of global

immune activation during acute infection. Specifically, the role of

innate immune response during acute HBV infection is strongly

implied by the presence of the Toll-like receptor, leukocyte transen-

dothelial migration signaling pathway and a cluster of ISGs.
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Background/aims: Recognition of virus infections by cytoplasmic

pattern recognition receptors, such as Toll-like receptors, has been

demonstrated to be an initiator of innate immune against hepatitis B

virus (HBV). Whether such a mechanism exists in the nucleus and is

effective against nuclear HBV DNA genome is unknown.

Methodology and results: IFI16 is a member of interferon (IFN)-

inducible p200 family protein and is an innate immune sensor for

cytosolic or nuclear double-stranded DNA. In our study, we showed

that the IFI16 was constitutively expressed in the nuclei of HepG2

cells but was negative in Huh7 cells. The expression of IFI16 mRNA

was decreased to about 15 % by HBV replication in HepG2.2.15

cells, which is a HBV-replicative HepG2 cells by integration of HBV

DNA. Interferon treatment rescued the IFI16 mRNA level in

HepG22.15. Interestingly, interferon induced a cytosolic IFI16

expression in Huh7 cells. Co-transfection of plasmids pUC18-

HBV1.2 and pCMV6-XL5-IFI16 showed that cell-free HBV DNA

and viral protein were decreased by 50-70 % by IFI16. Transfection
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of plasmids containing HBV genes P, X, C or S demonstrated that the

X gene negatively regulated IFI16 mRNA expression.

Conclusions: Our studies reveal that the double-stranded DNA sensor

IFI16 plays role to initiate innate immune against HBV in the hepa-

toma cell lines. Both cytosolic and nuclear HBV DNAs are potential

target of IFI16 in the hepatoma cells. Furthermore, IFI16 was nega-

tively regulated by HBV 9 protein. Our finding might be helpful to

reveal the mechanism of innate antiviral response against nuclear

HBV DNA.
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Background and objectives: The experiment on Hepatitis B virus

(HBV) acutely infected chimpanzees reported by Asabe et al.

(J. Virol. 83, 2009, 9652–9662) provides valuable information for

understanding immune activation and virus clearance. Modeling the

dynamics of HBV infection of chimpanzees makes deeper under-

standing on chimpanzees’ different immune functions against HBV

infection.

Methods: Two adult chimpanzees were inoculated with 1–4 dose of

HBV, respectively. The levels of the chimpanzees’ serum HBV DNA

and ALT were tested each week until 29 weeks and 47 weeks

respectively. After 13th week and 26th week, two chimpanzees’ HBV

DNA levels reduced undetectable levels, respectively. Based on data

of HBV DNA and ALT of HBV acutely infected chimpanzees, a

differential equation model is introduced. The model has five vari-

ables: x, y, v, e, w, representing uninfected cells, infected cells, free

virus, CTL cells and ALT levels. The equation includes 12 parame-

ters, related to the rates of productions and deaths of the different

cells, virus and ALT levels, as well as immune abilities. These

parameters are determined by analysis and numerical simulations.

Results: When two chimpanzees’ HBV DNA levels reach maxi-

mums, their immune parameters (ability) were activated suddenly or

lowly. This difference makes the reduce rates of two chimpanzees’

HBV DNA levels quite different. The evolutions of the HBV DNA

and the ALT levels of the model agree to the experimental ones.

Conclusions: Simulations showed that first chimpanzee’s immune

parameter increased 17 folds in one week when its HBV DNA level

reached maximum. Corresponding immune parameter reduced near to

normal level in 4 weeks. The simulations showed that It needs about

three years to clear all HBV in the first chimpanzee’s infected cells, and

needs much longer time for another chimpanzee. This result may sug-

gest that rapid immune activation for anti-HBV infection treatment

patient may be a predictor for good outcome.
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Background and aims: Several single nucleotide polymorphisms

(SNPs) of Toll like receptors (TLRs) have been implicated in a

variety of infections including hepatitis B virus (HBV). In the present

study, we aim to investigate the association of TLR2 and TLR4 gene

polymorphisms in Saudi patients of Arab ethnicity infected with

HBV.

Methods: Nine SNPs of TLR2 gene (rs5743704, rs121917864,

rs5743705, rs5743706, rs55693043, rs61735278, rs5743708,

rs1804965 and chr4_posit.154626032) and two SNPs of TLR4

(rs4986791 and rs4986790 of TLR4) were analyzed in 600 healthy

controls and 764 chronic HBV patients (n = 635 for TLR4). The HBV

patients were further categorized into inactive carriers (n = 477),

active carriers (n = 204), cirrhosis (n = 60) and HCC (n = 23) sub-

groups. Genetic variants in TLR2 and TLR4 were determined by

polymerase chain reaction (PCR)-based DNA direct sequencing and

TaqMan assay, respectively.

Results: The allele frequencies of three TLR2 SNPs, rs5743704 (A

allele, P \ 0.0001, OR, 2.3; 95 % CI:1.6-3.2), rs121917864 (T allele,

P \ 0.0001, OR, 2.2; 95 % CI:1.5-3.1), and rs55693043 (T allele,

P = 0.0001, OR, 29.8; 95 % CI:1.8-495.7), were higher in HBV

patients vs. control group. Among the subgroups, risk allele

rs55693043 occurred more frequent in the HBV inactive group

(T allele, P = 0.04; OR, 2.7; 95 % CI:1.0-6.9). In TLR4 SNP analysis,

the risk allele ‘T’ of rs4986791 (P \ 0.0001, OR, 0.41; 95 % CI:

0.3-0.56) and ‘G’ of rs4986790 (P \ 0.0001 OR, 0.45; 95 % CI:

0.33-0.61) [RC1] revealed a protective effect against HBV infection.

Conclusion: The present data suggests a positive association between

the presence TLR2 polymorphisms and occurrence of HBV infection

while a negative association was observed between TLR 4 poly-

morphism and occurrence of HBV infection.
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specific primers on S gene and direct sequencing on polymerase
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Background: The hepatitis B virus (HBV) genotypes have a diverse

geographical distribution. Eight distinct genotypes (A to H) of HBV

have been identified. Their occurrence showed distinct preferences

based on patients’ ethnic origins and/or geographic regions in the

world. We compared the HBV genotypes determination using nested-

PCR type-specific primer on target region S and direct sequence

analysis on target reverse transcriptase (RT) DNA polimerase of

HBV in Jakarta, Indonesia.

Methods: Forty-three HBsAg-positive sera were extracted with high

pure viral nucleic acid kit� (Roche). Deoxyribonucleic acid (DNA)
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fragments of the virus were amplified with nested-PCR type-specific

primer on region S and specifically-designed primer to the target of

RT polymerase DNA. Sequencing reaction of the DNA was done by

Applied Biosystem-similar reaction with 3130/3130XL genetic ana-

lyzer�. Sequencing results were analyzed with Clustal X2 software

for nucleotide sequence alignment and Bioedit 7.0.5.3 to see the

homolog of DNA polymerase’s fragments nucleotide sequences in

GenBank with Blast program. Genotypes were identified by Stanford

program.

Result: From all of the samples, 30 (69.8 %) of them and 13 (13.2 %)

were identified as genotype B and C with specific primer. While using

Stanford program, sequence analysis of target RT DNA polymerase

showed that 21 (48.8 %) samples were identified as genotype B, 7

(16.3 %) were identified as genotype C, and 15 (34.9 %) were not

detected. There were no other HBV genotypes seen in this study.

Conclusion: The most common HBV genotypes in Jakarta are B and

C. It is shown that genotype determination by using type-specific

primers on S gene had better result compared to direct sequencing on

polymerase gene.
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Backgrounds & Aims: Recently, the use of the HBV surface antigen

(HBsAg) titer as a diagnostic or prognostic tool in patients with

chronic hepatitis B virus (HBV) infection has been highlighted.

However, it is not certain whether mutations in the pre-S region

influence the amount of circulating HBsAg. Here, we evaluated

whether two naturally occurring pre-S mutations frequently observed

in Korea had any effect on the amount of circulating HBsAg.

Methods: Pre-S1 (deletion of amino acids 1–8) and pre-S2 (deletion

of amino acids 3–25) mutations were constructed and the amount of

HBV surface protein was analyzed in the supernatant and cell lysate

72 h post-transfection into Huh-7 cells, using an electrochemilumi-

nescence immunoassay analyzer.

Results: The extracellular expression of HBsAg increased 3-fold rel-

ative to the wild type in the pre-S1 mutant, whereas it decreased slightly

(0.9-fold relative to the wild type) in the pre-S2 mutant (p [ 0.05).

Conversely, the intracellular HBsAg level was decreased in the pre-S1

mutant (0.58-fold relative to the wild type) and increased in the pre-S2

mutant (1.52-fold relative to the wild type). Immunofluorescence

staining showed the decreased accumulation of HBsAg in the pre-S1

mutant and increased levels in the pre-S2 mutant. We co-transfected

plasmids with the pre-S1 or pre-S2 mutant and the wild-type (pre-S1 or

pre-S2 mutant:wild type = 0:10, 1:9. 3:7, 5:5, 7:3, 9:1, or 10:0) to

mimic a quasi-species milieu. As the ratio of pre-S1 or pre-S2 mutant to

wild type increased from 0:10 to 10:0, the extracellular HBsAg level

increased in the pre-S1 co-transfection models, while it decreased in the

pre-S2 co-transfection models.

Conclusion: These Pre-S deletion mutants have two different phe-

notypes in terms of surface protein secretion. Therefore, the use of the

HBsAg titer as a diagnostic or prognostic tool has to consider the

frequent emergence of pre-S gene mutations in chronic HBV

infection.
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Background and aims: Hepatitis C virus (HCV) infection has been

shown to be associated with lower serum lipid (cholesterol and tri-

glyceride) levels and with lower platelet count. This study is aimed to

elucidate the association between HCV co-infection and serum cho-

lesterol, triglyceride levels and platelet count in patients with chronic

hepatitis B virus (HBV) infection.

Methods: A large-scale community based study was conducted in

southern Taiwan. Metabolic profile including serum cholesterol, tri-

glyceride, alanine aminotransferase (ALT), aspartate aminotransferase

(AST), platelet and hepatitis markers were examined. A total of 10,620

residents, 1,536 (14.5 %) with positive hepatitis B surface antigen

(HBsAg) and 9,084 (85.5 %) subjects negative for HBsAg, were

enrolled in this study.

Results: In comparison to 9,084 HBsAg negative subjects, 1,536

HBsAg positive ones had younger age, higher frequency of male,

higher ALT and AST values, lower serum cholesterol and triglyceride

levels, and lower platelet count. In 1,536 HBV carriers, 84 (5.5 %)

individuals with positive antibody to HCV (anti-HCV) had significant

lower level of serum cholesterol and lower platelet count but similar

triglyceride level than those without anti-HCV. By multivariate

logistic analyses, in 10,620 subjects, the independent factors signifi-

cantly associated with low serum cholesterol levels were male gender,

lower body mass index (BMI), lower serum triglyceride level and

positive for HBsAg and anti-HCV. In 1,536 HBV carriers, the inde-

pendent factors significantly associated with lower cholesterol levels

were male gender, lower BMI, lower triglyceride level and positive

anti-HCV; for the lower platelet count were older age, male gender

and positive anti-HCV.

Conclusions: Based on the results of this large-scale study, chronic

HBV infection appears to be associated with lower serum cholesterol,

triglyceride levels and low platelet count. Moreover, HCV co-infec-

tion tends to further decrease serum levels of cholesterol and the

platelet count.
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Objective: To investigate the serum levels and its correlation

between the MIF and RANTES.

Methods: Forty-four CHB patients (hepatitis B group) and 30 healthy

controls (control group) were enrolled in this study. The venous blood

was collected and MIF and RANTES levels were detected by

enzyme-linked immunosorbent assay (ELISA). Correlations between

MIF and RANTES were analyed in observed groups. Comparison

between groups was done using t test, The correlation between MIF

level and RANTES was analyzed by rectilinear correlation.

Results: The levels of serum MIF in CHB groups was significantly

higher than those in control group (t = 2.010 P \ 0.05); The levels of

serum RANTES in CHB groups was also significantly higher than

those in control group (t = 2.016 P \ 0.05). There is no correlation

between MIF level and RANTES level (r = 0.212, P [ 0.05).

Conclusions: The levels of serum MIF and RANTES were signifi-

cantly increased both in patients with CHB, but there is no

correlation. The participation pathogenesis way of CHB was different.
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Implications of dual infection: occult hepatitis B in chronic
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Hepatitis B and C share similar risk factor and modes of trans-

mission. Sometimes, co infection could be occult HBV infection

which can have a bearing on the course of the disease and

response to therapy. This is the first study of its kind from Central

India reporting dual infection with occult hepatitis B in Chronic

Hepatitis C patients

100 patients referred by Department of Surgical Gastroenterology,

Bhopal Memorial Hospital and Research Centre who were anti HCV

positive by ELISA, were tested for HCV RNA using FRET probes and

QIAGEN’s real time PCR cycler, Rotor—Gene Q (Rotor—Gene TM

6000). The lower limit of detection for this assay is 250 copies/ml. these

patients were screened for hepatitis B surface antigen (HbsAg), anti-

body to hepatitis B surface antigen (anti-Hbs IgM), and HbcAb using

IVD approved kits from Diagnostic Automation Inc. USA and Beijing

Wantai Biological Pharmacy Enterprise, respectively Serological HBV

screening was followed by HBV DNA q PCR using Roche Light Cycler

2.0 with minimum detection limit of 10 copies/ml.

Of the 100 patients screened, 30 patients were found to be positive

for HCV RNA. Among these, 8 patients with chronic HCV infection

(viral load ranging from 105 and 107) showed seronegativity for all

the three Hepatitis B markers but were HBV DNA seropositive with

viral load ranging 102 to 104.

Our data indicates that HCV infection is creating an immuno-

compromised status while occult HBV infection may be influencing

the therapeutic effects of standard PEG-IFN plus RBV in dual HBV-

HCV infected patients. A comprehensive screening of chronic hepa-

titis C patients for overt/occult HBV should be done as this co-

infection may have therapeutic and follow up implications.
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Background: Polymorphisms in microRNA may be associated with

tumorigenesis or immune control of infection. We evaluated whether

the mircoRNA-604 (miR-604) polymorphism can influence the sus-

ceptibility to persistence of HBV infection, and the progression to

HCC in chronic HBV infected patients.

Methods: A total of 1439 individuals, having either past or present

evidence of HBV infection, were enrolled in Ajou University hospital

and Seoul National University Hospital. Subjects were divided into 4

groups; (1) spontaneously recovery from HBV infection (n = 404),

(2) chronic HBV carrier without cirrhosis (n = 313), (3) chronic

HBV carrier with cirrhosis (n = 305), and (4) hepatocellular carci-

noma (n = 417). We genotyped the precursor miR-604 genome

region polymorphism (rs2368392), using the TaqMan� assay.

Results: The CC genotype of miR-604 rs2368392 has prevailed

(46.4 %), and T allele frequency was 0.326 in all the subjects. The

chronicity of HBV infection was higher in those subjects with miR-604

T allele, compared with subjects with C allele (OR, 1.19; CI, 1.00–1.42;

P = 0.05 in a co-ominant model, and OR, 1.26; CI, 1.00–1.60;

P = 0.05 in a dominant model), which implied that the patients with

miR-604 T allele may have a higher risk for HBV persistence. In con-

trast, there was a higher rate of the miR-604 T allele in the chronic

carrier without HCC, compared to those of the HCC patients. MiR-604

T allele (OR, 0.80; CI, 0.65–0.98; P = 0.03 in a co-dominant model,

and OR, 0.58; CI, 0.38–0.91; P = 0.02 in a recessive model) showed a

protective effect for the HCC development. There was no significant

association between miR-604 polymorphism and the risk of cirrhosis

development, in chronic HBV carrier.

Conclusion: The T allele at miR-604 rs2368392 may be a risk factor

for HBV persistence, after infection, but may be a protective factor

for HCC development in chronic HBV infection.
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Background/aims: Hepatitis B is an infectious disease of the liver

caused by the hepatitis B virus (HBV). About a third of the world

population has been infected at one point in their lives, including 350

million who are chronic carriers.

The overall HBsAg prevalence rates declined from 1.79 % (1789/100

000 donations) in 1998 to 0.41 % (409/100 000 donations) in 2007 in
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Iran. The HBV infection has decreased over this period as a result of

improvement in blood donor selection, and universal vaccination of

newborn since 1993.

In the Province of Golestan which has second prevalence of

HbsAg (6.3 %), between donor in Iran, we conducted a survey for

identifying of predisposing factors of HBV infection in the north

districts of Iran in 2011.

Methods: This case–control study comprises of 200 individuals as

case who referred to the Central Blood Bank of the Province to donate

blood and then, it was found that they are HBsAg carriers. 402 donors

who were HbsAg negative selected as control. A questionnaire

included demographic, and HBV risk factors variables such as house

causal contacts, sexual partnering, travel to abroad, surgery, leeching,

tattoo, phlebotomy completed by the respondents. After collection of

data, they were analyzed by SPSS18.

Results: Between 200 HbsAg positive donors 176 (88 %) persons

were male and 24 (12 %) were female. The most prevalent carriers

were in the age groups of 20-30 year (37.5 %). There was a signifi-

cant relations between chronic HBV and variables such as: House

causal contacts, sexual partnering, travel to abroad, surgery, leeching,

tattoo, phlebotomy (p \ 0.0001).

Conclusion: Re-education of medical stuff, vaccination of high-risk

people, informing of community about the serious consequences of

the tattoo and leeching for declining of HBV infection prevalence is

recommended.
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Background and aim: Hepatitis B and C are among the threatening

conditions for health care providers. These types of hepatitis are

commonly transmitted by blood or its products in health and medical

staff. Since the last three decades, these diseases are now known as

occupational diseases. In order to obtain the knowledge, attitude, and

performance of health staff in the city of Karaj (a metropolitan city in

the West of Tehran) about preventing of any further spread of hep-

atitis B and C, a cross sectional study was conducted from April to

July of 2011.

Methods: Sampling done by census of staff who were expertise as

health workers including health care providers in urban health centers,

nurses and nurse-aids, technicians of the laboratory, family health and

dental health providers which have been 651 persons. A self-adminis-

tered questionnaire including seven questions measuring demographic

characteristics, 20 selective questions asking about knowledge and 16

questions of attitude was ordered by Likert scale been completed. Two

questions were about the incidental puncturing of the contaminated

needles or sharp objects in the body, and a text box prepared at the

bottom of page for the respondents comments for presentation of any

revising suggestion.

Results: Overall, studied population had good knowledge, excellent

attitude, and moderate performance (53.5, 89.4 and 62.2 %) respec-

tively. There was linear and straight correlation between three KAP

domains. Young staff had more knowledge than the aged ones.

Favorite KAP observed in the age group of 31-40 years. Knowledge

of women was a little bit less than the men. 210 people (32.3 %) had

needle stick puncture along the past year.

Conclusion: 220 persons had renovating comments about the opti-

mization of the field immunity and health promotion. Some of the

suggestions were very primitive and marvelous, so the compiling of a

curriculum for reeducation of personnel may be necessitated.
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Background: Despite the availability and sensitivity of screening

assay for detection of hepatitis B virus surface antigen (HBsAg) for

examination of healthy people seeking pre-employment routine viral

tests, though good HBV screening usually rely on (anti-HBc) and

HBV-DNA. For the detection of the disease in period window, in the

most cases it’s the only indicator for the risk, and in the cases of low

(HBsAg) which cannot be detected especially in chronic cases and

this has been proved more by PCR, studies found that between

0–20 % of the healthy people have HBsAg negative and anti-HBc

positive, have HBV-DNA and they are chronic carriers.

Objective: The aim of the study to detect the extent and the avail-

ability of secondary occult of HBV of the healthy workers in Tripoli

for their importance in the diagnosis blood transfer and hepatitis

disease.

Materials and methods: 400 samples of plasma or serum has been

taken from 400 healthy people and some of them were under surgery

at Sirte hospital for examination between 1-9-2009 till 30-4-2010.

And anti-HBc has been measured, the positive sample were treated as

HBs. After that tested by PCR for DNA screening.

Results: The prevalence of anti-HBc in this group was 67 samples

(16.8 %) HBV-DNA was detected in 3 of 67 anti-HBc positive

samples (4.5 %).

Conclusion: Anti-HBc antibody and PCR should be tested routinely

on healthy people seeking pre-employment tests. and HBV-DNA by

PCR would be beneficial to detect occult HBV infection in those

people.
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Background/aims: In the medical practice, infection transmission

may occur from patient to medical personnel and vice versa. Having

contact with blood pathogens is an important risk for health care

providers. Centers for Disease Control (CDC) formulated universal

precautions to prevent transmission of blood borne infections. How-

ever, universal precautions compliance has been estimated low in

health care providers, particularly frontline personnel such as nurses
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and physicians. The purpose of current study was to enhance pre-

ventive behaviors among health care providers using educational

intervention based on health belief model.

Methods: In a semi experimental study 85 personnel of emergency

ward of three general hospitals participated in four educational ses-

sions based and tailored on health belief model. Compliance

assessment checklist was completed before, immediately, and six

months after educational sessions.

Results: 58 % of study population were women and mostly between

30–45 years. In general, universal precautions compliance was lower

in men comparing to women in different domains such as hand

washing, wearing of gloves, safety injection and mask wearing. The

study findings showed significant differences before, immediately and

six months after educational intervention regarding health belief

model in both male and female participants.

Discussion: Implementation of guidelines and procedures in med-

ical practice are much more important than their designing. The

study results indicate even the best developed guideline and

practical procedures may not work while target personnel have not

been warranted about indications and or do not believe in it.

Educational interventions using health belief constructs could be an

effective initiative to promote and maintain preventive behaviors

against Hepatitis B and C.
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Background & aims: Hepatitis B virus (HBV) and hepatitis C virus

(HCV) infections seem to have an association with some metabolic

profiles. This study aims to evaluate the association between HBV or

HCV infections and serum uric acid level.

Methods: We have conducted a community based study by enrolling

6,287 subjects from an endemic area for HBV and HCV infections in

the Kaohsiung area of Taiwan. Overall, 806 (12.8 %), 337 (5.4 %), 36

(0.6 %) and 5108 (81.2 %) subjects were sero-positive for hepatitis B

surface antigen (HBsAg), antibody to HCV (anti-HCV), both anti-

HCV and HBsAg, and negative for both anti-HCV and HBsAg,

respectively.

Results: A comparison of serum uric acid level between subjects

positive for HBsAg and negative for both HBsAg and anti-HCV

revealed that patients with HBV infection had significantly lower

mean value (6.2 ± 1.7 mg/dL vs. 6.1 ± 1.6 mg/dL, p = 0.017) and

lower proportion of elevated uric acid, defined as [7 mg/dL in males

and [6 mg/dL in females (38.8 % vs. 34.2 %, p = 0.011). By mul-

tivariate logistic analyses, the independent factors significantly

associated with elevated uric acid level were older age (OR = 1.015;

95 % CI: 1.008–1.023; p \ 0.001), male gender (OR = 1.610; 95 %

CI: 1.442–1.796; p \ 0.001), higher body mass index (BMI)

(OR = 1.115; 95 % CI: 1.097–1.134; p \ 0.001), higher aspartate

aminotransferase (AST) (OR = 1.008; 95 % CI: 1.005–1.012;

p \ 0.001), elevated serum cholesterol (OR = 1.282; 95 % CI:

1.143–1.438; p \ 0.001) and triglyceride levels (OR = 1.801; 95 %

CI: 1.602–2.024; p \ 0.001), hypertension (OR = 1.283; 95 % CI:

1.144–1.439; p \ 0.001) and positive HBsAg (OR = 0.836; 95 % CI:

0.711–0.983; p = 0.030). HCV infection was not associated with

serum uric acid levels.

Conclusions: The results of our community based study implicate

that in addition to demographic and metabolic profiles, serum uric

acid level might be affected by HBV infection.
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Aims: Chronic infection of hepatitis B virus (HBV) is associated with

impairment of T and NK cell immunity. This study aimed at assessing

the impact of treatment with Telbivudine (LDT) on T and NK cell

immunity in patients with chronic hepatitis B (CHB).

Methods: A total of 54 CHB patients and 20 healthy controls (HC)

were recruited. Individual patients were treated orally with 600 mg

LDT daily for 13 months. The levels of serum HBV DNA loads,

HBV-related biomarkers, ALT and AST, and the frequency of dif-

ferent subsets of peripheral T and NK cells in subjects were measured

before and longitudinally after LDT treatment.

Results: Following treatment with LDT, the levels of serum HBV DNA

loads, and the percentages of HBsAg or HBeAg seropositive cases were

gradually reduced, accompanied by decreased levels of serum ALT and

AST. In comparison with that in the HC, a lower frequency of CD3-

CD56+ and CD244+ NK cells, CD3+CD8+ T cells, and cytokine-

secreting CD4+ T cells, but higher frequency of CD3+CD4+ T cells,

CD4+CD25+Foxp3+, CD4+CD25CD127low, and CD8+PD-1+ T cells

were detected in CHB patients. Treatment with LDT increased the

frequency of NK, CD8+ and cytokine-secreting CD4+ T cells, but

reduced the frequency of CD4+CD25+Foxp3+, CD4+CD25+

CD127low, CD8+PD-1+ T cells in CHB patients. The frequency of

cytokine-secreting CD4 + T cells was negatively associated with the

levels of serum HBV DNA loads, ALT and AST.

Conclusions: Our data indicate that treatment with LDT inhibits

HBV replication, modulates T and NK cell immunity and improves

the liver function in Chinese patients with CHB.
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Background: Programmed cell death-1 (PD-1) plays a critical role in

regulating T cell function during hepatitis B virus (HBV) infection.

The present study aims to investigate the relationships between the

polymorphism of the PD-1 gene (G7146A and T7209C) and the

spontaneous clearance of HBsAg after a HBV infection.
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Methods: We used polymerase chain reaction-restriction fragment

length polymorphism (PCR–RFLP) assay to determine the genotype

frequency of two single nucleotide polymorphisms (SNPs) of PD-1

(G7146A and T7209C) in 220 chronic HBV infected patients and 160

control subjects who recovered from HBV infection spontaneously.

Results: No statistically significant differences were found in the

allele or genotype distributions of the PD-1 G7146A and T7209C

polymorphisms among chronic HBV infected patients and control

subjects who recovered from HBV infection spontaneously

(P [ 0.05). Also, there were no statistically significant differences in

ALT, AST, GGT, bilirubin, albumin, glucose, urea, creatinine, white

blood cell, hemoglobin, hematocrit, and ferritin between chronic

HBV infected patients and control subjects (P [ 0.05). However,

prothrombin time (PT), international normalized ratio (INR), plate-

lets, total cholesterol, triglyceride, LDL and HDL levels were

significantly different among chronic HBV infected patients and

control subjects (P = 0.001).

Conclusions: Our results demonstrate that the PD-1 G7146A and

T7209C polymorphisms have no major role in genetic susceptibility

to spontaneous clearance of HBsAg after a HBV infection, at least in

the Turkish population. Independent studies are needed to validate our

findings in a larger series, as well as in patients of different ethnic

origins. In addition, PTZ, INR, platelets, and lipid parameters in

patients with chronic hepatitis may be associated impairment of liver

synthesis function.
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Background and aim: Evidence is accumulating that several markers

in the human leukocyte antigen (HLA) region have been associated

with decreased or increased antibody response to hepatitis B vaccine

in different individuals. we adopted meta-analytic to generate a

summary estimate of the effect of different HLA on hepatitis B

vaccine response.

Methods: A systematic review of cohort studies in health people was

performed. We searched databases for relevant studies that were

published in English or Chinese up to February 17, 2012. Odds ratios

(ORs) with corresponding 95 % confidence intervals (CIs) of HLA

alleles response to hepatitis B vaccine were pooled by using of a

fixed-effects or random-effects model depending on absence or

presence of significant heterogeneity. All statistical tests were two-

sided.

Results: Fifteen studies were included in this meta-analysis after

scanning 774 potentially relevant articles. A total of 2308 subjects were

included. For DRB1 alleles, pooled ORs showed that DRB1*01,

DRB1*1301 and DRB1*15 were associated with a significant increase

antibody response to hepatitis B vaccine, their pooled ORs were 2.73,

5.94 and 2.29 respectively. While DRB1*03 (DRB1*0301), DRB1*04,

DRB1*07 and DRB1*1302 were opposite, their pooled ORs were

0.55(0.42), 0.57, 0.24 and 0.25 respectively. And for DQB1 alleles,

pooled ORs showed that DQB1*05 (DQB1*0501), DQB1*06 and

DQB1*0602 were associated with a significant increase antibody

response to hepatitis B vaccine. Their combined ORs were 1.85, 2.35,

2.34 and 3.32 respectively. While DQB1*02 (pooled OR = 0.27) was

adverse. Sensitivity and specificity analysis of HLA alleles showed that

DRB1*1301 and DQB1*0602 had high specificity (94.2 % and 90.1 %)

but low sensitivity (25.1 and 26.3 %).

Conclusions: Our results showed that specific HLA class II alleles

(DRB1 and DQB1) were associated with antibody response to hep-

atitis B vaccine. But single allele alone had low sensitivity in

predicting the antibody response.

Acknowledgement: China National Grant 2012ZX10002001.
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Beta-2 microglobulin (B2MG) is the light chain of HLA Class I

antigen. B2MG level in sera of hepatitis B patients increases in

comparison to healthy people. The presentation of the viral antigen of

HBV on the hepatocyte in the presence of Class I HLA antigen plays

a major role in the elimination of the virus.

B2MG, HBsAg (by ELISA), and HBV DNA (by PCR) were

evaluated in 49 patients with hepatitis B. B2MG was tested in serum

of 35 subjects as control group.

Our results showed HbsAg was positive in all patients while 29 of

patients were HBV-DNA-PCR positive and 20 of 49 patients were

HBV-DNA-PCR negative.

B2MG in control group was normal, Mean = 1.85 mg/ml, but in

34.7 % of patients was above normal limit, Mean = 3.3 mg/ml

(p \ 0.05).

B2MG in HBV-DNA-PCR positive patients, Mean = 4.7 mg/ml,

was significantly higher than HBV DNA PCR negative patients,

Mean = 2.15 mg/ml (p \ 0.05).

It seems S B2MG is a good marker for HBV replication and its

absence may exclude HBV replication. The role of B2MG in moni-

toring response to therapy needs to be further evaluated.
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Background/aims: Hepatic cytochrome P450 2E1 (CYP2E1) which

contributes to oxidative stress has been linked to the pathogenesis of

alcoholic steatohepatitis (ASH), hepatic steatosis and nonalcoholic

steatohepatitis (NASH). In this study, we investigated whether

CYP2E1 was involved in the pathogenesis of hepatitis B infection.

Methods: Liver tissue samples were collected from seven patients

with hepatitis B disease, one patient with ASH and three patients

without hepatitis B disease and ASH. The expression of CYP2E1

mRNA and protein were detected by semi-quantitative PCR and

Western blotting. The normal hepatic cells (L-O2) were infected
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using pooled HBV DNA-positive serum from Hepatitis B patients.

CYP2E1 mRNA and protein were detected by RT-PCR and Western

blotting. The ROS produced in L-O2 cells were detected by mea-

suring the oxidative conversion of 2,70-dichlorofluorescin diacetate

(DCFH-DA) to the fluorescent compound dichlorofluorescin (DCF).

Results: Compared with the patients without hepatitis B infection,

CYP2E1 expression significantly increased in the liver tissue of the

patients with ASH, hepatitis B disease. These data suggested that

CYP2E1 was possibly involved in the pathogenesis of hepatitis B

diseases. We then investigated whether HBV infection could induce

CYP2E1 expression. Compared with L-O2 cells treated with pooled

HBV DNA-negative serum, CYP2E1 expression significantly

increased in L-O2 cells infected using pooled HBV DNA-positive

serum from Hepatitis B patients. In addition, more ROS were pro-

duced by L-O2 cells infected using pooled HBV DNA-positive serum

from Hepatitis B patients.

Conclusions: These results suggested that HBV infection induces the

expression of CYP2E1 and CYP2E1-derived ROS may be involved in

the pathogenesis of HBV diseases.
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Background/aims: To evaluate the effects of different immunization

strategies for preventing perinatal transmission of hepatitis B virus (HBV).

Methods: Newborns of HBsAg-positive mothers were randomly

assigned into three groups. Each group received 10 lg Hansenula or

Saccharomyces cerecisciae yeast-derived recombinant hepatitis B

vaccine (10 lg Ha or 10 lg Sa) at 0, 1 and 6 months. Group I

received 10 lg Ha only; group II received 10 lg Ha plus hepatitis B

immune globulin (HBIG) at birth; group III received 10 lg Sa plus

HBIG at birth. Sera obtained from infants at age of 7 months were

tested for HBV markers.

Results: Total 1366 infants were followed up at 7-month-old and the

HBsAg-positive rates of infants among group I–III were 5.3 % (11/207),

2.7 % (10/372), and 1.5 % (12/787) respectively. Of the 33 mothers

whose infants became HBsAg-positive, 32 (97.0 %) were HBeAg-

positive with HBV DNA C 7.0 log IU/mL while only one from group III

were HBeAg-negative and HBV DNA \ 7.0 log IU/mL. The HBsAg-

positive rate of the infants born to mothers with HBV DNA C 7.0 log

IU/mL (8.2 %, 32/391) was significantly higher than that of those with

maternal HBV DNA \ 7.0 log IU/mL (0.1 %, 1/975) (p \ 0.0001). The

geometric mean concentration (GMC) of anti-HBs among group I–III

were 2817.8 mIU/mL, 2133.4 mIU/mL, and 1151.8 mIU/mL respec-

tively. The anti-HBs GMC of group II has no statistical difference with

that of group I but was significantly higher than group III (p \ 0.0001).

Conclusions: Vaccine failure was more likely to occur in infants of

mothers with HBeAg-positive and high viral load. 10 lg Ha produced

much higher GMC of anti-HBs than that of 10 lg Sa. 10 lg hepatitis

B vaccine only may be good enough to block perinatal transmission

for infants of mothers with HBV DNA levels of \7.0 log IU/mL.

Acknowledgement: China National Grant 2008ZX10002-001 and

2012ZX10002001.
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Background/aims: Cytokine is an important factor affecting the prog-

nosis of hepatitis B virus (HBV) infection. About 60–80 % of chronic

HBV carriers are characterized with normal alanine transaminase.

Simultaneous detection of multiple cytokines undoubtedly provides a

powerful tool. We aimed to explore the difference of cytokines in HBV

infection patients with normal alanine transaminase by a protein array.

Methods: Four groups (immune tolerance, inactive HBsAg carrier,

resolved hepatitis B, and controls; 10 subjects per group) were

included in this study. A total of 30 cytokines, included interferon c,

interleukin 1b (IL-1b), IL-2, IL-4, IL-6, IL-7, IL-9, IL-10, IL-12p40,

IL-12p70, IL-15, IL-17A, IL-17C, IL-21, IL-22, IL-23p19, IL-28A,

IL-29, CC-chemokine ligand 5 (CCL5), CCL16, CCL20, CCL22,

CXC-chemokine ligand 9 (CXCL 9), CXCL10, CXCL11, TNFRSF

(member 8 and 18), IL-6 receptor, IL-6 signal transducer, and

transforming growth factor b1, were measured in the stored serum

using the RayBio� Human Cytokine Antibody Array G Series. The

signal intensities obtained from laser scanner. Protein–Protein inter-

actions were analyzed by STRING.

Results: Significant differences of signal intensities were observed in

c-chain cytokine (IL-2, IL-4, IL-7, IL-9, IL-15, and IL-21), innate

immune response cytokine (IL-6, IL-28A, and IL-29), and IL-12

family cytokine (IL-12p40, IL-12p70, and IL-23p19) among four

groups. The lowest expression was observed in control. Among three

HBV infection groups, significant differences were observed in IL-2,

IL-4, IL-12p70, IL-15, IL-21, IL-23p19, and IL-29. The highest

intensity was seen in inactive group. All significant different cyto-

kines were involved in JAK-STAT signaling pathway, which act as

up-regulating Foxp3, SOCS3, and Mx1.

Conclusions: The difference of cytokines in JAK-STAT pathway is

an important factor associated with the prognosis of HBV infection.

The elevation of cC cytokines, IL-12p70, IL-23p19, and IL-29 may

be a crucial immune factor to promote spontaneous HBeAg sero-

conversion and HBV clearance.
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Liver regeneration after the loss of hepatic tissue is a fundamental

parameter of liver response to injury. Liver regeneration after partial
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hepatectomy (PHx) in rodents has become a useful paradigm of

studying regenerative organ growth. This study was designed to

investigate the responses of physiological and biochemical variables

in male rats subjected to 40 % partial hepatectomy and treated

orally with vitamin A palmitate (all-trans retinol palmitic acid ester)

in time series during 1, 2, 4, 8, 14 and 20 post-operative days. Rats

were divided into three groups. Group (1) rats were subjected to

partial hepatectomy (PHx) only. Group (2) rats were subjected to

partial hepatectomy and treated orally with retinyl palmitate (all-

trans retinol palmitic acid ester) dissolved in corn oil via a metallic

gastric tube (gavage). Group (3) rats were used as control without

partial hepatectomy or treatment. There was a significant decrease in

plasma total protein, albumin and globulin. Also data showed a

significant increase in plasma total protein, albumin and globulin by

the effect of vitamin A treatment. A significant increase in bilirubin

level after partial hepatectomy but there was no effect for vitamin A

treatment on bilirubin levels. Glucose, urea and creatinine were

affected neither by partial hepatectomy nor by vitamin A treatment.

Data showed a significant increase in plasma alanine transaminase,

aspartate transaminase, alkaline and acid phosphatase after partial

hepatectomy. This increase in transaminases was met by a signifi-

cant decrease in transaminases in liver. Liver glutathione,

glutathione S-transferase, glutathione peroxidase, catalase and

superoxide dismutase significantly decreased after partial hepatec-

tomy. Levels of these parameters significantly increased by vitamin

A treatment. Levels of these parameters returned to the control

levels by day 14.
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Background: Hepatitis B diagnosis is mainly established by serological

detection of hepatitis B surface antigen (HBsAg). In some cases, HBsAg

is serologically negative but accompanied by molecular detection of

hepatitis B virus (HBV), known as occult hepatitis B (OHB). Occa-

sionally, we could find seronegative OHB, with no detectable HBV

marker except for HBV-DNA. This study observed the occurrence of

seronegative OHB in Ternate, a region where hepatitis B is endemic.

Molecular characterization of seronegative OHB might give us a glimpse

of the means utilized by HBV to escape host patrol system.

Methods: A total of 389 population samples were serologically screened

for negative HBsAg, anti-HBc, and anti-HBs in conjunction with posi-

tive HBV-DNA detection by polymerase chain reaction. Seronegative

OHB isolates underwent cloning and sequencing to check for the pres-

ence of amino acid variation in the ‘a determinant’ of HBsAg.

Results: A total of 9 (2.31 %) samples were seronegative OHB.

Single and multiple amino acid variations were detected in 7

(77.78 %) isolates by direct sequencing. Cloning and sequencing

revealed the presence of quasispecies populations, mostly with

dominant clones representing the variants detected by direct

sequencing. The most common variant was Q129R, followed by

F134 V. Well-known G145R variation was detected in one isolate.

Conclusion: High incidence of seronegative OHB was observed in

Ternate. The insensitivity of serological assays to detect OHB can be

compensated by the more sensitive molecular detection. Detection of

variant HBsAg in these occult HBV isolates indicates the possible

HBV molecular mechanism to escape host immunity. Presence of

quasispecies populations suggests the importance of genetic pool

from which successful escape mutant might emerge, implying the

significance of selective pressure from the host immune system. A

study on the host factor is in progress, to investigate the role of host

ethnicity and genetic background in the evolution of HBV.
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Background/aims: To analyze the characterization of naturally

occurring antiviral resistance mutations in hepatitis B virus (HBV)

reverse transcriptase (RT) sequences among treatment-naı̈ve Chinese

women.

Methods: The RT sequences of 334 HBV isolates from treatment-

naı̈ve pregnant women with chronic HBV infection were amplified

and sequenced. Mutation analysis was performed with HBV RT

variant database and further confirmed by comparing these sequences

with consensus sequence generated from genotype-matched Genbank

sequences.

Results: Amino acid (AA) substitutions of HBV RT region were

observed in 92.5 % (309/334) isolates, and several AA substitution

hotpoints were found to be closely associated with HBV genotype B

or C. Mutation at rtS256C was detected in 40.3 % (91/226) of HBV

genotype C isolates. Only 8.4 % (28/334) isolates harbored the nu-

cleos(t)ide analogues resistance (NAr) mutations which were mainly

related with lamivudine (LMV), and the primary drug mutation

rtA181T/V were only detected in 3 isolates with HBeAg negative.

Moreover, NAr mutations more often detected among pregnant

women with HBV DNA level \ 7 log10 IU/mL (21/182, 11.5 % vs.

7/152, 4.6 %, P = 0.023) or those older than 35 years (11/58, 19.0 %

vs. 17/276, 6.2 %, P = 0.003). Especially the NAr mutation rate

among the women had lower HBV DNA level (\7 log10 IU/mL) and

older age ([35 years) was significantly higher than that of the others

(11/46, 23.9 % vs 17/288, 5.9 %, P = 0.000).

Conclusions: The NAr mutations were often occurred in the treat-

ment-naı̈ve women with lower HBV DNA level (\7 log10 IU/mL)

and older age ([35 years), it is necessary to detect the NAr mutations

for these women before implementing antiviral treatment for them.
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Hepatitis B virus, due to its substantial morbidity and mortality in

human populations, is of great interest to medical researchers. To

develop new therapeutic strategies, it is critical to understand the

basic biological mechanism of virus and host response to infection.

Biosynthesis of viral polypeptide, which requires the host machinery

to favor translation of viral mRNAs, is therefore one important aspect.

However, details of the virus-induced changes of the cellular prote-

ome as a consequence of altered cellular translation are still unknown,

while at the same time the HBV ‘‘translatomes’’ (specific ribosome

positions on the transcriptome) have not been fully defined.

We have developed a powerful approach called ribosome foot-

printing and Ribo-seq for systematically defining the translatome,

which is able to map the locations of individual ribosomes on the

entire set of mRNAs at nucleotide resolution with high precision.

(i) We can identify a large number of genes that modulate the HBV

infection response and put these genes into distinct classes; (ii) We

have already discovered that a large part of the ribosome complex

small subunit protein 6(RPS6) relocalized in nucleus after HBV

infection, and we will further map the ribosome protein translation

changes in response to HBV infection. This will provide us the

mechanism that how the HBV take advantage of the host translational

machinery. Taken together, the Ribo-seq approach will allow us to

examine the genome-wide translational responses and host-virus

interaction in an unprecedented precise way, which may lead to a new

era of virology study.
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Chronic hepatitis B virus (HBV) infection remains a major health

problem worldwide, with 1300 million chronic carriers and it is also

regarded as a significant public health problem in Myanmar. Geno-

typing of hepatitis B virus (HBV) is important for designing therapeutic

strategies and there is little information on the distribution of HBV

genotypes in Myanmar. This study was aimed to analyze the differential

patterns of HB virus genotypes in the country. The study includes 46

subjects from a border city (Muse) northeast Myanmar near China. The

age of subjects ranged from 12 to 50 years (mean 31.98 ± 9.8 years).

The prevalence of HBV infection was 13.18 % (46/349) in Muse city.

We carried out the nested polymerase chain reaction (PCR) to deter-

mine the HBV DNA status. The PCR products were further analyzed for

genotypes based on s gene region by use of restriction fragment length

polymorphism (RFLP) method. The most common type was genotype

C (82.6 %) followed by genotype B (13.1 %), and genotype D (4.3 %).

There was no significant difference in the distribution pattern of

genotypes among male and female genders. However, genotype B and

D were absent among Bamar ethnic population residing in that area. The

distribution pattern was compared with the previous study where the

most dominant genotype was genotype C (50 %) from Yangon city,

Myanmar. Molecular based studies on distribution of genotypes could

be used as an epidemiological tool in the determination of hepatitis B

transmission pattern in Myanmar.
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Backgrounds: Hepatocellular carcinoma (HCC) is one of the most

common malignant tumors in the world and the majority is from

chronic hepatitis B (CHB) and liver cirrhosis (LC) patients. It has

been shown that microvesicles (MVs) packaged with miRNAs are

released mainly from tumor cells. We explored the potential roles of

miRNAs from circulating MVs in the process of CHB, LC and HCC.

Methods: The presence and levels of 888 miRNAs in MVs derived

from peripheral blood of CHB, LC and HCC patients and normal

controls were performed by Agilent miRNA microarray analysis.

Results: Our study identified 272 MVs’ miRNAs aberrantly expres-

sed in CHB patients compared with the control. These miRNAs

included 123 up-regulation and 149 down-regulation. 15 MVs’

miRNAs were up-regulated and 34 were down-regulated in LC group.

34 MVs’ miRNAs increased and 38 decreased in HCC group com-

pared with control group. After cross searching, we found that 35

dysregulated MVs’ miRNAs were shared by CHB and LC, 19 MVs’

miRNAs were down-regulated and 16 were up-regulated. The miR-

NA-142-3p was down in CHB, but it was up in LC. 7 MVs’ miRNAs

were co-expressed in LC and HCC, and 5 of them were up-regulated.

There were 53 miRNAs co-expressed both in CHB and HCC-MVs.

However, 7 MVs’ miRNAs were shared by CHB, LC and HCC group,

5 of them were up-regulated in three groups. The genes targeted by

MVs’ miRNAs were involved in the pathways of cancer.

Conclusions: The expression of miRNAs in MVs derived from

peripheral blood of CHB, LC and HCC changed aberrantly. It was

possible that CHB predispose to LC and HCC, and LC patients may

be more dangerous to develop HCC than CHB. These could predict

the prognosis of CHB and LC patients and serve as surveillance

markers, also may involve the initial carcinogenesis of HCC.
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Purpose: Hepatitis B virus (HBV) is a real public health problem.

Eight genotypes have been identified. Many studies have attested that

not only HBV genotypes influence the outcome of the disease but it
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also influences the outcome of therapy with pegylated interferon, with

genotype A doing better than genotype D in Caucasians and genotype

B better than genotype C in Asians. We conducted this study to

evaluate impact of HBV genotypes in our population.

Patients and methods: It’s a monocentric, prospective and analytic

study. Inclusion criteria were: Age [ year’s old, HBs Ag positif.

Treatment indication was retained according to EASL guidelines.

Patients were included before starting treatment. Only patients with

72 weeks follow-up were considered. Patients with treatment failure and

relapsers were not excluded. Major endpoints were sustained biochem-

ical and virological response (HBV DNA \ 2000 UI/ml AT 72 weeks).

Results: On the 32 treated patients, only 20 patients achieved

72 weeks of follow up and then were included. Mean age is 42 years

old [22–59]. Fifty six percent were female. They were all Ag HBe

negative. Seven patients had genotype A and 25 had genotype D.

SVR rates were more important in genotype A patients 33 % vs. 27 %

in patients with genotype D but the difference was not statistically

significant. The comparison of viral DNA kinetics during treatment in

both genotype A and D populations showed that DNA rates were les

important in the first group but statistical analysis didn’t found sig-

nificant difference (Fig. 1).

Conclusion: The predominance of genotype D in our population

explains the reduced number of patients with genotype A. Sustained

virological response was obtained in 27 % of patients with genotype

D treated by pegylated interferon.

Topic: 8.a Basic Science

Absno: 1997

The nasal therapeutic vaccine (NASVAC): rationality
of their use on chronic hepatitis B immunotherapy

Gerardo E. Guillen
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Despite the existence of effective prophylactic vaccines, hepatitis B

virus infections remain a major public health problem. More than 300

million people are chronically infected with this virus worldwide,

they act as a reservoir for viral spread and also increases the risk of

liver diseases such as cirrhosis and hepatocellular carcinoma. Current

antiviral therapies fail to control viral replication off-therapy in most

patients.

The limitations of the current available therapies underline the

need for alternative therapies. Specific immunotherapeutic strategies

target not only the induction or stimulation of CD4(+) and CD8(+)

T cell responses, but also the induction of pro-inflammatory cyto-

kines capable of controlling viral replication. Therapeutic

vaccination has been extensively studied in Chronic hepatitis B

based in the properties of HBsAg and taking advantage of its pre-

vious use in preventive vaccination. In this sense, pioneer studies

were carried out employing HBsAg-based vaccines, including pro-

phylactic commercial vaccines and HBsAg-based formulations with

novel adjuvants. The rationality behind NASVAC, a therapeutic

vaccine candidate that includes a new antigen (HBcAg) and a novel

immunization route as well as a novel immunization schedule will

be discussed.

Topic: 8.a Basic Science

Absno: 2001

Prediction of candidate cellular microRNAs targeting hepatitis B
virus

Apichaya Khlaiphuengsin1, Kritsada Khongnomnan1, Nattanan
Panjaworayan2, Nawarat Posuwan3, Yong Poovorawan3, Sunchai
Payungporn1

1Department of Biochemistry, Faculty of Medicine, Chulalongkorn

University, Bangkok, Thailand, 2Department of Biochemistry,

Faculty of Science, Kasetsart University, Bangkok, Thailand, 3Center

of Excellence in Clinical virology, Department of Pediatrics, Faculty

of Medicine, Chulalongkorn University, Bangkok, Thailand,

Bangkok, Thailand

MicroRNAs (miRNAs) are small non-coding RNAs with approxi-

mately 22 nucleotides length which play an important role in

regulation of gene expression. Mature miRNAs involve in many

cellular processes including inhibition of infected viral replication.

In this study, we focused on computational analysis for identifica-

tion of candidate human microRNAs (miRNAs) targeting 10

genotypes

(A–J) of hepatitis B virus (HBV). Candidate human miRNAs were

predicted by two human miRNA prediction databases: miRBase and

RNAhybrid. The miRBase was used for selection of human miR-

NAs with highly identical to HBV genome whereas RNAhybrid was

performed for prediction of hybridization pattern. The candidate

human miRNAs were analyzed based on minimum free energy and

hybridization pattern between the selected mature miRNAs and viral

target genes. Each genotype of HBV was differential targeted by

different miRNAs. However, there were 15 human miRNAs

including mir-142-5p, mir-195, mir-214-3p, mir-384, mir-500b, mir-

509-1, mir-615, mir-671-3p, mir-1273d, mir-1914, mir-3664-3p,

mir-4640-5p, mir-4731-5p, mir-4999-5p and mir-5193 targeting

multiple genotypes of HBV. The results from bioinformatics anal-

ysis provided several candidate miRNAs that needed to be

confirmed by experimental analysis to ensure the effect of each

predicted miRNAs. The predicted miRNAs targeting hepatitis B

virus might be useful and have a potential for inhibition of hepatitis

B viral replication in the future.

Keywords: MicroRNAs, Hepatitis B virus, Prediction
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Background: Host immune response iniatiated by T cell response to

viral antigens is important for removal hepatitis B virus (HBV) parti-

cles. The two structural protein of HBV, hepatitis B surface antigen

(HBsAg) and core antigen (HBcAg), may preferentially elicit different

immune response. This study aimed to evaluate the HBsAg and HBcAg

variability in diverse geographical regions of Indonesia, and further

characterize the T cell (helper and cytotoxic) epitopes and correlate the

findings with HBV genotype and their geographical origins.

Materials and methods: One-hundred-and-eight HBsAg and 119

HBcAg amino sequences originated from Indonesia were aligned and

analysed for the distribution of polymorphisms within the genes using

BioEdit and Avana 0.31 softwares. Further, variability of epitope

motifs was examined in relation to HBV genotype and geographical

origin of isolates.

Results: HBcAg sequences demonstrated low entropy value indicat-

ing highly conserved gene. On the other hand, high entropy value was

observed among HBsAg sequences. Surface E44 and Core V59 epi-

tope motifs were unique because they differentiated HBV/C

subgenotypes of Papua-Pacific (C6, C11, C12, C13, C14, C15, and

C16) from those of Asian countries (C1, C2, C5, C7, C8, and C10). It

was also found that HBV/D core epitope motifs were different from

HBV/B and HBV/C.

Conclusion: HBV core protein was relatively more conserved com-

pared to the surface, specifying HBcAg as a suitable gene for the

design of peptide-based therapeutic vaccine to induce cellular

immunity against HBV infection. The distribution of several HBV

epitope variants followed the genotypes and origins of the virus, with

HBsAg E44 and HBcAg V59 epitope motifs differentiating Asian

from Papua-Pacific sequences.
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Backgrounds: Microvesicles (MVs) have been implicated in differ-

ent features and outcome of diseases, but little information is

available for chronic hepatitis B (CHB) patients. As a cell-to-cell

adhesion and communication intermediary, MVs transfer microRNAs

(miRNA) to different target cells which mediate multibiological

function. We explored the expression and function of MVs’ miRNAs

in CHB patients.

Methods: We determined the miRNAs expression profile of MVs and

analyzed their roles in CHB using Agilent miRNA microarray anal-

ysis. Simultaneously, real-time RT-PCR was exerted to demonstrate.

The putative target genes of miRNAs and their functions were pre-

dicted by Targetscan.

Results: In this test, we use rational design to detect 272 miRNA genes

revealed an aberrant fluctuation of circulating miRNAs from peripherl

blood of hepatitis B when compared with the control. These miRNA

included 123 up-regulated miRNAs and 149 down-regulated miRNAs,

which were respectively expressed more than two-fold and less than

0.5-fold in the microarray result. Retrievaling recent literature, we

found the functions and properties of these aberrant miRNAs and

potential role in CHB progression. Significantly, we have found that

MVs’ miRNA is potential oncogenes and tumor suppressors, such as

upexpression of miR-1181, miR-1237, miR-149, miR-634, miR-663

and miR-92b as well as downregulation of miR-103, miR-107, miR-

126, miR-26, miR-93. The later results revealed that MVs’ miRNAs

could target genes in CHB. These genes constituted complicated reg-

ulating network of miRNAs for vital movement instead of unitary

regulation. Significant and complex cross-talks among different path-

ways existed and were involved in different aspects of CHB

development and progression.

Conclusion: Our present study had demonstrated that MVs’ miRNA

expression profiles in CHB change aberrantly and characterize spe-

cific value. Altered MVs’ miRNA expression levels may lead to the

alteration of their homologus target genes, accordingly, it may pro-

mote the development of CHB to more and more severe degree.
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Background/aims: Hepatitis B virus (HBV) infection involves sev-

eral clinical states. CC-chemokine ligand 20 (CCL20, MIP-3a) is

important for homing of lymphocytes and dendritic cells to sites of

inflammation and may have an important role in the immune control

of HBV. We aimed to observe the serum CCL20 levels in different

clinical HBV infection states.

Methods: According to HBV markers, HBV DNA levels, and alanine

transaminase (ALT) levels, 77 chronic HBV infection patients was

divided into 5 groups: A, immune tolerance state (9 cases); B, HBeAg-

positive chronic hepatitis B (26 cases); C, inactive HBsAg carrier state

(8 cases); D, HBeAg-negative chronic hepatitis B (24 cases); E,

resolved hepatitis B (10 cases). Ten healthy blood donors as control

(group F). The serum CCL20 levels was detected by ELISA kits.

Results: Serum CCL20 levels (pg/ml) in group A, B, C, D, E, and F was

25.6 ± 10.6, 96.2 ± 69.0, 28.0 ± 10.9, 82.4 ± 48.9, 25.6 ± 8.9, and

24.1 ± 7.6, respectively (p \ 0.001). Significant differences were

observed between any group with elevation ALT (B or D) and any group

with normal ALT (A, C, E, or F) (p \ 0.005). There was no significant

difference among three groups with normal ALT (p = 0.842) or

between two groups with elevation ALT (p = 0.933). CCL20 levels

was positive correlation with ALT levels (B, r = 0.674, p\0.001; D,
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r = 0.586, p \ 0.001) and age (only group D, r = 0.693, p = 0.009),

but not with HBV DNA levels.

Conclusions: The elevation of CCL20 levels in group with elevation

ALT suggests that CCL20 levels should be a marker to evaluate liver

inflammation activity. In HBeAg-negative chronic hepatitis B group,

the positive correlation between CCL20 levels and age suggests that

age should be an alternative marker to evaluate liver inflammation

activity in these patients.
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Background and aim: Toll-like receptors and microRNAs are the

key players in antiviral immune response. In this study, we examined

the association TLRs with miR-155 and miR-146b in context to

Hepatitis B Virus (HBV) pathogenesis.

Methods: Stable HBV secreting cell line HepG2.2.15 and HepG2

cells transiently transfected with pUC19-HBV1.3 were used as

in vitro models for chronic and acute HBV infection, respectively.

HepG2 cells were further co transfected with HBV1.3 plasmid and

anti-miR against miR-155, while HepG2.2.15 cells were further

transfected with miR-155 mimic. RT-PCR was used to analyze the

expression patterns of TLRs, miRNAs and other downstream genes

from the PBMCs of patients as well as from in vitro system.

Results: Our results revealed differential expression of TLR 2, 4, 7, 9

and microRNAs in stable HBV expressing HepG2.2.15 and pUC19-

HBV1.3 transfected cells. Interestingly, miR-155 was induced sig-

nificantly upon transient transfection while miR-146b was up-

regulated in HepG2.2.15 cells. Treatment of transiently transfected

cells with anti-miR against miR-155 and HepG2.2.15 cells with miR-

155 mimic revealed a positive correlation between the expression

pattern of miR-155 and TLR 7. PBMC from CHB patients exhibited

elevated levels of TLR7 expression. The expression of miR-155 was

enhanced in CHB patients. Induction of miR-155 in HepG2.2.15 cells

reduced HBV viral load and viral proteins by reducing the levels of

C/EBP (an enhancer of viral replication) in a time dependent manner,

suggesting its possible involvement in HBV clearance. A PCR Array

indicated the changes in the expression patterns of down-stream

immune related genes.

Conclusions/significance: Our study reveals a possible association

between TLR7 and miR-155 expression that might regulate viral

pathogenesis by modulating C/EBP and downstream immune-related

genes. These studies provide evidence of novel micro RNA-155 tar-

gets and may serve as the basis for an innovative approach of using

miR-155 in future therapeutics against HBV.
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Introduction: The viral hepatitis B (HBV) is a world wild problem

even in Morocco where the rate of HBV infection is about 2.6 %

among blood donors.

Patients and methods: It’s a prospective study concerning patients who

have virological markers of HBV, a regular monitoring of aminotrans-

ferases and HBV DNA levels for a period of at least one year.

Results: We include 66 patients: 37 men and 29 women. The average

age was 40 (16-75) and 41 patients had \40 years (62.1 %). The main

risk factors for viral contamination were traditional dental care in 34

cases (51.5 %), history of hospitalization in 32 cases (48.4 %),

unprotected sexual intercourse in 8 cases (12.1 %), tattoo or scarifica-

tion in 9 cases (13.6 %) and a family history of HBV in 3 cases (4.5 %).

HBeAg was negative in 95.4 % of patients and positive in 4.5 % (3

cases). The viral load is lower than 2000 IU/ml in 39 cases (59 %) and

higher than 2000 IU/ml in 27 cases (40.9 %). Hepatic fibrosis evaluated

by liver biopsy, impulse elastometry and/or fibrotest showed \ F2 in 25

cases, F2-F3 in 15 cases and F4 in 3 cases. In 23 cases (19 inactive

HBsAg carrier, 4 cirrhosis) the evaluation of fibrosis was not necessary.

The patients were classified according to the EASL (European Asso-

ciation for the Study of the Liver) guidelines 2012 after an average

surveillance of 40 months (12–120 months) into inactive HBsAg car-

rier (56 %), HBeAg-negative CHB (37.8 %) including seven with

cirrhosis, immune reactive HBeAg positive (3 cases) and HBsAg-

negative phase (1 case). 21 patients were treated: 7 cases by interferon

and 14 cases by nucleos(t)ides analogues.

Conclusion: In Morocco, HBV is often responsible of inactive

HBsAg carrier. The infection is acquired at a young age, that’s why

generalization of the vaccination at birth is established since 1999.
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The virological factors associated with the hepatitis B virus (HBV)

related liver disease progression to hepatocellular carcinoma (HCC)

remain unclear. Previous investigations have identified specific

mutations associated with liver disease progression but this associa-

tion may be confounded by HBV genotype B and C. This is the first

study investigating the naturally occuring non synonymous and syn-

onymous changes in treatment naı̈ve HBV genotype D patients to

identify mutations associated with the progression of chronic hepatitis

B infection to liver fibrosis (LF), cirrhosis (LC) and (HCC).

Ninety two HBV surface antigen positive chronic patients with

high ALT/AST/HBV DNA load were subjected to fibroscan analysis

followed by liber biopsy to confirm the stage of liver diseases. Either

full HBV genome or two overlapping fragments were generated by

PCR and subjected to sequence analysis directly. The sequences were

aligned along with seventy published HBV sequences by using

sequencher to identify cirrhosis a or HCC associated mutations.

Statistical analysis were done using R software.

As HBV D genotype outnumbered the other genotype in eastern

region of India, Univariate analysis with frequency of genome wide

accumulated mutations in sixty eight chronic HBV patients were done

and revealed temporal acquisition and persistence of single or
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multiple mutations in enhancer-I, basal core promoter (BCP), precore,

T cell, B cell epitope of core and HBX and preS1 region in early stage

of CHB infection contribute significantly to the liver disease pro-

gression. Altogether, A1053G in EnhI, R16 K in preS2 showed

significant association in LC whereas A1762T + G1764A and

A1858C in BCP and preCore; S98T and G50 W + D51G in preS1

and preS2; T147C and P130Q in core were the predictor of HCC.

Haplotype carriages with triple, quadruple, quintupule mutations in

HBx, HBx + surface, HBX + EnhI/Xp showed significant association

in LC whereas in HCC, multiple mutations in HBx, HBx + Core,

HBx + EnhI/Xp showed association significantly.
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Objective: Natural killer (NK) cells are abundant in the liver and

have been implicated in inducing hepatocellular damage in patients

with chronic hepatitis B virus (HBV) infection. However, the role of

NK cells in acute HBV infection remains to be elucidated.

Methods: We comprehensively characterized NK cells and investi-

gated their roles in HBV clearance and liver pathology in 19 chronic

hepatitis B (CHB) patients and 21 acute hepatitis B (AHB) patients as

well as 16 healthy subjects. The frequency, phenotype and function of

NK cells were analyzed in vitro.

Results: It was found that NKp46+ NK cells were enriched in the

livers of AHB and CHB patients. We further found that peripheral NK

cells from AHB patients expressed higher levels of activation

receptors and lower levels of inhibitory receptors than those from

CHB patients and HC subjects, thus displaying the increased cytolytic

activity and interferon-c production. NK cell activation levels were

also correlated positively with serum alanine aminotransferase levels

and negatively with plasma HBV DNA levels in AHB patients, which

is further confirmed by the longitudinal follow-up of AHB patients.

Serum pro-inflammatory cytokine and chemokine levels were also

increased in AHB patients as compared with CHB and HC subjects.

Conclusion: The concomitantly increased interferon-c and cytotox-

icity of NK cells were associated with liver injury and viral clearance

in AHB patients. Our findings may facilitate the rational development

of immunotherapeutic strategies to enhance viral control while lim-

iting or abolishing liver injury in HBV infection.
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Background: Toll like receptor (TLR) 9 is stimulated by unmethy-

lated CpG dinucleotides resulting in activating the innate and

consequently adaptive immune response. However, it is unclear if any

CpG motifs in HBV could stimulate TLR9 before HBeAg serocon-

version in chronic hepatitis B infection.

Aim: To analyze CpG motifs in HBV genome of HBeAg serocon-

verters and their functions on TLR9 stimulation.

Methods: Five HBeAg seroconverters and 2 timepoint sera each

(baseline and 5 months before HBeAg seroconversion) were

involved. PCR and cloning of full length HBV were performed fol-

lowed by sequencing (10 clones/sample). Sequences were aligned to

identify the HBV CpGs and only CpG motifs similar to reported

immuno-stimulatory ones were selected for oligodeoxynucleotides

(ODNs) synthesis. Each ODN (10 lg/mL) was incubated with

0.8 9 105 TLR9 expressing cells (HEK-Blue-hTLR9) for 24 h fol-

lowed by testing the secreted embryonic alkaline phosphatase

activities (NF-jB and AP1 reporter of the cell line for TLR9 stimu-

lation) in the media using QUANTI-Blue.

Results: One hundred and three CpG dinucleotides were scattered in

HBV consensus sequence of all samples. Five new CpG sites at nt.

9-10, nt.216-7, nt.528-9, nt.1316-7 and nt.1962-3 appeared before

HBeAg seroconversion in [ 30 % sequences of 2 patients. In total,

21 of all HBV CpG motifs were similar to reported immuno-stimu-

latory ones including 3 of the 5 new CpGs. Two ODNs of these 21

HBV CpG motifs showed TLR9 stimulation activity including

50-TGCGCGGGACGTCCTTTGTT-30 (sense, nt.1406-1425) and

50-TCCGGTGGGCGTTCACGGTG-30 (antisense, nt1616-1635)

which existed in HBV consensus sequence and at both baseline and

before seroconversion.

Conclusions: HBeAg seroconverters showed a variety of CpG motifs

in full length HBV DNA sequences but only five new motifs, none of

which were immunostimulatory. The only two CpG motifs which had

TLR9 stimulation activity were already present at baseline and their

significance is unclear.
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Background: We have demonstrated that the evolution of viral

quasispecies may play an important role in the pathogenesis of HBV

during the HBeAg seroconversion in chronic hepatitis B infection.

However, the viral evolutionary pattern in HBeAg negative patients

with HBV replication is unclear.

Aim: To evaluate the evolutionary patterns of HBV quasispecies

before and during the HBV reactivation in HBeAg negative

patients.

Methods: Ten HBeAg negative patients who had HBV reactivation

were included. Full length HBV was amplified by PCR for 2 time

point serum samples (before and during the HBV replication),

followed by cloning and sequencing. Twenty clones per sample

were sequenced. Alignment of sequences was carried out using

ClustalX2.0. Genotyping was determined by comparing full length

HBV sequences of each patient to those from NCBI GenBank with

known HBV genotypes. The sUPGMA phylogenetic trees of dif-

ferent HBV genes/regions were constructed using Pebble 1.0
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following maximum likelihood estimates of pairwise distances

under a GTR + I + G model testing the viral diversity and

evolution.

Results: In the 10 HBeAg negative patients, 8 were with genotype B

and 2 with genotype C. The viral diversity was similar before and during

the HBV reactivation for the whole HBV genomes (median 6.62 9 10-3

and 6.60 9 10-3 substitutions/site respectively, p = 0.8), HBV genes

and non-overlapping regions. However, the viral diversity was different

among different HBV genes (p = 0.04) before HBV reactivation and

the precore/core gene showed the highest viral diversity (median

7.6 9 10-3 substitutions/site). In addition, the precore/core gene had

highest evolutionary rate, 1.6 9 10-4 (substitutions/site/month, med-

ian) which was 2.9 times higher than the lowest in HBV preS/S gene

(5.4 9 10-4 substitutions/site/month, median).

Conclusions: Different HBV genes evolve differently during the

course of HBV reactivation in HBeAg negative chronic hepatitis

patients and the precore/core gene evolves the fastest towards the

HBV reactivation.

Acknowledgment: This study was supported by NMRC grant R-172-

000-255-213.
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Background: Occult hepatitis B virus Infection (OBI) is character-

ized by the presence of Hepatitis B Virus (HBV) DNA in individuals

testing negative for hepatitis B surface antigen (HBsAg). OBI may be

distinguished as OBI seropositive (anti-HBc and/or anti-HBs positive)

and seronegative (anti-HBc and anti-HBs negative). This differential

antibody response is not well defined. Effective presentation of viral

antigens to CD4+ T lymphocyte cells by HLA class II molecules is

one of the main factors determining the optimum immune response

against viral infection. However, HLA class II molecules are very

polymorphic, especially in HLA-DRB1 locus. The expression of

particular HLA class II in an individual is reported to affect the

outcome of HBV infection and HBsAg-derived vaccine immune

response. This study aims to investigate the difference in HLA-DRB1

polymorphisms between OBI seropositive and OBI seronegative

individuals in Ternate.

Methods: Of 389 young adults enrolled in this study, 173 were HBV

seropositive (either singly or in combination for HBsAg, anti-HBc,

and anti-HBs), and 216 were seronegative. Nine seronegative indi-

viduals were HBV DNA positive and subjected to genomic DNA

extraction by salting out method, and further analyzed for HLA-

DRB1 alleles together with 9 anti-HBc positive OBI individuals using

LABType� SSO Typing Test (One Lambda, USA).

Results: HLA-DRB1*12 and 15 were the most common alleles in

OBI individuals. The distribution of these alleles was not statistically

different between seropositive and seronegative OBI groups. HLA-

DRB1*8 was only found in OBI seronegative patients suggesting

possible association between specific HLA type and OBI seronega-

tivity (RR [ 1).

Conclusion: Our results suggest that there was no significant differ-

ence in HLA-DRB1 allele distribution among OBI seropositive and

seronegative groups. The negativity of serologic markers in OBI

seronegative individuals could be caused by other mechanisms that

control host immune response or due to low HBV DNA level.
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Aim: To investigate the frequency and function of invariant NKT

cells (iNKT cells) to secrete cytokines during different stages after

HBV infection, and to find if iNKT cells participated in the mecha-

nism of chronicity after HBV infection.

Methods: Patients at different stages after HBV infection were

enrolled in this study, and the proportions of iNKT cells in isolated

peripheral blood mononuclear cells (PBMC) were detected by flow

cytometry with specific CD1d tetramer staining. And the cytokines

secreted by iNKT cells were measured by intracellular cytokine

staining (ICS) after 6 h PMA/ionomycin stimulation.

Results: 16 immune tolerant patients, 38 HBeAg(+) chronic hepatitis

B (CHB) patients (either HBeAg(+) or HBeAg(-)), 9 inactive car-

riers (IC),9 cirrhosis patients and 10 healthy controls (HC) were

enrolled in this study. The proportions of circulating iNKT cells in

CHB group (mean 0.14 %) was lower than that of immune tolerant

group (mean 0.26 %), but with no statistical difference (P = 0.06).

Also the total iNKT cell frequency, CD4+ iNKT cells, and CD4-

iNKT cells were comparable either between HBV infection group and

HC or in the different HBV infection group (P [ 0.05). There was no

correlation between circulating iNKT cells and HBVDNA, HBsAg,

ALT or HBeAg (P [ 0.05), but the frequency of circulating iNKT

cells was negative relevant to age (r = -0.39, P = 0.0001). The

proportion of IFN-c producing iNKT cells were 48.7, 52.5, 51.4, 42.5

and 46.7 % in immune tolerant, CHB, IC, cirrhosis and HC group,

respectively (P = 0.58). And that of IL-4 producing iNKT cells were

12.3, 14.7, 15.5, 11.4 and 7.1 % in immune tolerant, CHB, IC, cir-

rhosis and HC group, respectively (P = 0.29). There were no changes

of iNKT cell frequency during antiviral therapy (P = 0.34).

Conclusion: iNKT cell numbers are not decreased after HBV infec-

tion, and iNKT cells in patients during different HBV infection stages

have the same ability to secrete IFN-c and IL-4 as healthy controls.

The frequency of iNKT cells is negative relevant to age.
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In recent years, there are increasing interests in developing thera-

peutic vaccines against chronic viral hepatitis B (CHB), associated

with emerging of drug resistant HBV mutants and rapid progress in

immunological studies among CHB patients.

The main mechanisms of lack of effective host immune responses

in CHB may be grouped as: (1) Functional defects of antigen pre-

senting cells (APCs), mainly dendritic cells (DCs), (2) Defects in T

cells shown as weak, transient or often undetectable CD8+ T cell

response, (3) Up-regulated inhibitory molecules such as PD-1 and

CTLA-4 on virus-specific T cells, resulting in exhaustion of those

cells, (4) Interaction between programmed death 1 (PD-1) receptor

and its ligand PD-L1, (5) Tregs down regulating antiviral effects of T

cells through limiting cytokine production, (6) high-level viremia and

antigenemia negatively affecting the virus-specific immune

responses.

Therapeutic vaccines for CHB are designed to overcome these

defects, among which several strategies have been tested: high dose of

preventive HBsAg; incorporating Pre-S into S protein; lipo-peptide

based T cell vaccine; DNA vaccines encoding S/Pre-S2; HBsAg-

loaded, or cytokine-loaded DC back infusion and antigen–antibody-

complex. The analysis of the experimental and clinical results will be

discussed.
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Hepatitis B virus (HBV) infection is regarded as a significant public

health problem in Myanmar. The Department of Medical Research

(DMR) (Lower Myanmar) has opened the Hepatitis Carrier Clinic

since January 1, 2000. A total of 3274 subjects had attended the Clinic

during the 2 year period. We carried out a laboratory-based study to

determine the genotypes of hepatitis B virus of 100 randomly selected

hepatitis B surface antigen positive individuals presenting at the clinic

during that period. We carried out polymerase chain reaction (PCR)

to determine the HBV DNA status. Seven samples were inadequate

and had to be discarded. The age of the study group ranged from 9 to

65 years (mean 29.05 ± 10.04 years). Of the 93 individuals tested,

58 were found to be positive (62.4 %). There was no significant

gender difference in HBV DNA positivity ratio (males 67.2 % vs
females 53.1 %). The HBV DNA positive PCR products were further

analyzed for genotypes by use of Restriction Fragment Length

Polymorphism (RFLP) analysis, based on S region. Type C genotype

was found to be most dominant (50 %), and the remaining types

included type A, B and D. The genotype pattern could provide

information on the course of disease and could also provide man-

agement outline.
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Introduction: Egypt is considered an area of intermediate endemicity

of HBV. Routine infant HBV vaccination has been implemented in

Egypt since1992. The necessity for booster dose among vaccinated

children and adolescent remains an issue of debate.

Objective: To assess the persistence of long term immunity towards

HBV among fully vaccinated children and the anamnestic response to

a booster dose.

Methodology: A cross-sectional community based survey was car-

ried out on a representative sample of 3469 Egyptian children, aged

from 9 months to 16 years. Anti-HBs titer, total anti-HBc and HBsAg

were assessed. HBV DNA detection was done for children positive

for total anti-HBc and/or HBsAg. Children proved to have non-

seroprotective level (1031 children) received a HBV booster dose.

Anti-HBs titer was reassessed within one month and one year to

detect early and late anamnestic response.

Results: Sero-protection was detected among 2006 children (57.8 %)

with geometric mean titers (GMTs) 76.3 ± 3.6 IU/l and 14 (0.4 %)

had HBV infection. About 42 % had a non seroprotective level (anti-

HBs \ 10 IU/L) and GMTs was 0.3 ± 17.9 IU/l. Non-seroprotective

rate was significantly lower among children \10 years (20.1 %)

compared to adolescents C 10 years (63.3 %) and was significantly

lower among boys (38.0 %) compared to girls (45.6 %), P \ 0.00.

About 92 % of booster recipients developed early anamnestic

response. The GMTs of anti-HBs was 185.2 ± 12.6 IU/L, with no

gender difference. About 84.8 % of children with undetectable pre-

booster (anti-HBs \ 1 IU/L) developed anamnestic response com-

pared to 94.4 % of those with detectable pre-booster (anti-HBs

1 \ 10 IU/L) (P \ 0.00). Results of late anamnestic response will be

available by the time of conference.

Conclusion: There is persistence of immunity towards HBV after

primary vaccination in most of children despite the decline in the

levels of anti HBs over time. Immunological memory lasted even

among children with undetectable anti-HBs.

Topic: 8.a Basic Science

Absno: 2331

The interferon response is significantly induced by hepatitis B
virus replication in HBV-transgenic mice lacking the HBsAg

Catherine Isabell Real1, Ruth Broering1, Martin Trippler1,
Kerstin Jahn-Hofmann2, Ludger Ickenstein2, Matthias John2,
Kathrin Kleinehr1, Sabrina Driftmann1, Thekla Kemper3,
Hans-Peter Vornlocher4, Reinhold Schirmbeck5, Mengji Lu3,
Guido Gerken1, Joerg Friedrich Schlaak1

1Clinic of Gastroenterology and Hepatology, University Hospital

Essen, Essen, 2Roche Kulmbach GmbH, Kulmbach, 3Department

of Virology, University Hospital of Essen, Essen, 4Axolabs GmbH,

Kulmbach, 5Department of Internal Medicine, University of Ulm,

Ulm, Germany

Introduction: Previously, it has been suggested that chronicity of

hepatitis B infection may be facilitated by an attenuation of innate and

adaptive immune responses through HBsAg. Here, we have studied
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the immunological effects of HBV replication in a transgenic mouse

model, lacking the HBsAg (tg1,4HBV-S-mut). We also characterized

siRNA-mediated HBV suppression in this system.

Methods: Nanolipid-formulated siRNAs specific to the HBxAg

mRNA, were injected intravenously into HBV-S-mut mice. HBV

negative littermates were used as controls. After 48 h and 10d tissue

(liver, heart, spleen, kidney) was prepared and expression of HBV-

RNA, IFN-b, ISG15, IFI-T1, IP-10, TGF-b, TNF-a, IL-6 and IL-10

was determined by qtRT-PCR. HBV DNA in liver tissue was deter-

mined by Southern blot. Then, transcriptome analysis was performed

using total liver tissue. ELISAs and cytokine arrays were performed

to detect HBeAg and cytokine levels in serum.

Results: Single injection of siRNAs against HBV led to suppression

of HBV DNA after 48 h which was sustained for more than 10 days.

The HBeAg serum levels were also reduced about 90 % after treat-

ment with HBxAg-specific siRNA. The expression of IFN-b, IFI-T1

and ISG15 was up-regulated in HBV positive animals compared to

control animals, which could be normalized by treatment with

HBxAg-specific siRNAs. Transcriptome analysis after siRNA medi-

ated knockdown exhibited different up-regulated and down-regulated

genes in tgHBV-S-mut mice compared to littermates, which could be

returned to basal expression after siRNA-mediated suppression of

HBV. In tgHBV mice microRNA analysis identified regulated miR-

NAs, which are associated with HBV infection and progression of

hepatocellular carcinoma.

Conclusions: In contrast to human liver from HBV patients, in HBV

transgenic mouse model lacking HBsAg viral replication is associated

with expression of IFNs and ISGs. Thus, we hypothesize that HBsAg

is suppressing the IFN induction and ISG response in vivo. This

hypothesis will be challenged in HBsAg transgenic mice.
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Introduction: Chronic infection with the hepatitis B virus (HBV) is a

major cause of liver-related morbidity and mortality world-wide.

Previously, it has been shown that toll-like receptor (TLR)-signalling

is impaired by HBsAg leading to an attenuation of innate and adaptive

immune responses which may possibly facilitate chronicity of

infection. Here, we have studied TLR-signaling in a HBV transgenic

mouse model lacking the HBs-antigen (tg1,4HBV-S-mut).
Methods: The ligands for TLR3 (poly I:C), TLR7 (ssRNA) or

TLR9 (ODN) were injected intravenously into HBV-S-mut HBV

and their HBV-negative littermates. After 6 h or 24 h liver tissue

was prepared and expression of interferon sensitive gene 15

(ISG15), Interferon gamma-induced protein 10 (IP-10), transforming

growth factor beta (TGF-b), tumor necrosis factor alpha (TNF-a),

interleukin 6 (IL-6) and interleukin 10 (IL-10) was determined by

qtRT-PCR.

Results: TLR3 activation significantly suppressed HBV replication

6 h after application, whereas TLR7 and TLR9 agonists had only

marginal suppressive effects. However, exposure to all three ligands

induced the expression of ISG15, IP-10, IL-10, Il-6 and TNF-a in

tgHBV mice as well as in HBV-negative littermates, while TGF-b
expression was suppressed by all three ligands. The expression of

poly I:C-induced IL-10 was significantly inhibited in tgHBV mice

compared to negative littermates. Basal ISG15 expression was

enhanced in tgHBV mice. In case of TLR9, ligand binding mediated a

significant higher TGF-b expression in tgHBV mice compared to

HBV-negative controls. The hepatic expression of TLR3, -7 and -9

receptors did not differ between tgHBV mice and HBV-negative

littermates.

Conclusions: In contrast to data from human liver of HBV-infected

patients, hepatic TLR signaling is not impaired in HBV transgenic

mice that lack HBsAg. Therefore, we hypothesize that HBsAg is a

major component of HBV that attenuates TLR signaling thus

leading to impairment of innate and adaptive immune responses in

the liver.
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Aims: Nucleotide analogues (NA) are successfully used in HIV post-

exposure prophylaxis (PEP), but whether NA can be used in Hepatitis

B virus (HBV) PEP is unknown. In this study, we analyzed the

possibility of using NA in HBV PEP in a Chinese woodchuck model.

Methods: Chinese woodchucks were inoculated intravenously with

woodchuck hepatitis virus (WHV) stock and then treated with

pWHcIm (Group B), Entacavir (ETV, Group C), or ETV plus

pWHcIm (Group D). Six untreated Chinese woodchucks were

served as Control (Group A), Twenty weeks later, they were re-

challenged with another WHV stock. Two Chinese woodchucks

were served as rechallenge control (Group E). Sera WHsAg,

WHcAb, WHsAb and WHV DNA were measured by ELISA and

real-time PCR, respectively.

Results: Chinese woodchucks treated with ETV plus pWHcIm were

protected from WHV infection and developed anti-WHc antibodies

(Fig. 1). They were also protected from WHV re-challenge (Fig. 2).

Meanwhile, Chinese woodchucks treated with ETV alone were

protected from WHV infection, but only four woodchucks devel-

oped anti-WHc antibodies and were protected from WHV re-

challenge (Figs. 1, 2). The two animals (1121 and 1123) that did not

develop anti-WHc antibodies were not protected from re-challenge

(Fig. 2).

Conclusion: ETV alone or in combination with DNA vaccine can

completely protect Chinese woodchucks from hepadnaviral infection

and induce partial or complete protective immunity, respectively. It

appears likely that nucleoside analogues alone or in combination with

vaccine may be useful in HBV PEP.
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Aims: Hydrodynamic injection (HI) of pAAV/HBV1.2 in BALB/c

mice leads to a transient HBV gene expression and replication in

liver, representing a useful system for the study of HBV infection.

Rapamycin (RAPA) can selected activated Treg in vitro. In this study,

the effect of RAPA on HBV replication was investigated in HBV HI

mice model, and the possible role of Treg in HBV persistence was

analyzed using RAPA treated mice model.

Methods: HI was performed in BALB/c mice with pAAV/HBV1.2.

Mice were treated with RAPA or saline (NS) for 10 weeks, respec-

tively. HBsAg, HBsAb and HBV DNA were measured by ECLIA and

real-time PCR. CD molecules and cytokine mRNAs in mouse liver

tissues were detected by real-time RT-PCR. The frequencies of

antigen-specific IFN-c secreting splenocytes were measured by using

ELISPOT assay. The frequencies of CD4+CD25+FoxP3+ Treg in

PBMC, splenocytes and Liver infiltrating lymphocytes (LILs) were

measured by FACS analysis.

Results: In RAPA treated mice, serum HBsAg and HBV DNA per-

sisted for more than 4 months, even after RAPA withdrawal. While

control mice cleared serum HBsAg and HBV DNA within 4 weeks

and developed HBsAb (Fig. 1). The frequencies of Treg were higher

in LILs of RAPA-treated mice at 10/30 days after HI (Fig. 2). The

levels of CD3/CD4/CD8/Perforin/Fas-L/IFN-c/TNF-a mRNAs were

lower in liver of RAPA treated mice, but those of TGF-b/FoxP3/IL10

were higher in liver, when compared with those of control mice.

Fig. 2 The dynamic changes of WHV DNA, WHsAg, WHcAb and

WHsAb after secondary inoculation of Chinese woodchucks. Twenty

weeks after primary viral inoculation, 2 animals from each group A

and B, and all animals from groups C and D were re-challenged with

a WHV stock with…… Two Chinese woodchucks were selected as

the controls for viral re-challenge (group E). The serum was collected

at different time points. WHV DNA (A–D), WHsAg (E–H), WHcAb

(I–L) and WHsAb (M–P) were measured by real-time PCR or specific

ELISAs. The cut-off value is presented by a dotted horizontal line

Fig. 1 RAPA prolonged HBV replication and expression in mice

received HI. Mice were treated with Saline or immunosuppressive

drugs RAPA from week 1 to week 10 and received HI with 10 lg of

pAAV/HBV1.2 at week 0. HBsAg, anti-HBs and anti-HBc antibodies

in the sera at indicated time point were detected by commercial

ECLIA. The serum HBV DNA concentrations were determined by

real time PCR. a Detection of HBsAg (Line) and HBV (Bar) in Saline

group after HI. b Detection of HBsAg (Line) and HBV (Bar) after HI.

The cutoff values of HBsAg and HBV DNA concentrations are 1.0

COI (Solid line) and 5 9 102 copies/ml (dashed line), respectively.

c Detection of anti-HBs antibodies in mice after HI at week 0, 7, 10

and 26. The cut off value of the anti-HBs antibody assay was 10 IU/L

Fig. 1 The effect of pWHclm vaccine. ETV and ETV combined with

pWHclm vaccine on WHV DNA, WHsAg, WHcAb and WHsAb in

chinese woodchucks following primary inoculation. After primary

inoculation, Chinese woodchucks received pWhclm vaccine (group

B), ETV (group C) and ETV combined with pWHclm vaccine (group

D). Group A was used as a control. Serum samples were collected at

different time points. WHV DNA (A-D), WHsAg (E–H), WHcAb

(M-P) were measured by real-time PCR or specific ELISAs. The cut-

off value is presented by a dotted horizontal line
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However, the frequencies of antigen-specific IFN-c secreting cells

were higher in the RAPA-treated mice (Fig. 3).

Conclusion: Rapamycin facilitate HBV persistence in HI mouse

model, primarily due to the enhancement of TGF-b and IL10 medi-

ated Treg response. The role of Treg in HBV persistence need further

study.
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Bangladesh has made considerable progress in recent decades in

improving the health of its people. Considerable progress has been

made in communicable diseases control, but noncommunicable dis-

eases are showing a rising trend. Currently about 1800 commercial

sex workers are estimated to be operating in the Daulatdia-Ghat of

Rajbari district within Bangladesh. Sexually transmitted infection

(STI)-intervention activities have been carried out in all brothels of

Daulatdia-Ghat in Rajbari district for control and prevention of

human immunodeficiency virus (HIV). Understand the prevalence of

HIV and hepatitis B virus (HBV) infections among the brothel-based

sex workers and identify the possible lacunae of current STI-inter-

vention programme. A community-based cross-sectional

investigation was initiated, and 196 sex workers were selected ran-

domly as investigation subjects. The sample size was estimated to be

160. They were interviewed by three trained sociologists using a

structured questionnaire. Blood samples were collected to test HIV

and HBV. The tests were carried out by unlinked and anonymous

method. The prevalence of both HIV and HBV was 9.3 % (CI

5.0–14.2). The prevalence of HIV/HBV was 17.80 % (CI 11.3–23.1).

HIV-II was detected in only three of the 196 sex workers. A higher

HBV infection was observed among younger sex workers. There was

a wide gap between reported and evaluated condom use by the sex

workers. Risk of HIV/HBV infections was more with sex workers,

who had sex outside the brothel and sex with clients having visible

penile ulcer otherwise discharge. No statistical association was

observed among HIV/HBV infections, duration of sex work, and

number of clients entertained daily. STI-intervention programme

needs to be strengthened by incorporating the above-identified fac-

tors. The role of hepatitis B vaccine needs to be considered for sex

workers, particularly for young sex workers, to prevent otherwise

control HBV infection and to reduce disease progression of HIV in

case of co-infection.
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Introduction: Hepatocellular carcinoma (HCC) is the third leading

cause of cancer death. Brucine, an indole alkaloid isolated from

Strychnos nux vomica is used in traditional Chinese medicine system

to treat liver tumor. However, there are no scientific reports about it.

In this study we investigated its roles in tumor angiogenesis and the

involved molecular mechanism are still unknown. Therefore, we

investigated the antitumor, antiangiogenesis and antimetastatic

activities of brucine in DENA models of HCC.

Methods: HepG2, HuH-7, SNU 398 cells were treated with brucine

in vitro with and evaluated for tumor cell viability, apoptosis, and

target regulation. Antiangiogenic effects were studied by measuring

VEGF levels, endothelial cell viability, apoptosis, migration, and the

aortic ring assay. Administration of brucine at doses of 50, and

100 mg/kg/day was started 2 weeks prior to the DENA injection and

was continued for 22 weeks.

Results: Brucine treatment resulted in G2/M cell cycle arrest and

inhibited endothelial cell migration and vascular sprouting of aortic

rings through induction of VEGF mRNA and protein levels in

endothelial and tumor cells. Brucine significantly reduced the

DEN-induced increase in the number and the incidence of hepatic

dyschromatic nodules and decreased the number and the area of

placental glutathione S-transferase-positive foci in livers of DEN-

treated rats. Further brucine, counteracted DENA-induced oxidative

stress in rats as evident by restored the superoxide dismutase,

Fig. 2 The influence of RAPA treatment on Treg frequency. Mice

were treated with Saline or immunosuppressive drugs RAPA from

week 1 to day 30 and received HI with 10 lg of pAAV/HBV1.2 at

week 0. PBMC was isolated at indicated time point from peripheral

blood, Mice were sacrificed at the indicated time points and Spleen

and liver samples were collected. Splenocytes and LILs were isolated.

The frequency of PBMC (a), Splenocytes (b) and LILs (c) were

detected by FACS analysis. The data was analyzed by unpaired

bilateral t test. Value of p \ 0.05 is considered as a significant

difference

Fig. 3 The influence of RAPA treatment on HBV-specific T cell

response and expression profiles of T cell affiliated genes and

cytokines. Mice were sacrificed at the 30 days after HI. Liver and

spleen were collected. The mRNA levels of the CD marker (a), CTL

related cytokine (b) and negative regulation (c) in liver tissue were

analyzed by real time RT-PCR and shown as mean expression levels

relative to 105 beta-actin mRNA copies. *p \ 0.05. The data was

analyzed by unpaired bilateral t test. d Detection of HBV-specific

IFN-c producing splenocytes in mice treated with Saline or RAPA.

Splenocytes were isolated and pulsed with rHBcAg (0.5 lg/ll),

rHBsAg (0.5 lg/ll) or CMV peptide (0.5 lg/ll). HBV specific IFN-c
producing cells in 2 9 105 splenocytes were analyzed by ELISPOT
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catalase, and glutathione-S-transferase levels and decreased mye-

loperoxidase activity, malondialdehyde and protein carbonyl

formation in liver. Immunohistochemical staining showed that

brucine downregulated VEGF, CD31, von Willebrand’s factor,

cyclooxygenase 2, inducible nitric oxide synthase and nuclear

factor-kappa B p-65, expression levels.

Conclusion: This study suggests that brucine exerts a significant

chemopreventive effect against liver cancer through inhibition of cell

proliferation, induction of apoptosis and inhibition of angiogenesis.

Brucine further protects rat liver from cancer via modulating oxida-

tive damage and suppressing inflammatory response.
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Background: Hepatitis B and C is a serious health problem worldwide.

Infections with hepatitis B and C virus have been escalating in Pakistan

and it has reached in endemic state. This study was carried out to

determine the frequency of hepatitis B and C in surgical patients.

Methods: This cross-sectional study was conducted in Civil Hospital

Karachi. Total 662 patients admitted in surgical department were

approached. All patients were screened for HBsAg and anti-HCV

using immunochromatography ICT. The information about risk fac-

tors was also assessed. The data was analyzed on SPSS 17.

Results: Out of 662, 325 (49.1 %) were males and 337 (50.9 %)

were females. Mean age of patients was 37.52. Hepatitis B surface

antigen (HBsAg) was positive in 19 (2.9 %) and Hepatitis C (anti-

HCV) in 45 (6.8 %) patients. HBsAg was positive in 12 (63.15 %)

males and 7 (36.84 %) females. Whereas anti-HCV was positive in

21 (46.66 %) males and 24 (53.33 %) females. The results show

that out of 19 positive patients for HbsAg, 17 (89.47 %) have

history of intravenous injections and out of 45 anti-HCV, 44

(97.77 %) have the same history. The other major risk factors

found were blood transfusion, blood donation, ear-nose piercing,

dental procedure and barber shave.

Conclusion: The study suggests a moderate to high prevalence of

hepatitis B and hepatitis C in surgical patients. Routine serological

screening prior to surgery should be made mandatory so that health

care workers especially surgeons can take precaution before

surgery.
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Hepatitis B virus (HBV) is a worldwide threat and its infection

induces chronic hepatitis B (CHB). Long-term CHB may result in

severe liver diseases including liver fibrosis, cirrhosis, and

hepatocellular carcinoma. Inactive HBsAg carriers are the major

population of CHB patients with minimal HBV viral load and

normal serum ALT and AST. Most inactive HBsAg carriers are

detected with high level of serum HBV surface antigen (HBsAg) in

their lifetime with quite low occurrence of S-seroconversion, sug-

gesting that host can’t launch efficient adaptive immune response

to eliminate HBsAg. T cell-dependent adaptive immunity plays a

crucial role in host protection through multiple events including

cellular cytotoxicity and antibody production. However, T cell

functions in inactive HBsAg carriers remain controversal. To assess

HBsAg-specific T cell activity in inactive HBsAg carriers, we

performed highly sensitive interferon-c (IFNc) ELISPOT assay by

validating peripheral blood mononuclear cells (PBMC). In healthy

controls with high anti-HBs titer, proportion of IFNc-secreted T

cells under HBsAg challenge was 2.3 %. Intriguingly, HBsAg-

reactive T cells in HBsAg inactive carriers was similar to those in

healthy controls, suggesting a similar T cell activity against HBsAg

in carriers. In addition, there was no significant difference of T cell

subset between inactive HBsAg carriers and healthy control. Our

data implied HBsAg-specific T cell-mediated immunity in inactive

carriers. Detail mechanism regarding consistent HBsAg expression

in inactive carriers is needed to be further investigated.

Topic: 8.a Basic Science

Absno: 2658

Hepatitis B RNA splicing supports viral replication through
functioning as dedicated core mRNA

Guan Huei Lee1,2, Roxanne Hui Heng Chong2, Seng Gee Lim1,2

1Gastroenterology & Hepatology, National University Health System,
2Medicine, National University of Singapore, Singapore, Singapore

Background/aims: Splicing of the hepatitis B pregenomic RNA

generates viral particles with defective viral genomes, which was

identified in chronically infected patients across all genotypes. Its

physiological function remained uncertain. Previous studies demon-

strated its capability to enhance HBV replication. We hypothesized

that HBV RNA splicing effectively convert pregenomic RNA into

dedicated HBV core and X mRNA, which improves the efficiency of

virion formation.

Methods: HepG2.2.15 cell line (which stably produces HBV DNA and

viral particles) was used. The respective expression vectors were con-

structed using the pcDNA 3 plasmid and transfected into the cells at 2

concentrations (0.5 and 1 ug of DNA), using XtremeGENE transfection

reagent. The respective cells were harvested after 48 h and the level of

protein expressions were confirmed by Western blot. The production of

viral DNA and RNA in the cells and medium, were determined by real-

time PCR (normalized with B-actin levels). HBV surface antigen

(HBsAg) was measured with commercial ELISA assay.

Results: There was a dose-dependent enhancement of HBV DNA

production with increased co-transfection of SP1 construct (the most

common HBV splice variant), up to three-folds compared with con-

trols. There was also a similar increase in the intracellular HBV DNA

with additional core peptide expressed by transfected plasmids, but

not with X expression vector. There was also an increase in the

excreted viral particles in the medium as determined by HBV DNA

measurement. There was no effect in the HBsAg levels in the culture

medium.

Conclusions: The common splice variant, SP1, enhanced the full-

length HBV replication, which may contribute to chronicity and viral

persistence. This effect was similar when core peptide alone was

added, which support the hypothesis that it was an important rate-
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limiting factor of viral replication, and was enriched by HBV RNA

splicing. This was not seen with X protein-enrichment.
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Identification of key mutations causing HBeAg-negative chronic
hepatitis B

Hui Heng Chong1, Elaine Cheong1, Seng Gee Lim1, Guan Huei
Lee2

1National University of Singapore, 2National University Health

System, Singapore, Singapore

Background: Hepatitis B virus (HBV) replicates through reverse

transcription that lacks of proofreading activity resulting in a high rate

of mutation within the virus. Some studies had shown that HBeAg

seroconversion is associated with the high levels of viral mutations in

the promoter sites. However, there are limited information about the

point mutation leading to HBeAg-negative HBV reactivation.

Methods: Ten HBeAg-negative chronic hepatitis B patients who had

serial serum samples collected before and after HBV reactivation

were selected. Full length HBV genomes were amplified from serum

extracted DNA and were cloned into pCR�2.1-TOPO vector. Twenty

positive clones were randomly selected and sequenced. The samples

were analyzed for point mutation in precore stop codon, core pro-

moter-Enhancer II (EnhII), S1 promoter, S2 promoter and Enhancer I

(EnhI)-X promoter regions.

Results: Mutation in the precore stop codon substitution, located at

nucleotide position 1896 where 9 out of 10 patients had G to A

substitution. In addition, key mutations in promoter regions were

selected when there were more than fifty percent difference between

time point 1 and time point 2 (Table 1).

Conclusions: Significant clonal selection occurred during HbeAg-

negative reactivation. Precore stop codon substitution G1896A occurs

significantly in majority of the patients. The nucleotide variability in

the precore promoter region possibly play an important role in the

progression of HBV disease.
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Seroprevalence of HBV, HCV and HIV infections among
blood donors in Nepalese population

Dipendra Raj Pandeya

Clinical Biochemistry, Nepalese Army Institute of Health Sciences,

Kathmandu, Nepal

Background: Mandatory screening tests are performed for human

HIV1/2 and Hepatitis B and C by blood transfusion centers in Nepal

because blood transfusion is the most efficient mode of transmission

of these diseases. The study is aimed to determine the sero-prevalence

of these four Transfusion transmissible infections (TTIs).

Methodology: A cross-sectional retrospective study was conducted

at Tribhuvan University teaching Hospital, Maharajgunj during the

period from July 1st 2007 to June 30th 2011. Total of 11160

samples from Volunteer and replacement donors were screened for

Anti-HIV, Anti-HCV and HBsAg by ELISA methods. The Reactive

cases were confirmed by confirmatory method as per the national

algorithm.

Results: The prevalence of HIV, HBV and HCV were determined to

be 0.17, 0.44 and 0.71 % respectively. HBV and HCV sero-preva-

lence was found to be higher among male blood donors but, HIV

prevalence was higher in female donors in comparison to male

donors. TTIs prevalence was highest among blood donors in the age

group 21 to 30 years (P B 0.05). HIV was reported to be to more

prevalent among replacement donors (0.33 %) than volunteer donors

(0.12 %). Other TTIs were insignificantly more prevalent among

volunteer donor than replacement donors.

Conclusion: Screening of donated blood should be done with highly

sensitive and specific tests so as not to transfuse infected blood. It is

also important to strengthen donor counseling before donation.
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High serum levels of TGF-b in Egyptian with chronic HBV
infection

Ali Abdelrahman Ghweil1, Usama Ahmed Arafa Morsy2,
Ahmed Nooreldeen Salem3

1Tropical Medicine and Gasteroenterology, South Valley University,

Qena, 2Internal Medicine, 3Clinical Pathology, Sohag University,

Sohag, Egypt

Background: The transforming growth factor-b (TGF-b) is an

important cytokine with anti-inflammatory properties.

Objectives: The main purpose of this study was to compare the serum

levels of TGF-b in a group of chronic HBV infected (CHB) patients

as well as healthy individuals.

Patients and methods: fourty patients with CHB as well as fourty

healthy individuals were enrolled in the study. ELISA technique was

applied to measure the serum levels of TGF-b in both groups.

Results: Our results revealed that the serum levels of TGF-b were

significantly increased in CHB patients in compare to healthy controls.

Conclusions: According to this result, it may be concluded that high

serum levels of TGF-b may be a mechanism by which immune

response against HBV is suppressed.
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Occult hepatitis B infection in Moroccan patients
with cryptogenic and hepatitis C related liver disease:
prevalence and clinical significance

Bouchra Kitab 1, Sayeh Ezzikouri1, Rhimo Alaoui2, Salwa Nadir2,
Leila Badre2, Christian Trépo3, Isabelle Chemin3, Soumaya
Benjelloun1

Table 1 Key mutations in promoter regions

Promoter regions Core (nt 1605–1796) S1 (nt 2714–2794) S2 (nt 2965–3140) EnhI–X (nt 950-1375)

Nucleotide number
1613 1752 2745 2968 3057 951 1032 1138 1252

1632 1754 2760 2986 3096 963 1055 1165 1306

1637 1762 2761 2991 3103 969 1068 1170 1314

1641 1764 2777 2996 3104 972 1113 1221 1319

1673 1775 3020 3112 994 1120 1229 1362

1674 3051 3122 1002 1122 1233 1368

1727 3056 1029 1123 1242 1371
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Casablanca, Morocco, 3INSERM, U1052, Lyon, France

Background/aims: Occult hepatitis B virus (HBV) infection (OBI) is

defined by the presence of HBV-DNA in liver tissue of individuals

testing HBsAg-negative, regardless of the detection of HBV-DNA in

the serum. It has been particularly reported in patients with chronic

hepatitis C virus (HCV) infection and cryptogenic liver disease. Some

data suggest its association with advanced liver fibrosis and more

severe liver disease in these patients, but there are still under debate.

The aim of this study was to determine the prevalence of OBI and its

clinical significance in Moroccan patients with cryptogenic and HCV-

related liver disease.

Materials and methods: A cohort of 152 HBsAg-negative patients

(60 patients with cryptogenic hepatitis and 92 HCV-infected patients)

has been studied. HBV serological markers were tested in all studied

subjects. The diagnosis of OBI was performed using three highly

sensitive nested-PCR assays to detect surface (S), Core and X regions

of HBV genome, respectively, and confirmed by southern blot.

Results: A high rate of anti-HBc positivity was found among patients

with HCV infection compared to those with cryptogenic hepatitis

(61.95 % vs. 40 %, p = 0.034). None of patients was positive for

anti-HBs antibodies. OBI was identified in 17 (28.33 %) cryptogenic

patients and 42 (45.6 %) HCV-infected patients (p = 0.013). In both

groups, the prevalence of OBI increase in parallel with advancing

stage of liver disease (v2 = 6.73; p = 0.0095). This association was

stronger in cryptogenic patients, odds ratio of 4.44 (95 % CI,

1.09–19.12) than in HCV-infected patients, odds ratio of 2.56 (95 %

CI, 0.23–27.12),

Conclusion: This study helps to understand the current status of

OBI and its impact on the severity of liver disease in Moroccan

patients.
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Characterization of transcription factors related to HBV
replication in liver-derived cell lines

Roxanne Hui Heng Chong1, Guan Huei Lee1,2, Yin Min Than2,
Seng Gee Lim1,2

1Medicine, National University of Singapore, 2Gastroenterology &

Hepatology, National University Health System, Singapore,

Singapore

Background: HepG2 and Huh7 cell lines are among the most widely

used in vitro models in Hepatitis B virus (HBV) study. However,

there is no information about the transcription factor levels in these

cell lines.

Methods: We had studied the transcription factors that are involved

in HBV replication. The RNA expression profile of these transcription

factors in 7 commercially available hepatoma cell lines had been

compared to 3 controls, which are normal adult liver, fetal liver and

commercial hepatocyte. The quantification was performed using

SYBR green-based real-time reverse transcription-PCR. The results

were normalized using beta actin.

Results: The RNA expression profile of 17 transcription factors were

been investigated. There were statistically significant differences for the

transcription factor levels between the adult liver and the cell lines (p

value \ 0.05). Among the 7 hepatoma cell lines, HepG2 was found to

be closest to the adult liver tissues, followed by Huh7, HC04, L02,

Huh6, JHH-4 and THLE-2. The 2 control samples, fetal liver tissues and

BD gentest hepatocytes, had a closer transcription factor expression

level to the adult liver than the hepatoma cell lines (Table 1).

Conclusions: The transcription factors linked to HBV replication are

significantly under-expressed in hepatoma cell lines, compared with

human liver tissue. There is a need to interpret the results derived

from HBV transfection/infection studies using these cell lines with

caution.
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Human blood CXCR5+CD4+T cells are counterparts
of T follicular cells in patients with chronic hepatitis B

Ting-Ting Hu, Yu Lei, Xiao-Fei Song, Huai-Dong Hu, Hong Ren,
Peng Hu

Department 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, China

Background: The blood CXCR5+CD4+T Cells are defined as ‘‘cir-

culating’’ TFH, which is the CD4 T cell subset required for effective

humoral immunity. This study explored the frequency of circulating

TFH cells in the human peripheral blood of chronic hepatitis B

patients and examined the potential association of the frequency of

circulating TFH cells with laboratory measures.

Methods: A total of 34 CHB patients were recruited from outpa-

tient service, who had never received antiviral treatment.

12 health volunteers were selected as controls. The frequency of

circulating TFH cells in the human peripheral blood and the

expression of numerous molecules including the surface markers,

ICOS, PD-1, CD40L, IL-21R in CHB patients and health controls

were monitored by flow cytometry. The concentrations of serum

HBsAg, HBsAb, HBeAg, HBeAb, HBcAb, HBV loads, ALT and

AST were determined. The potential association of the frequency

of circulating TFH cells and its surface markers with laboratory

measures were characterized. The BCL-6, IL-21, IL-4, CXCR5,

IL-6R mRNA expression were analyzed using Real-Time PCR.

Results: Expression of ICOS, PD-1, CD40L, IL-21R were all

increased in CXCR5+CD4+T cells in CHB patients versus health

controls. But there was no significant difference in the frequency of

CXCR5+CD4+T cells in CHB patients and health controls. Interest-

ingly, the frequency of circulating TFH cells were positively

correlated with the levels of serum ALT and AST in CHB patients. In

addition, the percentage of PD-1+CXCR5+CD4+T cells were

Table 1 Transcription factor: cell lines vs. hepatocytes

Sample HDAC

(Arbitrary

Unit)

HNF1 (AU) p300 (AU) HNF3 (AU) TR4 (AU) HNF4 (AU)

Adult liver
1 1 1 1 1 1

HepG2
0.346 0.061 0.035 0.118 0.026 0.102

Huh7
0.259 0.087 0.021 0.136 0.042 0.064

HC04
0.111 0.476 0.017 0.115 0.021 0.053

THLE2
0.130 0.0003 0.015 0.010 0.018 0.00001

Huh6
0.253 0.285 0.023 0.075 0.018 0.080

JHH4
0.095 0.009 0.016 0.027 0.023 0.00002

L02
0.322 0.000 0.017 0.021 0.034 0.00003

Mean difference (Adult

liver vs. Hepatoma

cells

0.783

(p = 0.026)

0.869

(p = 0.039)

0.979

(p = 0.025

0.929

(p = 0.026)

0.974

(p = 0.026)

0.957

(p = 0.026)
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negatively correlated with the levels of serum ALT. Furthermore, the

BCL-6, IL-21, IL-4, CXCR5, IL-6R mRNA expression in circulating

TFH cells of CHB patients was higher compared to healthy controls.

Conclusions: These data illustrate circulating TFH cells may par-

ticipate in HBV-related immune responses.

This work was supported by the National Natural Science Foun-

dation of China [No.30972584, No.81171561 and No.30930082],

National Science and Technology major Project of China [No.

2012ZX10002-007], the National High Technology Research

and Development Program of China (863 Program) [No.

2011AA020111].
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Basal core promoter T1762/A1764 and precore A1896 gene
mutations in hepatitis B surface antigen-positive cirrhosis:
a comparison with chronic carriers

Imene Fodha, Meriem Riani, Mouna Ben Hadj Fredj,
Saoussen Kacem, Noureddine Boujaafar, Abdelhalim
Trabelsi

UR06SP20, University Hospital Sahloul, Sousse, Tunisia

Chronic hepatitis B virus infections are the major cause of hepato-

cellular carcinoma worldwide. Progression of liver disease seems to

be adversely affected by viral strain characteristics, such as genotype,

precore and basal core promoter (BCP) mutation. The aim of the

present study was to compare the frequency of precore (G1896A) and

BCP mutations (A1762T/G1764A) between asymptomatic carriers of

Hepatitis B Virus and chronic Hepatitis B Virus infected patients with

cirrhosis. Thirty-six Tunisian patients with chronic Hepatitis B Virus

infection were investigated: 18 were asymptomatic carriers and 18

presented with cirrhosis. Precore and core-promoter mutations were

detected using PCR (Polymerase Chain Reaction)-RFLP (Restriction
Fragment Length Polymorphism) and PCR-sequencing methodology.

The comparison between asymptomatic carriers and patients with

cirrhosis showed a higher prevalence of precore (100 % vs. 83 %)

and core-promoter mutations (44.4 % vs. 33.3 %) in patients with

cirrhosis. Nevertheless, these differences remained not significant

statistically (P [ 0.05). The pathogenesis of hepatitis B infections is

not completely understood. The present study supports the idea that

patients with precore and BCP mutations seem to carry an increased

risk for developing cirrhosis and hepatocellular carcinoma indepen-

dently of viral load. Further studies are needed to definitely elucidate

such a hypothesis.
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An occult hepatitis B-derived hepatoma cell line carrying
persistent nuclear viral DNA and permissive for exogenous
hepatitis B virus infection

Chih-Lang Lin1, Rong-Nan Chien2, Shi-Ming Lin1, Po-Yuan Ke3,
Chen-Chun Lin1, Chau-Ting Yeh1

1Chang Gung Memorial Hospital, Taoyuan, 2Keelung Chang Gung

Memorial Hospital, Kee-Lung, 3Chang Gung University, Taoyuan,

Taiwan, R.O.C.

Occult hepatitis B virus (HBV) infection is defined as persistence of

HBV DNA in liver tissues, with or without detectability of HBV

DNA in the serum, in individuals with negative serum HBV surface

antigen (HBsAg). Despite accumulating evidence suggesting its

important clinical roles, the molecular and virological basis of

occult hepatitis B remains unclear. In an attempt to establish new

hepatoma cell lines, we achieved a new cell line derived from a

hepatoma patient with chronic hepatitis C virus (HCV) and occult

HBV infection. Characterization of this cell line revealed previously

unrecognized properties. Two novel human hepatoma cell lines were

established. Hep-Y1 was derived from a male hepatoma patient

negative for HCV and HBV infection. Hep-Y2 was derived from a

female hepatoma patient suffering from chronic HCV and occult

HBV infection. Morphological, cytogenetic and functional studies

were performed. Permissiveness to HBV infection was assessed.

Both cell lines showed typical hepatocyte-like morphology under

phase-contrast and electron microscopy and expressed alpha-feto-

protein, albumin, transferrin, and aldolase B. Cytogenetic analysis

revealed extensive chromosomal anomalies. An extrachromosomal

form of HBV DNA persisted in the nuclear fraction of Hep-Y2

cells, while no HBsAg was detected in the medium. Both cell lines

were permissive for exogenous HBV infection with transient ele-

vation of the replication intermediates in the cytosol with detectable

viral antigens by immunofluorescence analysis. In conclusions, we

established two new hepatoma cell lines including one from occult

HBV infection (Hep-Y2). Both cell lines were permissive for HBV

infection. Additionally, Hep-Y2 cells carried persistent extrachro-

mosomal HBV DNA in the nuclei. This cell line could serve as a

useful tool to establish the molecular and virological basis of occult

HBV infection.
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Prevalence of hepatitis B and C among students of health colleges
in Saudi Arabia

Abdulrahman S. Al-ajlan

Riyadh College of Health Sciences-Clinical Biochemistry, University

King Saud Uni, Riyadh, Saudi Arabia

Background: The objective of this study was to see the prevalence of

hepatitis B and C markers HbsAg and anti-HCV among the students

admitted in the health colleges and institutes of Saudi Arabia.

Methods: Our study is a retrospective study where the data of virology

screening of newly admitted students to various male and female col-

leges were collected from the student’s files. Students of 12 male and 17

female colleges numbering 16560 (9852 males and 6718 female) were

included in the present study. The mean age of students was 21 years.

They were divided in two study groups of 18–21 and 22–30. Records

were also retrieved about their rural or urban background.

Results: We found that 0.17 % males and 0.78 females in the 18–21

and 0.39 and 0.89 in the 22–30 age groups tested positive for HbsAg.

The prevalence of anti-HCV was much lower; 0.03 % in males and

0.066 % in females in 18–21 and 0.30 and 0.40 in the 22–30 groups.

There was a strong relationship between the age, rural or urban

background and the positivity of HbsAg and anti-HCV (CI 95,

P \ 0.005).

Conclusions: It is concluded that the prevalence of hepatitis B and C is

on the decline in the younger generation of Saudi Arabia. To asses the

efficacy of the hepatitis B vaccination, testing of anti-Hbs should also be

included in the screening profile of all the newly admitted students.

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S165

123



Topic: 8.a Basic Science

Absno: 2781

The comparative study on the regulation of apoptosis by hepatitis
B virus X protein between B and C genotype
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Yue Ming2
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SUN Yat-sen University, 2Department of Infectious Diseases, Panyu

Central Hospital, Guangzhou, China

Objective: To investigate the apoptosis regulation on hepatoma cells

by HBx between genotype B and C.

Methods: Genotype B and C HBx gene fragments were amplified and

inserted into green fluorescent protein (GFP) eukaryotic expression

vector pEGFP-C1 to construct recombinant pGFP-XB and pGFP-XC.

The pEGFP-C1, pGFP-XB and pGFP-XC were introduced into Bel-

7402 cells by Fugene HD to obtain Bel-7402 cells expressing GFP.

The transcription and expression of HBx gene were demonstrated by

RT-PCR and Western-blot analysis. Bel-7402, Bel-7402/GFP, Bel-

7402/GFP-XB, Bel-7402/GFP-XC cells were treated with adriamycin

(2.5 lg/ml), and the apoptosis of the cells was determined by trypan

blue exclusion, and flow cytometry analysis.

Results: RT-PCR and Western-blot analysis showed that HBx genes

of genotypes B and C were transcribed and expressed in Bel-7402/

GFP-XB, Bel-7402/GFP-XC cells. Trypan blue exclusion showed

adriamycin induced time-dependent cell death in Bel-7402, Bel-7402/

GFP cells while no significant cell death was observed in Bel-7402/

GFP-XB, Bel-7402/GFP-XC cells. Flow cytometry analysis indicated

that no significant differences of apoptosis rates of Bel-7402/GFP-XB

(3.87 %) and of Bel7402/GFP-XC (4.01 %) were observed

(P [ 0.05). Moreover, no significant differences of Bel-7402/GFP-

XB (3.87 %), Bel7402/GFP-XC (4.01 %) and of the untreated cells.

Apoptosis rates in Bel-7402/GFP-XB (3.87 %), Bel-7402/GFP-XC

(4.01 %) cells were significantly lower than those in Bel-7402

(27.05 %) and Bel-7402/GFP (29.14 %) cells at 48 h after the adri-

amycin treatment (P \ 0.01).

Conclusions: Bel-7402 cell lines expressing GFP, GFP-XB and GFP-

XC fusion proteins were successfully established. HBV X protein

blocks adriamycin-induced apoptosis of Bel-7402 cells. There is no

difference between HBx of genotype B and C in inhibiting apoptosis

induced by adriamycin.
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Different expression of HBV X protein and their effects on cell
apoptosis under the control of different promoter
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Objective: To observe difference in the amount of HBV X gene

expression by constructing different HBV X gene expression-plas-

mids under the control of different promoters, and further study their

different role in terms of apoptosis regulation on liver cancer cell line

HepG2 when transiently transfected into the cells.

Methods: pCMVX, pEPX1.2, pEPX*7, pPX were constructed. After

identifying by colony PCR and sequencing, these recombinant

plasmids and control vector pGEM-7zf (+) were transiently trans-

fected into HepG2 cells using Fugene HD. The transcription and

expression of HBV X gene were demonstrated by RT-PCR and

Western blot analysis. Effects of HBV X protein on cell growth in

HepG2 cells were evaluated by MTT method in 6 consecutive days

after transfection, 48 h after transfection by flow cytometry to detect

the cell apoptosis rate and were detected five times, all data are

paired t test analysis. Apoptosis of the cells was determined by flow

cytometry analysis 48 h after transfection, each experiment was

repeat 5 times. Datas obtained were calculated by the paired-sam-

ples t test.

Results: The expression level among groups were significantly dif-

ferent with HepG2/pCMVX [ HepG2/pEPX1.2, HepG2/pEPX*7

[ HepG2/pPX (p \ 0.05). The expression of HBV X protein was

detected only in HepG2/pCMVX cells by Western blot. Flow cytometry

showed after transfection for 48 h the apoptotic rates of HepG2/

pCMVX, HepG2/pEPX1.2, HepG2/pEPX* 7, HepG2/pPX, HepG2/

pGEM-7zf(+) and HepG2 cells were 23.440 ± 0.017 %, 10.260 ±

0.009 %, 5.120 ± 0.567 %, 7.220 ± 0.716 %, 5.020 ± 0.409 %,

4.520 ± 0.377 % respectively. HepG2/pCMVX, HepG2/pEPX1.2,

HepG2/pPX had more apoptotic cells than HepG2/pGEM-7zf (+)

(p \ 0.05).

Conclusions: HBV X protein expression is under the regulation of

different promoters, its role in promoting apoptosis is significantly

different, HBV X protein can promote apoptosis and its effect is dose

correlated.

Topic: 8.a Basic Science

Absno: 2798

Intrahepatic immune effectors involved in acute hepatitis B virus
infection
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In order to define the immune mechanisms for viral clearance during

hepatitis B virus (HBV) infection, we examined a series of intrahepatic

immune cells by using the mouse that were hydrodynamically trans-

fected with a plasmid containing a supergenomic HBV1.3-length

transgene, which was a model for acute HBV infection. The HBV DNA

and HBsAg persisted 7 days in the transfected mice. Generally, the

frequency of CD8+ T cells but not the CD4+ T cells, B cells, CD11c+

DCs and CD11b+ macrophages was increased in the liver of transfected

mice. We further found that the expression of PD1 and ICOS in the

intrahepatic CD4+ T cells and CD4+CXCR5+ Tfh cells were decreased

during the acute HBV infection. The expression of PDL1, ICOSL and

IL21R in CD19+ B cells were also decreased. We also found that the

expression level of chemokine receptors CXCR3 in CD8+ T cells and

CXCR5 in CD4+ T cells from the liver of transfected mice were ele-

vated. Our results indicated that not only the CD8+ cytotoxic T cells

(CTLs), but also the activation state and migration ability of other

immune cells, like CD4+ T cells and B cells were associated with the

disappearance of HBV during acute infection. The involvement of these

immune cells might contribute to the HBV clearance.

Topic: 8.a Basic Science

Absno: 2844

Verification of allele frequencies of HLA-DPB1 alleles in Japanese
HBV and normal individuals

S166 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Hiromi Sawai1, Nao Nishida2, Yoriko Mawatari2,
Masashi Mizokami2, Katsushi Tokunaga1

1Department of Human Genetics, Graduate School of Medicine, The

University of Tokyo, Tokyo, 2The Research Center for Hepatitis and

Immunology, National Center for Global Health and Medicine,

Chiba, Japan

Background/aims: A recent genome-wide association study (GWAS)

using Japanese chronic hepatitis B (CHB) cases and controls confirmed

that 11 SNPs in a region including HLA-DPA1 and -DPB1 were asso-

ciated with CHB (Kamatani et al. 2009). The authors genotyped HLA-

DPA1 and HLA-DPB1 alleles by direct sequencing of exon 2 and found

significant associations of CHB with HLA-DPA1*01:03, DPA1*02:02,

DPB1*04:02 and DPB1*05:01. Further case–control analyses revealed

four associated haplotypes: DPA*01:03-DPB1*04:02 and DPA1*01:
03-DPB1*04:01 showed protective effect, whereas DPA1*02:02-

DPB1*05:01 and DPA1*02:02-DPB1*03:01 showed susceptibility to

CHB. In this study, we first performed HLA genotyping of healthy

control samples in order to confirm the reported association of particular

HLA-DP alleles with CHB.

Methods: We performed a high-resolution genotyping of HLA-DPB1
alleles for 419 healthy controls. Each HLA-DPB1 allele was deter-

mined with Luminex Multi-Analyte Profiling system (xMAP;

Luminex, Austin, TX) by HLA LABORATORY (http://www.hla.

or.jp/index.html).

Results: We compared HLA allele frequencies of healthy controls

genotyped in this study with those by Kamatani et al. We found that

the frequency of HLA-DPB1*09:01 was significantly different

between our study (7.9 %) and the previous one (12.4 %) (P = 5.98

9 10-4). This might be due to qualitative differences between the two

control samples: Controls used in the previous study include patient

samples other than HBV-related diseases.

Conclusions: It is important for the HBV research to assess accurate

frequency data of HLA-DP alleles. Genotyping of CHB patients is

now in progress.
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A preliminary study for transgenic expression of HBV-specific
cytotoxic T lymphocyte receptor
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Yongming Liu3, Dongping Xu1

1Institute of Infectious Diseases/Liver Failure Medical Center,

Beijing 302 Hospital, Beijing, 2Liver Disease Department, Guilin

Third People’s Hospital, 3Guilin Medical University, Guilin, China

Background/aims: HBV-specific cytotoxic T lymphocytes (CTL)

play a key role in eliminating intracellular virus; while the mechanism

study is largely hindered by the difficulty of obtaining sufficient

amount of HBV-specific CTL from patients. The study aimed to

circumvent the obstacle by expressing T cell receptor (TCR) of HBV-

specific CTL through gene transduction.

Methods: HBsAg-derived HLA-A2-restricted epitope S335-343 was

selected as the study interest due to its relative high frequency in

Chinese patients with acute hepatitis B (AHB). S335-343-specific

CTL were induced from peripheral blood mononuclear cells of

HLA-A2 + AHB patients using the epitopic peptide, purified by

flow cytometric sorting, seeded into 96-well plate with a fixed cell

number per well, and proliferated with feeding cells under stimu-

lation of anti-CD3 + IL-12. The CTL RNA was extracted. The

encoding genes of TCR’s a and b chains were obtained using RT-

PCR, 50RACE, 30RACE, and over-lap PCR. TCR gene recombinant

retrovirus vectors were constructed. The TCR was expressed on

Jurkat cells and CD8 T cells of HLA-A2+ healthy people through

gene transduction.

Results: Two pairs of TCR Va and Vb chains, named as TCRa21b13

and TCRa15b13, were obtained from a HLA-A2+ AHB patient. The

titer of packaged recombinant retrovirus was 1.5 9 10^5-5.0 9 10^5

genome/mL. The introduced TCRs were expressed on recipient T

cell, which was evidenced by positive staining in flow cytometric

analysis of type-specific Vb chain (Vb13) and HLA-A2-epitope-

pentamer. The expression levels were 2.25 % for type-specific Vb
chain on Jurkat cells, 2.06 % for type-specific Vb chain on CD8 T

cells, and 1.12 % for HLA-A2-epitope-pentamer on CD8 T cells,

respectively. The effort to increase TCR-retrovirus titer is being made

for a higher yield of the TCR-redirected CTL.

Conclusion: HBV-specific CTL TCRa/b-encoding gene with right

pairing could be obtained from short-term-cultured CTL. The S335-

343-targeting TCR could be artificially expressed with binding

activity to its ligand.

Topic: 8.a Basic Science
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Berbrine Attenuates Nonalcoholic Steatohepatitis by Modulation
of Gut Microbiota

Yi Cao, Lei-Ming Xu, Qin Pan, Feng Shen, Guang-Yu Chen, Jian-
Gao Fan

Department of Gastroenterology, Xinhua Hospital, School of

Medicine, Shanghai JiaoTong University, Shanghai, China

Objective: To assess the effect of berberine on nonalcoholic steato-

hepatitis (NASH).

Methods: BALB/c mice, being randomized into groups of normal

control (n = 10), NASH model (n = 10) and berberine (n = 15), were

subjected to high-fat diet (NASH model and berberine groups, 2%

cholesterol, 10% lard) and normal control diet (normal control group),

respectively. Berberine was simultaneously administrated in the

berberine group for 8 weeks. Glycolipid metabolism, liver function

and hepatic pathology were investigated so as to reveal the effect of

berberine on NASH. Then mechanisms underlying berberine treat-

ment were evaluated by hepatic inflammation cytokines and

bifidobacteria, lactobacillus in the cecal contents.

Results: Compared to the group with experimental NASH, berberine-

treated rats experienced significant decrease in body weight, fasting

blood glucose (FBG), serum insulin level and homeostasis model

assessment (HOMA-IR). Expression of inflammation cytokines,

including CD14, IL-6, IL-1 and TNF-a, were also reduced in liver.

Normalization of serum alanine transaminase (ALT) activity and

hepatic inflammation resultantly demonstrated the attenuation of

NASH. Restoration of gut microbiota, especially the increase of bif-
idobacteria, was detected after berberine administration.

Conclusion: Berberine treatment alleviates NASH and its predis-

posing factors. Regulation of gut microbiota may underlie its effect

against liver inflammation.
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The value of early diagnosis of serum procalcitonin in the patients
with chronic severe hepatitis B complicated by bacterial infection
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University, Wuhan, China

Objective: To investigate the value of early diagnosis of serum

procalcitonin (PCT) in the patients with chronic severe hepatitis B

complicated by bacterial infection.

Methods: Sixty-seven patients with chronic severe hepatitis B were

selected as research subjects, 42 cases of which were diagnosed

clinically with chronic severe hepatitis B complicated by bacterial

infection in clinical. The serum PCT value was detected by enzyme-

linked fluorescent assay (ELFA) and CRP value was detected by

immunity-turbidity methods in all of the patients.

Results: The positive rate of PCT in the patients of bacterial

infection group was significantly higher than non-bacterial infection

group (93.02 % vs. 20.83 %, P \ 0.01), while there was no sig-

nificant difference in the positive rate of CRP between the patients

of bacterial infection group and non-bacterial infection group

(86.05 % vs. 66.67 %, P [ 0.05). The positive rate of PCT was

100 % in 29 cases of the bacterial infection group before the anti-

infection treatment, but the positive rate of PCT was significantly

decreased to 13.79 % (4/29) after infection controlled by antibiotic

treatment (P \ 0.01).

Conclusion: Serum PCT detection has a significant value in the early

diagnosis of chronic severe hepatitis B complicated by bacterial

infection.

Topic: 8.b Clinical
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Efficacy and safety of telbivudine therapy in liver failure patients
with chronic hepatitis B virus infection

Luwen Wang, Hui Chen, Cheng Fan, Zuojiong Gong

Department of Infectious Diseases, Renmin Hospital of Wuhan

University, Wuhan, China

Objective: This study aimed to explore the short-term efficacy and

safety of telbivudine therapy in liver failure patients with chronic

hepatitis B virus (HBV) infection compared with lamivudine.

Methods: The data of 38 liver failure patients with chronic HBV

infection were collected retrospectively and randomly. All patients

were received the comprehensive treatments, while 20 patients were

treated with telbivudine additionally, and the remaining 18 patients

were treated with lamivudine additionally. The serum levels of HBV

DNA, alanine aminotransferase (ALT), total bilirubin (T-Bil), pro-

thrombin activity (PTA) and creatine kinase (CK) were determined

every 7 days for 8 weeks. The changes of patients’ symptoms and

signs, adverse effects of telbivudine and lamivudine were also

observed everyday.

Results: The serum HBV DNA levels in the patients with telbivu-

dine treatment or with lamivudine treatment were both decline

gradually form the 2nd week, but HBV DNA levels in telbivudine

group went down to the lower limit of detection (\5 9 102 copies/ml)

after the 5th week, which was faster than lamivudine group. More-

over, with a faster decrease of HBV DNA, the T-Bil and PTA of the

patients with telbivudine treatment showed a more significant

improvement than the patients with lamivudine treatment from the

start of the 5th week. All patients had good tolerance to telbivudine or

lamivudine treatment without obvious drug adverse effects. More-

over, the patients with telbivudine treatment were not observed serum

CK elevation and myopathic symptoms in the 8-week treatment

period.

Conclusion: Telbivudine treatment is more conducive to improving the

condition of the liver failure patients with chronic HBV infection and

restores the patients’ liver function in the short-term by suppressing

HBV replication rapidly compared with lamivudine treatment.

Topic: 8.b Clinical
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An analysis on antibiotics in hepatitis B patients
with acute-on-chronic liver failure
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Guangzhou, 2Pengpai Memorial Hospital, Shanwei, China

Objective: To probe into the use rate and rationality of antibiotic in

patients with acute-on-chronic hepatitis B liver failure (ACHBLF), so

as to enhance the use control of this kind of drug.

Methods: A retrospective survey was made on 206 patients with

ACHBLF hospitalized during Jan. 2009 to Dec. 2009.

Result: Antibiotic use rate was 98.1 % in the 206 patients with

ACHBLF, of the percentile 81.2 % belonged to therapeutic use

(nonhospital infection 57.6 % and hospital infection 23.2 %), and

26.7 % belonged to preventive use. All in all, specimen-detected rate

was 56.3 %, with a bacteria-positive rate 29.6 %; drug use according

to the sensitization tests accounted for 16.6 %. The irrational uses

included too long-term use of antibiotics, failing to timely degrade or

deactivate antibiotics after infection control, without adjustment of

antibiotic regimens according to drug sensitivity results timely, some

cases without clear indication to any antibiotics or even without any

records for medication aim. The effective curative rate was 55, while

secondary fungus infection occurred in 32 cases (19.5 %).

Conclusion: Lots of irrational uses of antibiotic drugs remained in

clinics, there must be enhanced a control for the antibiotic use.

Topic: 8.b Clinical

Absno: 14

The clinical characteristics of hospital fungal infection and its
relationship with the prognosis of patients with acute-on-chronic
liver failure

Wu Zhebin, Zheng Yubao, Liu Jing, Mo Zhishuo, Lin
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Sun Yat-sen University, Guangzhou, China

Objective: To study the characteristics and the impact of secondary

infection on the prognosis in patients with acute-on-chronic hepatitis

B liver failure (ACHBLF).

Methods: Clinical characteristics and laboratory findings were

investigated in 206 patients with ACHBLF hospitalized during Jan.

2009 to Dec. 2009 retrospectively. Logistic Regression was used to

analyse relevant factors of infection.

Result: In 206 cases of ACHBLF, there were 38 cases (18.40 %)

complicated by fungal infection. Intestinal infection, upper respira-

tory tract infection and pneumonia were the dominant of infection.

The rates of infection were higher in patients with levels of albumin in

serum B30 g/L, prothrombin time [28 s, long-term broad-spectrum

antibiotics and complicated with one or more other complications

such as hepatoencephalopathy, hepatorenal syndrome, gastrointestinal

bleeding and etc. The fatality rates were 81.58 % (31/38) and

56.55 % (95/168, v2 = 10.9, P \ 0.05) respectively in patients with
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or without bacterial and fungal infection. In 38 cases with fungal

infection there were 28 patients complicated with one or more com-

plications, the rate was 73.7 % (28/38), and the rate was 45.2 % (76/

168, v2 = 10.32, P \ 0.05) in the patients without fungal infection.

Conclusion: The rate of fungal infection in the patients with ACH-

BLF is high, relevant to severity of illness and the course of broad-

spectrum antibiotics. Secondary infection was responsible for the

poor prognosis of ACHBLF.
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Absno: 20

Ontreatment HbsAg kinetics with newer combination therapy
in genotype D, envelope antigen negative chronic hepatitis
B—interim analysis

Vadamalainathan Govindasamy, Mohanprasad
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Background and aims: HBsAg levels appear to correlate with

transcriptionally active cccDNA and HBsAg seroclearance is con-

sidered to be the closest to cure in Chronic Hepatitis B and is also

associated with a favourable longterm outcome. Aim of present study

is to assess HBsAg kinetics including HBsAg loss in two combination

therapies in HBeAg negative CHB.

Methods: Twenty consecutive patients with HBeAg negative,

Genotype D CHB were randomized to two arms. Patients in Arm

A received PEG Interferon alpha-2b 1.5 mcg/kgbw S/c once

weekly along with oral Tenofovir 300 mg per day for 48 weeks

followed by Tenofovir alone for another 96 weeks. Patients in Arm

B received a combination of Telbivudine 600 mg with Tenofovir

300 mg per day for 144 weeks. Quantification of HBsAg and HBV

DNA were performed at baseline and six monthly intervals till

144th Week.

Results: Baseline characteristics were comparable in both the arms.

After 48 weeks of treatment, ten patients (100 %) in Arm A had

undetectable HBV DNA compared to nine pts (90 %) in Arm B. ALT

normalization was achieved in 10/10 patients in arm A vs. 7/10 pts in

Arm B. Mean HBsAg decline from baseline was higher in Arm A

than Arm B (1.85 vs. 0.64, p = 0.000). No Serious adverse events

were noted in either of the groups.

Conclusion: On therapy Decline in HBsAg levels was highest in

Interferon therapy arm than Nucleoside analogs arm reinforcing the fact

that HBsAg decline is effected more by immune modulation than

antiviral effect. The combination of Tenofovir with Peg Interferon has

shown greater efficacy in terms of HBV DNA negativity, ALT nor-

malisation as well as reduction in HBsAg levels. However the

translation of these positive findings into sustained viral response and

HBsAg loss needs to be seen since this is only an interim data.

Topic: 8.b Clinical
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S-Collate Cohort Study: early on-treatment HBsAg decline
in ‘real life’ predicts HBsAg clearance post-treatment
in peginterferon alfa-2a (40KD)-treated HBeAg-negative patients
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Romania, 9F. Hoffmann-La Roche, Basel, Switzerland, 10IST GmbH,
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Hamburg, Hamburg, Germany

Background: S-Collate is a multinational, prospective, observational

cohort study investigating on-treatment predictors of hepatitis B

surface antigen (HBsAg) clearance in peginterferon alfa-2a

(Peg-IFNa-2a) (40KD)-treated chronic hepatitis B patients. Of 1802

Peg-IFNa-2a-treated patients, 890 were hepatitis B e antigen

(HBeAg)-negative. This analysis reports outcomes 6 months post-

treatment in HBeAg-negative patients.

Methods: Patients treated with Peg-IFNa-2a for a maximum of

1 year were included in the analysis (N = 786). Response rates were

calculated using available measurements at 6 months post-treatment.

Results: Mean age was 38.3 years, 34 % were Asian, 63 % Cauca-

sian and 73 % male. The majority were hepatitis D virus-negative

(94 %). Six months post-treatment, response rates for hepatitis B

virus (HBV) DNA \2000 IU/mL, HBV DNA \ 80 IU/mL and

HBsAg clearance were 60 % (324/539), 33 % (164/498) and 6 % (27/

452), respectively. A [1 log10 decline in HBsAg from baseline to

week 24 was associated with a higher rate of post-treatment response

than a B1 log10 decline (Table 1). A C10 % (vs. \10 %) HBsAg

decline from baseline to week 24 was associated with a higher HBsAg

clearance rate only. Broadly similar patterns were observed for

HBsAg decline from baseline to week 12. Rates of adverse and

serious adverse events were in line with previous studies, with 5 % of

treatment withdrawals due to adverse events. Conclusions Peg-IFNa-

2a was efficacious and well-tolerated in a ‘real-life’ cohort of HBeAg-

negative patients treated for up to 1 year. Early and robust HBsAg

decline from baseline was associated with post-treatment response,

supporting findings from the phase III study.
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Loss and seroconversion of hepatitis B surface antigen
after vaccine therapy in chronic hepatitis B patients treated
with nucleoside/nucleotide analogues

Table 1 HBeAg-negative table

Response variable at 6 months

post-treatment

C1 log10 vs. \ 1 log10 decline in HBsAg

from baseline to week 24

C10 % vs. \ 10 % decline in

HBsAg from baseline to week 24

[1 log10 n/N

(%)

B1 log10 n/N

(%)

p value C10 % n/N

(%)

\10 % n/N

(%)

p value

HBV DNA \ 2000 IU/mL
26/31 (84) 101/171 (59) 0.0085 75/120 (63) 52/82 (63) 1.0000

HBV DNA \ 80 IU/mL
20/31 (65) 53/168 (32) 0.0009 44/118 (37) 29/81 (36) 0.8816

HBsAg clearance
11/32 (34) 0/166 (0) \0.0001 11/123 (9) 0/75 (0) 0.0075

n = patients with response

N = patients with measurements at 6 months post-treatment; N numbers vary depending on data availability and how

data are reported
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HBsAg to anti-HBs seroconversion represents the definitive virolog-

ical end-point of treatment in patients with chronic HBV infection.

Unfortunately this event rarely occurs even after several years of

therapy. AIM of this pilot study was to assess whether vaccine

immunotherapy may induce HBsAg loss and anti-HBs seroconversion

in chronic hepatitis B patients treated with nucleoside/nucleotide

analogues (NA).

Methods: Among 113 HBeAg-negative adult patients on NA

monotherapy for longer than 12 months, all with HBV DNA lev-

els [2000 IU/mL and HBsAg levels [1500 IU/mL before starting

treatment, 10 consecutive patients with normal ALT values,

undetectable HBV DNA levels (\25 IU/mL) and HBsAg lev-

els \250 IU/mL were selected. Five patients were randomly assigned to

receive HBV vaccine therapy: 3 doses, one month apart, of 40 mcg yeast-

derived recombinant hepatitis B vaccine (HBVAXPro, Sanofi Pasteur

MSD), while 5 patients continued NA therapy without vaccination.

HBsAg and HBV DNA status was assessed 6 months afterwards.

Results: Characteristics of the 10 patients: HBV genotype = A/D:

2/8. NA therapy: Lamivudine (2), Adefovir (4), Telbivudine (4),

median treatment duration: 19 months, median HBsAg level:

48.3 IU/mL. Treatment duration and HBsAg levels were comparable

between the two groups. Six months after the third dose of HBV

vaccine, HBsAg loss occurred in 2/5 patients and HBsAg to Anti-HBs

seroconversion in 1/5 patient. No HBsAg loss and/or seroconversion

was observed in the 5 control patients. HBV DNA remained unde-

tectable in 9/10 patients.

Conclusions: This pilot, proof-of-concept study indicates that in

HBeAg-negative patients with chronic HBV infection, who experi-

ence a complete virological response and a significant decline in

HBsAg levels during NA treatment, HBV vaccine therapy may

enhance HBsAg loss and anti-HBs seroconversion.
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Status of HBV infection and vaccination among health care
workers in a public general hospital : a retrospective cohort study

Yu-Bao Zheng, Chao-Shuang Lin, Ze-Bin Wu, Yu-Jie Su,
Yu-Rong Gu, Yu-Tian Chong, Zhi-Liang Gao

The Third Affiliated Hospital, Sun Yat-sen University, GuangZhou,

China

Backgrounds: Health-care workers (HCW) exposed to blood and

other body fluids contaminated with HBV during their work. So they

may be at risk of infection with hepatitis B viruses (HBV). This study

was to investigate the vaccination inoculating status and antibody

results of hepatitis B vaccine in HCW, and to determine the sero-

protection of vaccination in different departments of HCW.

Methods: A survey carried out among HCW working in a Public

General Hospital. The status of HCW vaccinated against hepatitis B

were investigated retrospectively from 1988 to 2008. Blood samples

took and tested for hepatitis B surface antigen (HBsAg) and antibody

(anti-HBs).

Results: The rate of HBsAg carriers is 6.13% (87/1420). HCW in the

internal medicine had the lowest vaccination rate(39.5%), followed

by emergency (42.0%). The vaccination rate of HCW in the depart-

ment of infectious disease was 57.8%. Status of antibody produced by

natural infection and vaccination showed that HCW in the department

of infectious diseases (88.2%) had the highest positive rate of anti-

body produced by natural infection (Table A)

Conclusion: The rate of hepatitis B vaccination in HCW is low in the

Public General Hospital. So making up vaccination should be carried

immediately out to increase the inoculation of hepatitis B vaccine

among health care workers in the Public General Hospital.

Topic: 8.b Clinical

Absno: 86

Dynamic change of HBsAg in patients with chronic hepatitis B
during natural recovery course and short-term antivirus
treatment process

Jing Liu, Yuan-Kai Wu, Xiang Zhu, Zhen Xu, Shao-Quan Zhang,
Wei-Min Ke

Department of Infectious Disease, The Third Affiliated Hospital of

Sun Yat-sen University, Guangzhou, China

Objective: We aim to investigate the dynamic change of HBsAg

quantitation in patients with acute exacerbated chronic hepatitis B

during natural recovery course and short-term antivirus treatment

process.

Table (A) Status of hepatitis B vaccination in HCW. *p \ 0.05 vs

other age stages, anti-HBs levels and departments; **p \ 0.05 vs

other professions (B) Status of antibody produced by natural infection

versus vaccination
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Methods: The patients with chronic hepatitis B were divided into

Group A (n = 19, with Enticavir antivirus therapy) and Group

B(n = 16, without any antivirus therapy). MELD scores were cal-

culated and HBsAg levels, HBV DNA loads were detected right after

admission, at worst-condition stage and before discharge. To compare

MELD scores, HBV DNA loads and HBsAg levels on different time

between these two groups, respectively. And pairwise comparisons

were made in these two groups separately.

Results: There were no statistical difference of MELD scores, HBV

DNA loads and HBsAg levels between group A and B(t = 0.061

* 1.538, all P [ 0.05) except that HBV DNA load at worst-condition

stage and before discharge in group A were higher than that in group

B(t = 2.119 * 3.117, all P \ 0.05). In group A, MELD scores

baseline and that at worst-condition stagewere higher than that before

discharge(all P = 0.000), but there were no statistic differences be-

tweenbaseline and worst-condition stage (P = 1.000); HBV DNA

load decreased gradually from baseline to worst-condition stage and

to hospital discharge(all P \ 0.05); There were no statistical differ-

ences of pairwise comparisons of HBsAg levels on different time(all

P [ 0.05). In group B, the results of pairwise comparisons of MELD

scores on different time were same to group A; HBV DNA baseline

and that at worst-condition were higher than that before discharge(all

P \ 0.05), but there were no statistic differences between baseline

and at worst-condition stage(P = 1.000); the results of pairwise

comparisons of HBsAg levels on different time were same to

group A.

Conclusions: There is no change of HBsAg level during natural

recovery process after acute attack. Short-time antivirus treatment

have no influence on HBsAg level.
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HBsAg and it’s correlation with HBV DNA and MELD score
in chronic hepatitis B patients given Enticavir with different
outcome

Jing Liu, Yuan-Kai Wu, Zhi-Shuo Mo, Zhe-Bin Wu, Zi-Ying Lei,
Zhi-Liang Gao

Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: We aim to observe HBsAg level in CHB patients on

different time after Enticavir antivirus therapy with different out-

come, and analysis correlation between HBsAg level and HBV DNA

load, Model for end-stage liver disease (MELD) score.

Methods: 51 CHB patients were hospitalized with Enticavir antivirus

therapy. When discharged, 19 patients’ condition improved (Group

A), 32 other patients died from liver failure (Group B). MELD scores

were calculated and HBsAg levels, HBV DNA loads were detected

right after admission (baseline) and at worst-condition stage. To

compare HBsAg levels, HBV DNA loads and MELD scores on dif-

ferent time between these two groups, respectively. To analysis

correlation among these three items on different time in Group A or

Group B, respectively.

Results: HBsAg levels baseline and at worst-condition stage are

(3.63 ± 0.44) log10COI and (3.82 ± 0.18) log10COI in Group A vs

(3.39 ± 0.66) log10COI and (3.48 ± 0.23) log10COI in Group B.

HBV DNA loads baseline and at worst-condition stage are

(5.83 ± 1.61) log10IU/ml and (4.20 ± 0.77) log10IU/ml in Group A

vs (5.92 ± 1.74) log10IU/ml and (4.05 ± 1.59) log10IU/ml in Group

B. There were no statistic differences of HBsAg levels and HBV

DNA loads baseline and at worst-condition stage between group A

and B (t = -1.575 * 0.184, all P[0.05). MELD scores baseline and

at worst-condition stage in group A (17.20 ± 5.46 and 18.07 ± 5.60)

were lower than that in group B (21.14 ± 5.36 and 34.20 ± 5.73),

respectively(t = 2.509 * 9.801, P = 0.000 * 0.017). Correlation

analysis showed that whether in Group A or Group B, HBsAg levels

were not relevant to HBV DNA loads and MELD scores on different

time (r = 0.01 * 0.366, all P[0.05).

Conclusions: There is no change of HBsAg level in CHB patients

with short-time Enticavir antivirus therapy whether their condition

improved or not. HBsAg level is not relevant to HBV DNA loads or

pathogenetic condition.
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Comparison of liver histopathology between HBeAg-positive
and HBeAg-negative chronic hepatitis B patients with mildly
elevated ALT
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Hospital Attached with Shanghai Chinese Medicine University,
4Shuguang Hospital affiliated to Shanghai University of Traditional

Chinese Medicine, Shanghai, China

Objective: To study the histopathological features of chronic hepa-

titis B (CHB) with mildly elevated ALT(1 9 ULN£ALT£2 9 ULN).

Methods: 516 CHB patients with mildly elevated ALT were enrolled

in this study, and they were categorized into HBeAg(+) group and

HBeAg(-) group, and the results of serology and liver biopsy were

analyzed.

Results: (1) Compared with HBeAg(+) group, serum HBV-DNA and

HBsAg levels were significantly decreased and a2- macroglobulin

level was significantly increased in HBeAg(-) group (P \ 0.001,

P \ 0.01).(2)There were no significant differences in liver inflam-

mation grade and fibrosis stage between HBeAg( + )group and

HBeAg (-) group(P [ 0.05) . (3)Serum HBVDNA level was posi-

tively correlated with liver inflammation grade and fibrosis stage

(r = 0.248, r = 0. 277, P \ 0.05) in HBeAg(-)group. (4) Serum

HBsAg level was negatively correlated with liver inflammation grade

and fibrosis stage(r = -0.239, r = -0.224, P \ 0.001)and serum

HBeAg level was negatively correlated with liver inflammation grade

and fibrosis stage(r = -0.278,r = -0.272,P \ 0.001)in HBeAg (+)

group. (5) Serum HA level was positively correlated with liver

inflammation grade and fibrosis stage (r = 0.270, r = 0.228,

P \ 0.001)and serum a2- macroglobulin level was positively corre-

lated with liver inflammation grade and fibrosis stage (r = 0.170,

r = 0.131, P \ 0.05)in HBeAg (+) group.

Conclusion: In HBeAg(+) patients, serum HBsAg and HBeAg levels

were negatively correlated with liver pathology stage, and serum HA

anda2- macroglobulin levels were positively correlated with liver

pathology stage. In HBeAg (-) patients, serum HBV-DNA level was

positively correlated with liver pathology stage.
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HBeAg negative chronic hepatitis B patients with high viral load
have severer liver fibrosis than those with low viral load
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Huang Zhanlian, Gao Zhiliang

Deparment of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To retrospectively analyze the characteristics of the HBV

DNA loads and liver histopathology between HBeAg positive and

HBeAg negative chronic hepatitis B(CHB) patients.

Methods: 154 HBeAg positive CHB Patients and 127 HBeAg negative

ones diagnosed by liver biopsy pathology were analyzed in this study.

Patients, ages, the grades of liver inflammation (G), the stages of liver

fibrosis (S) and serum HBV DNA load were evaluated.

Results: The HBV DNA loads of HBeAg positive and HBeAg negative

chronic hepatitis B(CHB) patients were (5.48 ± 0.62) log copies/ml

and(7.52 ± 0.46) log copies/ml respectively, between which there was

a significant diference(t = 15.1, P \ 0.001). There were 134 HBeAg

positive CHB patients(87.01%) and 108 HBeAg-negative ones

(85.04%) with liver inflammatory grade C G2, the two groups was no

significant difference (P [ 0.05). There were 42 HBeAg positive CHB

patients(27.27%) and 16 HBeAg-negative ones(12.60%)with liver

inflammation grade G4, difference was statistically significant

(P \ 0.05). There was no statistical significant difference between two

groups in fibrosis stage(P [ 0.05); HBeAg positive chronic hepatitis B

patients has a higher incidence of severe inflammation than HBeAg-

negative chronic hepatitis B hepatitis patients (P \ 0.05). In HBeAg

negative chronic hepatitis B patients with high viral load(HBV DNA

levels C 105 copies/ml), liver fibrosis is severer than that of HBeAg

positive CHB patients and HBeAg negative CHB patients with low viral

load(HBV DNA levels \ 105 copies/mL) (P \ 0.05).

Conclusion: HBeAg positive chronic hepatitis B patients has a higher

incidence of severe inflammation than HBeAg-negative chronic

hepatitis B hepatitis patients; HBeAg-negative (HBV DNA lev-

els C 105 copies/ mI) of chronic hepatitis B patients with severer

fibrosis or cirrhosis incidence compared with HBeAg positive chronic

hepatitis B and HBeAg-negative chronic hepatitis B patients (HBV

DNA levels \ 105 copies /mI).
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Correlation of HBs Ag level and HBV DNA viral load in Thai
patients with chronic hepatitis B

Chatchawan Wongjitrat

Internal Medicine, Srinakharinwirot University, Ongkarak, Thailand

Introduction: HBV DNA viral load is an important investigation in

patient with chronic hepatitis B infection. HBe Ag, protein produced

by virus, correlate with viral replication. Correlation of HBs Ag level

and HBV DNA viral load is unclear and no data in Thai patients.

Objective: The purpose of this study was to evaluate the correlation

of HBs Ag level and HBV DNA viral load in Thai patients with

chronic hepatitis B.

Methods: This was a cross sectional study in 70 untreat chronic

hepatitis B patients. Overnight fasting blood samples were obtained

and HBs Ag level, HBV DNA viral load, HBe Ag, anti HBe, aspartate

aminotransferase (AST) and alanine aminotransferase (ALT)) were

measured. HBs Ag level was quantified using automated chemilu-

minescent microparticle immunoassay. HBV DNA viral load were

determined using TaqMan polymerase chain reaction.

Results: There was a significant positive correlation between HBs Ag

level and HBV DNA viral load (r = 0.7881, p-value \ 0.001). The

receiver operating characteristic (ROC) curve analysis indicated that

HBs Ag level could predict HBV DNA C 2,000 IU/mL (AUROC, 0.69

[95% confidence interval {CI} 0.57-0.82) . HBs Ag level C 1,838

IU/mL could be predicted HBV DNA viral load C 2,000 IU/mL with a

diagnostic accuracy of 67.14%, sensitivity of 62.07%, specificity of

70.73%, positive predictive value of 59.96% and negative predictive

value of 72.53%.

Conclusion: In Thai patients who chronically infected with hepatitis

B virus, HBs Ag level has positive correlation with HBV DNA viral

load and may use as a predictor of inactive chronic hepatitis B.
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Hepatitis B virus (HBV) genotypes among Saudi patients
with chronic hepatitis B infection

Fatimah Al-Tarouti1, Mona Ismail2,3, Nasreldin Elhadi4

1Molecular Diagnostic Laboratory, King Fahd Hospital of the

University, 2Department of Internal Medicine, Division of

Gastroenterology, King Fahd Hospital of the University, Al-Khobar,
3College of Medicine, University of Dammam, Dammmam,
4Department of Medical Laboratory Technology, College of Applied

Medical Sciences, University of Dammam, Dammam, Saudi Arabia

Background: Hepatitis B virus (HBV) infection is a major public

health problem in the world and genotype D accounts for 81%-85% of

all genotypes found in Saudi Arabia. Further studies are needed to

assess the role of genotype D and its impact on the progression of

liver disease. Thus, we aimed to identify common HBV genotypes in

Saudi patients with chronic Hepatitis B (CHB) infection and correlate

them with clinical outcomes.

Materials and Methods: We enrolled 68 Saudi patients with CHB

infection attending our Hepatology clinic at King Fahd Hospital of the

University (KFHU), Al-Khobar, Saudi Arabia between April and

November 2011. Patients were categorized into three groups: I.

inactive carriers; II. CHB; and III. those with advanced fibrosis or

cirrhosis. HBV genotyping was determined by INNO-LiPA method-

ology which is based on the reverse hybridization principle.

Results: Of the 68 patients, 45 (66.2 %) were male and the mean age

was 40 ± 10 years. Sixty-two (91.2 %) were HBe Ag negative. The

distributions of patients among the groups were as follows: 41/68

(60.3 %) were inactive carriers, 20/68 (29.4 %) had CHB infection

and 7/68 (10.3 %) had advanced fibrosis or cirrhosis. The most

common HBV genotype was D (90.9%), while genotype E & A were

4 (6.1%) and 2 (3%), respectively. We found no difference in

Table 1 Clinical & Virological Characteristics of all enrolled

patients distributed across the three groups

parameter Inactive

HBsAg

Carriers

(n = 41)

CHB

(n = 20)

Advance

fibrosis or

cirrhosis

(n = 7)

p value

AST (U/L) 22.10 ± 7.18 25.3 ± 15.98 38.14 ± 15.16 0.039

Platelets (k/ul) 236 ± 48.25 210 ± 58.26 167 ± 54.72 0.012

HBeAg -/+ 41/0

(100%/0%)

15/5 (75% / 25%) 6/1 (85.7% / 14.3%) 0.002

HBV DNA

level (IU/mL)

834 ± 650.73 58900000 ±

223000000

132000 ± 322000 0.001
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genotypes among the three groups. However, there were significant

differences between the groups regarding aspartate aminotranferase,

platelets count, HBV DNA viral load, HBeAg status and antiviral

therapy (p value \ 0.05). No difference was observed between the

groups in terms of age, gender, alanine transaminase, alkaline phos-

phatase, direct bilirubin, albumin, alpha fetoprotein, white blood cells

count, hemoglobin and PT/INR (Table 1).

Conclusion: The majority of our Saudi CHB patients (90.9%) had

genotype D. Due to small sample size; HBV genotype did not cor-

relate with disease outcome.
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Clinical significance of serum apoptotic cytokeratin 18 neoepitope
M30 and matrix metalloproteinase 2 levels in chronic hepatitis B
patients

Sua Sumer1, Nazlim Aktug Demir2, Servet Kölgelier3,
Ahmet Cagkan Inkaya4, Abdullah Arpaci5, Lutfi Saltuk
Demir6, Onur Ural1

1Infectious Diseases and Clinical Microbiology, Selcuk University,

Selcuklu Medicine Faculty, Konya, 2Infectious Diseases and Clinical

Microbiology, Adiyaman State Hospital, 3Infectious Diseases and

Clinical Microbiology, Adiyaman University School of Medicine,

Adiyaman, 4Internal Medicine Section of Infectious Diseases, Internal

Medicine Section of Infectious Diseases, Hacettepe University School

of Medicine, Ankara, 5Biochemistry, Adiyaman University School of

Medicine, Adiyaman, 6Public Health, Public Health Management,

Konya, Turkey

Background/Aims: The aim of this study was to determine whether

levels of CK-18 M30 and MMP-2 in the serum of patients with CHB

were associated with fibrosis.

Methods: This study included 189 chronic hepatitis B patients and 51

healthy controls admitted to Infectious Diseases Clinics of Adiyaman

State Hospital, Adiyaman 82nd year State Hospital and Adana State

Hospital between January 1st 2010 and December 31st 2010. Modi-

fied Knodell’s scoring system was used to determine the fibrosis level

in chronic hepatitis B patients. Serum is separated via centrifugation

at 5000 cycles/minute for 3 minutes. Serum samples were kept at

-80� C until essays. CK-18 M30 levels were determined with an M30-

Apoptosense ELISA assay. MMP-2 levels were determined with

ELISA assay. Mann-Whitney U test with Bonferroni correction and

Kruskal Wallis test was used to analyze association of fibrosis stages

with MMP-2 and CK-18 M30.

Results: Study group consisted of 132 (69.8%) males and 57 (30.2%)

females, and control group consisted of 25 males (49.0%) and 26 females

(51%). CK-18 M30 levels of patients were higher than values of the

control group (308 (1-762) vs. 168 (67-287) p = 0,001). Serum MMP-2

levels were found to be statistically higher in the patient group with

respect to the controls (3.0 (1.1-6.8) vs. 2.0 (1.2-3.4), p = 0.001)

Highest serum CK-18 M30 and MMP-2 levels were measured in

patients with cirrhosis. Serum apoptotic CK-18 M30 levels posi-

tively correlated with advanced age, fibrosis stage, serum ALT and

AST levels (p = 0.001, 0.033, 0.001, 0.001 respectively). Serum

MMP-2 levels positively correlated with fibrosis stage, serum ALT

and AST levels (p = 0.001, 0.001, 0.001, respectively).

Conclusions: Our study indicated that CK-18 M30 and MMP-2

levels were higher in CHB patients compared to healty controls.

and were associated with significant hepatic fibrosis especially

cirrhosis.
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Laparoscopic findings of reddish markings predict hepatocellular
carcinoma in HBeAg negative chronic hepatitis B patients

Tetsuya Yasunaka1, Fusao Ikeda1, Yasuhiro Miyake1, Akinobu
Takaki1, Shin-Ichi Fujioka2, Haruhiko Kobashi3, Kazuhide
Yamamoto1

1Okayama University Graduate School of Medicine, Dentistry and

Pharmaceutical Sciences, 2Okayama Saiseikai General Hospital,
3Okayama Red Cross General Hospital, Okayama, Japan

Background: For the patients with hepatitis B e-antigen (HBeAg)

negative chronic hepatitis B patients, several viral markers and host

immune factors have been proposed as factors predictive of hepato-

cellular carcinoma (HCC). However these factors may be changeable

in short time. Further predictors are necessary for them. Severe red-

dish markings, a laparoscopic finding of widespread parenchymal

destruction. The purpose of this study is to clarify factors predictive of

HCC development for HBeAg negative chronic hepatitis B patients.

Methods: This study was a systematic cohort analysis of 85 con-

secutive HBeAg negative chronic hepatitis B patients who underwent

laparoscopic examination for the assessment of chronic hepatitis B at

Okayama University Hospital between 1985 and 2001. Laparoscopic,

histological, and clinical characteristics were investigated as related

to HCC development.

Results: Median age of patients was 36 years old (range 13-67 years

old). During follow-up of 8.8 years (range 0-20.1 years) without

treatment of nucleoside analogues, HCC occurred in 8 male patients.

Severe reddish markings were significantly associated with high

histological activity (p = 0.025). Of 32 patient with ALT lev-

els \ 40 IU/L, 16 patients (50%) had advanced diseases with

histological activity grade 3 or 4, and 12 patients (37.5%) were with

reddish markings. Significant associations with HCC development

were shown for advanced fibrosis, severe reddish markings, the

age [ 30 years and lower platelet count (p = 0.012, 0.028, 0.028 and

0.04, respectively). The levels of viral markers, i.e. HBV DNA, HBs

antigen, and HB core related antigen, did not show significant asso-

ciations with HCC development. Multivariate analysis in proportional

hazards model revealed that HCC development was strongly associ-

ated with the age [ 30 years and severe reddish markings (p = 0.006

and 0.007, respectively).

Conclusion: Laparoscopic examination with liver biopsy would be

warranted for precise evaluation of disease progression and prediction

of HCC development.

Topic: 8.b Clinical

Absno: 160

Early horizontally-acquired chronic hepatitis B(CHB) in New-
Zealand- better prognosis compared to vertically-transmitted
CHB? Results from a 28-year longitudinal follow-up study

Tien Huey Lim1, Edward Gane1, Chris Cunningham2,
Barry Borman2, Chris Moyes3

1NZ Liver Transplant Unit, Auckland City Hospital, Auckland,
2Research Centre for Maori Health and Development, Massey

University, Wellington, 3The Hepatitis Foundation of NZ,

Whakatane, New Zealand

Background: Chronic hepatitis B(CHB) infection(genotypes B and

C) in Asians with vertical transmission is associated with increased
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risk of liver-related complications (cirrhosis,hepatocellular carci-

noma(HCC) and liver-related death).Previous studies have shown low

spontaneous hepatitis B surface-antigen(HBsAg) seroclearance

rates:0.5-1.4% annually, with a mean age of clearance of 48 years(+/-

9.6yrs). We report the 28-year follow-up data on clinical and sero-

logical outcomes in indigenous New Zealand Maori with early

horizontally-acquired HBV.

Methods: In 1984, a seroprevalence study in Kawerau identified 572

HBsAg-positive individuals who entered long-term follow-up. HBsAg-

positive individuals in this cohort were previously shown to have

increased risk of HCC and liver-related mortality. 512 are still alive in

2012 and to-date 319(62%) have been followed-up with blood tests and

Fibroscan. Cirrhosis was defined as liver stiffness measure-

ment(LSM) [ 11 kPa. Serum samples from 1984 were tested for

HBeAg,HBsAg level and HBV DNA.Cox-proportional hazards models

were used to determine independent baseline predictors of outcome.

Results: Median age at enrolment in 1984 was 17 years(1-71). 237

patients(41%) were HBeAg-positive in 1984.In 2012,only 9%

remained HBeAg-positive. Median age of HBeAg-loss was 23 years

(6-66), annual HBeAg clearance rate 3.3%. Maori ethnicity was the sole

predictor of HBeAg-loss. HBsAg-loss occurred in 33%; median age

40 years(range 4-80).Annual rate of HBsAg-loss overall was 1.25%

and was higher with increasing age(1.01% per annum for age \ 20yrs

at study entry vs 3.25% for age [ 40 years,p \ 0.0001).Older age and

lower baseline HBsAg-level were significant baseline predictors for

HBsAg-loss(p \ 0.05).On Fibroscan,11% have cirrhosis after 28 years

follow-up(annual incidence 0.4%).Baseline predictors for cirrhosis are

older age and Maori ethnicity(p \ 0.05).Baseline HBV DNA level,but

not HBsAg-level,is associated with increased risk for HCC and liver-

related mortality.

Conclusions: Early,horizontally-transmitted CHB in a young,Maori

population may be associated with better outcomes than vertically-

transmitted CHB, with high rates and earlier spontaneous HBeAg and

HBsAg-loss, and lower incidence rates of cirrhosis (0.4% vs 0.7-0.9%

in Asian studies).
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Hyaluronic acid, laminin and apri score in the assessment
of necroinflammation induced by chronic hepatitis B

Aylin Çalıca Utku1, Hadi Parsian2, Oğuz Karabay1

1Infectious Diseases, Sakarya University, Sakarya, Turkey,
2Biochemistry and Biophysics, Babol University of Medical

Sciences, Babol, Iran

Aim: In this study, we aimed to evaluate the relationship between

liver fibrosis (LF) and histological activity index (HAI) with hyalu-

ronic acid (HA), laminin (LN) and APRİ score in the chronic hepatitis

B (CHB) cases who had undergone percutaneous liver needle biopsy

(LNB).

Method: 78 CHB cases were participated in this study. All cases had

undergone liver biopsy, and according to the modified Ishak score,

HAI and LF grades were identified. The patients were grouped

according to the HAI and LF grades, and their APRI scores were

calculated. Serum HA and LN levels were also identified by ELISA

method.

Results: The patients were classified as: mild fibrosis patients

(HAI \ 2) and advanced fibrosis patients (HAI C 2); high activity

patients (HAI [ 4) and low activity patients (HAI B 4). No signifi-

cant differences were found in HA and LN between mild fibrosis

patients and advanced fibrosis patients (p = 0.986 and p = 0.784).

No significant differences were found in HA and LN between low

HAI and high HAI groups (p = 0.840 and p = 0.867). Statistically

significant difference was found between APRI score, fibrosis and

HAI groups. (p = 0.011 and p = 0.000).

Conclusion: In many country guidelines, fibrosis C 2 is an indication

for CHB treatment. Given the great number of CHB patients with

fibrosis score C 2, our results showed that HA and LN levels were not

good markers for treatment initiation and they may not be considered

as an alternative to liver biopsy in our study population However,

APRI score is compatible with the biopsy results, besides it is easy-to-

use and accessible. Surely this issue needs to clarify in a study with

big number of patients.
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Serum interferon concentration and interferon antibody levels
in chronic hepatitis B patients treated by pegylated interferon

Jianming Zheng, Guangfeng Shi, Mengqi Zhu, Mingquan Chen,
Ning Li, Qian Li, Xinyu Wang, Qi Chen, Chong Huang

Department of Infectious Diseases, Huashan Hospital, Fudan

University, Shanghai, China

Objective: The aim of this study was detecting serum interferon

concentration and interferon antibody levels in chronic hepatitis B

patients treated by pegylated interferon and its role in interferon

efficacy.

Methods: Forty-one HBeAg postive chronic hepatitis B patients were

treated with pegylated interferon a2a at a dose of 180 ug/ week, and

were detected serum interferon concentration and interferon antibody

levels at week 0, 4, 12, 24 and 48 by ELISA, and were detected serum

interferon concentration at stopping treatment 24 weeks.

Results: Serum interferon concentrations were 22.9(3.1-45.8)pg/ml,

2734(9.2-4224)pg/ml, 4025(269-4462)pg/ml, 3884(14.5-4567)pg/ml,

3978(76.9-5227)pg/ml and 62.1 (52.3-74.6)pg/ml at week 0, 4, 12, 24,

48 and stopping treatment 24 weeks. Comparing to interferon con-

centration at week 0, there was statistically significant difference at

week 4, 12, 24, 48 and stopping treatment 24 weeks(t = 9.481,

P \ 0.0001; Z = -6.862, P \ 0.0001; Z = -6.969, P \ 0.0001;

Z = -6.477, P \ 0.0001; Z = -4.204, P \ 0.0001). Comparing to

interferon concentration at week 4, there was statistically significant

difference at week 12 and 24(Z = -4.316, P \ 0.0001; Z = -3.830,

P = 0.0001). Comparing to serum interferon concentration at week

12, there was no statistically significant difference at week

24(Z = 0.367, P = 0.7136). Comparing to serum level of IFN anti-

body at week 0, there was no statistically significant difference at

week 4, 12, 24 and 48(Z = -1.035, P = 0.3007; Z = 0.101,

P = 0.9192; Z = 0.158, P = 0.8748; Z = 1.779, P = 0.0752).

Conclusions: Serum interferon concentration reached a steady con-

centration at week 12 with pegylated interferon a2a therapy, and was

still a little higher at stopping treatment 24 weeks than that at week 0.

Interferon antibody levels were no significant change at each time

point, and it had no correlation with interferon concentration at most

time in pegylated interferon a2a treatment.
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Serum HBsAg levels in treatment naive chronic hepatitis B can
differentiate between e antigen negative chronic hepatitis and low
replicators
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Background: Chronic hepatitis B is a dynamic disease which war-

rants periodic monitoring for viral reactivation with DNA levels.

Aims: To determine serum HBsAg levels in various groups of

treatment naive chronic hepatitis B (CHB) and cirrhosis and study the

correlation between this, HBeAg status and HBV DNA levels. To see

if HBsAg levels can distinguish between low replicators and e antigen

negative CHB.

Methods: 181 patients (131CHB,50 cirrhotics) were studied. HBeAg

positive CHB was classified into Immune tolerant(IT = 17) and

Immune clearance (IC = 14) based on ALTcut off 40 IU/ml. HBeAg

negative CHB were classified into Low replicators (LR, 65),E-ve

chronic hepatitis (ENH, 35) based on DNA 2000 IU/l. HBsAg titres

by Architect chemiluminescent system, Abbott, DNA loads by HBV

real-time PCR and serum ALT were compared between the groups.

Results: Median HBsAg levels were different in the subgroups of

CHB (IT- 4.14, IC-3.46, LR-3.72, ENH-4.01 log10 IU/ml,p \ .001).

In cirrhotics, HBsAg levels were the lowest (3.46 log10 IU/ml) but

DNA levels were higher than LR (3.6 Vs 2 log10 IU/ml, p \ 0.001).

Correlation between HBsAg and DNA was modest in HBeAg positive

(q 0.47, p \ 0.001) group. This group was younger (26 Vs 36

yrs,p \ 0.001) had higher DNA (7.89 Vs 2.69 log10 IU/ml,

p \ 0.001),higher HBsAg levels (4.60 Vs 3.85 log10 IU/mlp \ 0.001)

and higher ALT(39.50 Vs 26.50 IU/ml, p \ 0.01) compared to

HBeAg negative patients. In HBeAg -ve patients, HBsAg level was

useful in diagnosing ENH (AUROC : 0.629,p = 0.03) with a sensi-

tivity of 80% at 3.4 log10 IU/ml.

Conclusions: Serum HBsAg levels show modest correlation with

DNA levels in HBeAg positive patients. In HBeAg negative patients,

higher levels predict ENH status as compared to LR. This may be a

good screening test in identifying patients whose DNA levels need to

be monitored closely.
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Comparison of clinical outcomes between the antiviral-naı̈ve
patients with entecavir treatment and the patients with adfovir
add-on lamivudine combination treatment

Joo Hee Kim1, Hong Joo Kim2, Yong Kyun Cho2, Byung Ik Kim2
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Kangbook Samsung Hospital, 2Internal Medicine, Sungkyunkwan
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Background/aims: The aim of the current study is to compare the

clinical outcomes between the antiviral-naı̈ve patients with entecavir

(ETV) treatment and the patients who received adefovir (ADV) add-

on lamivudine (LVD) combination treatment.

Methods: One hundred nineteen patients who initiated the entecavir

0.5 mg once a day (n = 64) or adefovir add-on lamivudine combi-

nation treatment (n = 55) from July 2006 to July 2010 were enrolled

to the current study. Adefovir add-on lamivudine combination treat-

ment was a rescue therapy for patients who exhibited genotypic

resistance to lamivudine.

Results: There were no significant differences in baseline demographic

characteristics between the ETV and ADV add-on LVD treatment

group, except for follow-up period (months, 36.1 ± 9.0 for ETV group

vs. 48.8 ± 11.6 for ADV add-on LVD group, P \ 0.01). Biochemical

(normalization of serum ALT) and virologic (HBV-DNA undetect-

ability (\ 300 copies/ml) responses at 6 months after the initiation of

treatment) were significantly more frequent in ETV group compared to

ADV add-on LVD treatment group. However, there were no significant

differences in the frequency of treatment failure (\ 2log10 decrease in

HBV-DNA 6 months after initiation of treatment), the emergence of

viral breakthrough and genotypic resistance, the occurrence of hepa-

tocellular carcinoma, and the progression of disease between ETV and

ADV add-on LVD treatment groups.

Conclusions: The long-term clinical outcomes between the antiviral-

naı̈ve patients with ETV treatment and LVD resistant patients with

ADV add-on LVD combination treatments were comparable in terms

of the emergence of hepatocellular carcinoma and disease progression.
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Safety of discontinuation of antiviral agent during pregnancy
in women infected with hepatitis B virus

Hee Yeon Kim, Jong Young Choi, Chang Wook Kim, Jeong Won
Jang, Chung-Hwa Park, Si Hyun Bae, Seung Kew Yoon, Ho Jong
Chun, Chang Don Lee, Young Sok Lee

The Catholic University of Korea, Seoul, Republic of Korea

Background: Women who are taking antiviral agents and become

pregnant have several options that include, continuing therapy,

ceasing drugs, or switching to safer drugs. However, there are limited

data on the outcome in pregnant women after withdrawal of antiviral

agents.

Objectives: We aimed to investigate the outcome of stopping anti-

viral agents in pregnant women with chronic hepatitis B virus (HBV)

infection.

Study design: In this single-center, retrospective cohort study, 12

pregnant patients who had received antiviral therapy for HBV and

cease drugs after awareness of pregnancy between 2002 and 2010

were enrolled. We retrospectively studied virologic and biochemical

flares during pregnancy and postpartum period.

Results: Median age at pregnancy was 30.5 (range, 24–35) years,

median duration of antiviral drug before pregnancy was 15.3 (range,

3.0–131.3) months, and median HBV DNA at withdrawal of therapy

was 4.8 (range, 1.7–8.0) log10 copies/mL. Eight out of 12 patients

(66.7%) had a viral rebound after stopping antiviral drugs during

pregnancy. Severe hepatitis flares, defined as a 5-fold increase in

serum alanine aminotransferase (ALT), were observed in six patients

(50%) during pregnancy. However, most patients spontaneously

recovered without an event of hepatic decompensation. High pre-

treatment ALT was associated with severe hepatitis flares after

cessation of therapy during pregnancy. Five patients with at least

1-year treatment before pregnancy maintained low hepatitis activity

after delivery.

Conclusions: Pregnant women with high pretreatment ALT or those

treated less than one year before pregnancy have high risk of severe

hepatitis flares after cessation of antiviral agents.
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b2-glycoprotein I plasma level in hepatitis B-related liver
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Background and Aim: b2-glycoprotein I (b2GPI) is one of the most

abundant proteins in human serum and the function of b2GPI has long

been an enigma.In our study,patients with post-hepatitis B cirrho-

sis(PHBC) showed highly significant increased level of serum anti-

b2GPI antibody compared with individuals of the chronic hepatitis

B(CHB) group.The anti-b2GPI antibody was obviously higher than

other antoantibodies(such as dsDNA,SMA,RNPA) in CHB patients.

The aim of this study was to evaluate the potential association

between b2GPI plasma level and PHBC. Patients and Methods:We

studied 53 CHB patients[median(IQR)age43(33-53)years,64% males,

35.8% cirrhosis],followed up in our department of hepatology

between July 2012 and September 2012. 18 volunteers(11 males, 7

females) were healthy controls. Serum HBsAg was measured in a

TECAN analyzer and HBV-DNA by realtime fluorescence quantita-

tive PCR . Liver function and serum lipid test by HITACHI automatic

analyzer.Serum b2GPI was measured by enzyme linked immuno-

sorbent assay (ELISA) kit(serum samples 100,000 fold dilution).

Results: A very close association was noted between serum b2GPI

and albumin(ALB)(p = 0.007) and cholinesterase(CHE)(p = 0.014).

Serum b2GPI correlated positively with serum total choles-

terol(TC)(p = 0.007) and high density lipoprotein(HDL)(p = 0.019),

and negatively with HBsAg (p = 0.002),but not with HBV-DNA or

alanine aminotransferase(ALT).Patients with PHBC show signifi-

cantly decreased level of b2GPI[median(IQR)2.987(2.458-3.934)

ng/ml], compared with persons of the healthy control group[median

(IQR)4.134 (3.179-5.460)ng/ml,p=0.003],and with individuals of the

chronic HBV carrier group[median(IQR)4.106(2.882-6.139)ng/ml,

p\0.05].

Conclusions: These data suggest that there is a close association

between b2GPI plasma level and hepatitis B-related liver cirrho-

sis.Physiologically b2GPI could play a role as a survival factor in

hepatocytes.Whether b2GPI might be a useful marker for hepatitis B

related liver disease remains to be established in further studies.

Acknowledgments:This work was supported by the National Natural

Science Foundation of China (No.30971353/H0316).
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IL28B polymorphisms associated with response to treatment
with peginterferon and ribavirin in Mexicans chronically infected
with hepatitis C virus
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Introduction: With 3% of world population, infection with Hepatitis

C Virus (HCV) represents a major health problem. In 2009, it was

determined that the presence of polymorphisms in the promoter

region of the gene that encodes for interleukin-28B were highly

associated with the response in the treatment of HCV genotype 1. The

interleukin-28B is an Interferon type III, member of the family of k
interferons and is an endogenous anti-viral cytokine that controls the

replication of HCV. Single nucleotide polymorphisms (SNP) found as

predictors of sustained viral response (SVR) are rs12979860 CC and

rs8099917 TT.

Material: Consecutive patients infected with the HCV regardless of

its genotype, who presented at tertiary gastroenterology referral center

at Mexico City between June 2011 to June 2012, were enrolled. The

SNP rs12979860 and rs8099917 were diagnosed using allele specific

amplification with probes Taq man.

Results: A total of 42 patients were included of which 70% corre-

sponded to the female gender. The median age was found in

49.9 ± 10.8 years. Forty-two per cent of the total number of the pop-

ulation studied (18 patients) had SVR. The SVR was greater in the SNP

CC rs1297986 compared with TT (p0.02), and the HNS rs8099917 TT

compared with GG (p 0.04). Univariate analysis showed that rs1297986

CC (OR 16.3; CI 95 1.35-197.9) and rs8099917 TT (OR 16.3; CI 95

1.26-255.9) were significantly related with SVR.

Conclusions: The variables of polymorphisms related with SVR in

Hispanic patients have been previously described in studies derived

from IDEAL. However, this study is one of the first publications that

typify these variations in a mexican population, and the first in

demonstrate a significant relationship of polymorphism rs8099917

with SVR in hispanics.
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The antiviral effects of entecavir in nucleos(t)ide analogue-
experienced chronic hepatitis B patients
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Background/Aim: The antiviral effects of ETV-monotherapy were

monitored clinically in NA-experienced patients during a median

follow-up of 48 months.

Methods: We investigated 212 CHB patients treated with ETV-

monotherapy in a cohort study. Among the 104 NA-experienced

patients, 84 (including 44 LAM-resistant) were LAM-experienced,

and 58 (including 38 ADV-resistant) were ADV-experienced. Rescue

therapy (TDF or ADV add-on with ETV) were used for patients with

suboptimal response (defined as HBV-DNA [ 500 copies/ml at a

follow-up of 2 years) to ETV or viral breakthrough.

Results: 96% NA-naı̈ve patients exhibited VR(HBV-DNA \ 500

copies/ml), whereas only 68% NA-experienced patients exhibited

VR, while 13% NA-experienced patients showed suboptimal response

to ETV-monotherapy and 18% NA-experienced patients with ETV-

monotherapy developed viral breakthrough during a median follow-

up of 48 (6-69) months. LAM-experienced patients with LAM-R

treated with ETV-monotherapy exhibited significantly decreased VR

compared with LAM-naı̈ve patients (HR = 0.163; P = 0.0013).

However, the antiviral efficacy of ETV was not decreased for LAM-

experienced patients without LAM-R (HR = 0.63; P = 0.584). In

ADV-experienced patients, the antiviral effect of ETV-monotherapy

was unaffected compared with ADV-naı̈ve patients regardless whe-

ther ADV-R was developed (HR = 0.58; P = 0.253) or not (HR

0.28; P = 0.52). 14 patients with suboptimal response received res-

cue therapy (6 with TDF and 8 with ADV add-on), and 13 (93%)

patients exhibited VR during a median follow-up of 20 (15-32)

months. 19 patients with viral breakthrough also received rescue

therapy (9 with TDF and 10 with ADV add-on), and 16 (84%)

patients exhibited VR during a median follow-up of 19 (16-28)

months.

Conclusion: The antiviral efficacy of ETV was not affected by either the

prior ADV treatment or LAM treatment without LAM-R for a follow-up

of 48 months. Patients with LAM-R exhibited lower VR rate than LAM-

naı̈ve patients. For patients who failed to show VR by ETV- mono-

therapy, co-administration of ADV or TDF still could achieve VR.
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Accuracy of international guidelines thresholds for HBV DNA
and alanine aminotransferase in identifying significant fibrosis
in chronic hepatitis B
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Background and aim: Differing thresholds of hepatitis B virus

(HBV) DNA and alanine aminotransferase (ALT) levels are recom-

mended in international guidelines for commencing antiviral therapy.

Although these guidelines advocate therapy for significant fibrosis

(C F2, METAVIR), the accuracy of these guideline-defined thresh-

olds in identifying C F2 fibrosis has not been assessed.

Patients and methods: The European (EASL 2012), American

(AASLD 2009) and Asian-Pacific (APASL 2012) criteria were applied

to 366 consecutive HBeAg-negative patients with evaluable liver

biopsies: EASL: (n = 145) ALT [ laboratory-defined upper limit of

normal (ULN) and HBV DNA [ 2000 IU/mL; APASL: (n = 64)

ALT [ 2 x laboratory-defined ULN and HBV DNA [ 2000 IU/mL;

AASLD: (n = 84) ALT [ 2 x updated ULN (0.5 x ULN [corre-

sponding to B 19 U/L] for females; 0.75 x ULN [corresponding

to B 30 U/L] for males) and HBV DNA [ 20,000 IU/mL.

Results: Overall, 113 (30.9%) patients had C F2 fibrosis, being more

frequent in those fulfilling any guideline criteria (50.3% vs. 18.1%

among those not fulfilling any criteria; P \ 0.0001). Prevalence

of C F2 fibrosis in those meeting the EASL, AASLD and APASL

criteria was not significantly different (50.3%, 58.3%, and 62.5%,

respectively; P = 0.213). By applying the EASL, AASLD and

APASL criteria, sensitivity and specificity for detection of C F2

fibrosis was 64.6%, 43.4% and 35.4% (P = 0.0001), and 71.5%,

86.2% and 90.5% (P = 0.0009), respectively. The EASL criteria

(AUROC, 0.62; 95% CI: 0.54-0.70) performed better than AASLD

(AUROC, 0.60; 95% CI: 0.49-0.71) and APASL criteria (AUROC,

0.58; 95% CI: 0.45-0.70), although this difference was significant

only in relation to the APASL criteria (P = 0.039).

Conclusions: Despite differing thresholds for HBV DNA and ALT

levels, the three international guidelines have equivalent but poor

accuracy in identifying significant fibrosis in patients with HBeAg-

negative chronic hepatitis B.
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Treatment predictors of virological and clinical response
in patients with Hepatitis B Virus-related Liver Cirrhosis
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Jeong, Jae Young Jang, Young Seok Kim, Hong Soo Kim,
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Internal Medicine, Soon Chun Hyang University Bucheon Hospital,

Bucheon, Republic of Korea

Background and Aims: Chronic hepatitis B accounts for most of

causes of liver cirrhosis and hepatocellular carcinoma in Korea. This

study aimed to evaluate clinical and virological responses and find the

treatment predictors of antiviral treatment in patients with hepatitis B

virus-related liver cirrhosis

Methods: One hundreds twenty four patients of hepatitis B virus-

related liver cirrhosis received antiviral therapy at least for 6 months

between January 2007 and March 2011. We monitored their amino-

transferase levels, Child-Pugh score, MELD score, HBeAg, HBV

DNA level and grade of ascites at 3 months, 6 months, 9 months, and

12 months after antiviral treatment. We defined clinical responder as

patients with a minimum of 1 point of reduction of Child-Pugh score

and decreased ascites or patients with more than 2 points of reduction

of Child-Pugh score and virological responder as patients with more

than reduction of 2 log10 copies of HBV DNA.

Results: Eighty(65%) patients were defined as responder after

12 months of antiviral treatment. Baseline ALT, HBV DNA and

positive rate of HBeAg of responder are higher than that of non-

responder. Patients in response group had the significant improvement

of Child-Pugh score (-1.41 ± 1.90, P \ 0.001), the remarkable

reduction in HBV DNA level (-3.30 ± 1.68 log10 copies/mL,

P \ 0.001), the decrease of ascites (36.3%, P \ 0.001) compared to

the findings before treatment. Serum HBV DNA level at 3 months

after treatment showed significant difference between response group

(-2.74 ± 1.5 log10 copies/mL) and non-response group (-0.31 ± 1.0

log10 copies/mL) (P \ 0.001), whereas serum HBV DNA undetect-

able rate, seroconversion rate and ALT normalization did not.

Conclusion: It is possible to predict the clinical and virological response

in patients with hepatitis B virus-related liver cirrhosis by checking the

reduction in serum HBV DNA level at 3 months after treatment.
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Safety of telbivudine in HBV related CLD on tenofovir
with compromised renal function: ‘Real life’ experience
from Bangladesh

Mamun Al Mahtab1, Sheikh Mohammad Fazle Akbar2,
Helal Uddin3, Salimur Rahman1

1Hepatology, Bangabandhu Sheikh Mujib Medical University, Dhaka,

Bangladesh, 2Medical Sciences, Toshiba General Hospital, Tokyo,

Japan, 3Clinical Research Organization Bangladesh, Dhaka,

Bangladesh

Background: Nephrotoxicity remains concern about TDF. In this

study, HBV CLD patients with compromised renal function on TDF

were switched to LdT to assess safety.

Methods: 19 patients between 19-65 years were recruited. 5 were

females and 14 males. Informed written consent was obtained. 16 had

CHB and 3 cirrhosis. None had decompensation or HCC. All had

detectable HBV DNA (Amplicon HBV Monitor Assay, RT-PCR, Roche

Molecular Systems, CA, USA) from 2.0x106 -1.7x1012 copies/ml. 8

patients were HBeAg negative and 11 HBeAg positive by ELISA

(Abbott Labs, Chicago, IL, USA). ALT varied from 45-473 U/L (UNL

42 U/L). All were receiving TDF (300 mg) orally daily for 6-18 months

and had normal renal function at baseline. At the point of entry into
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present study, CCR varied from 80-90 ml/min (normal range 95-160

ml/min). Patients were switched over to LdT at dose of 600 mg orally

daily. Their CCR and ALT were monitored at 1 month and 4 months on

LdT. HBeAg and HBV DNA were checked at 4 months. Complete

normalization of renal function was seen in all except 2, who had bor-

derline impairment. No ALT flair was noted. Although none had HBeAg

seroconversion, 10/19 patients had undetectable HBV DNA (\ 500

copies/ml) at 4 months on LdT. No significant AE was observed.

Discussion: Potential nephrotoxicity of TDF remains a matter of

concern, specially as patients with CLD may have compromised renal

function.

Conclusion: The study demonstrates the safety of LdT in HBV related

CLD with compromised renal function and renal functional improve-

ment. Anti-viral efficacy of LdT is also evident in this group. However

further study with longer duration of follow up is recommended.
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Background: Current treatment of chronic HBV infection is based on

interferon (IFN) or nucleoside/nucleotide analogs (NUCs). The data

reported in the literature shows that HBV DNA negative rate was

about 14% and HBe/anti-HBe seroconversion rate was about 32% in

HBV patients treated with IFN alone for 12 months and follow up for

6 months. To investigate the remedy method, we studied Telbuvidine

in chronic HBV patients treated failure with IFN alone.

Patients and Methods: Thirty patients of chronic hepatitis B

administrated with PEG-interferon 12 * 18 months and not respon-

ded (HBV DNA 5 * 8log IU/ml and HBeAg positive) were enrolled

in this study. Eighteen male and 12 female, aged from 18 to 45. They

were all treated with Telbuvidine 600 mg/d for at least 18 months.

Results: After administration of Telbuvidine 3, 6, 9, 12, 18 months,

19 (63.33%), 23 (76.67%), 26 (86.67%), 28 (93.33%), 29 (96.67%)

patients had HBV DNA \ 100 IU/ml and 5 (16.67%), 7 (23.33%),

8 (26.67%), 13 (43.33%), 18 (60.0%) patients had HBe/anti-HBe

seroconversion respectively. The patient who had HBV DNA

positive after 18 months is 7.24e2 IU/ml which was 6log lower

than that of before treatment. So she is still going on with the

treatment. HBsAg loss was 0% in this group. Resistance to Tel-

buvidine had not been found and no virological breakthrough was

observed.

Conclusion: Our findings suggest a higher percentage of viral

response and HBe/anti-HBe seroconversion in chronic HBV patients

failure treated with IFN as compared to the data reported in the lit-

erature when administering interferon alone.
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Assessment of the quality of life in patients with chronic hepatitis
B and hepatitis C treated with pegile-interferon alfa
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Objective: In this study, it is aimed to evaluate health related quality

of life during pegile interferon therapy in patients with non-cirrhotic

chronic hepatitis B and chronic hepatitis C with standard form-36.

Material and Methods: This study that enrolled patients who meet

the inclusion criteria between June 2008 and June 2010 during two

years period in İnfectious Disease and Microbiology clinic and

polyclinic at Ataturk University Faculty of Medicine. Social-demo-

graphic data form and short-form 36 implemented to chronic hepatitis

B patients (N = 28) before pegile interferon treatment and to hepa-

titis C patients (N = 23) before pegile interferon +ribavirine

treatment. Also social-demographic data form and short-form 36

implemented to all patients in third and sixth months of the treatment

Results: Before the treatment, energy and general health scores of the

patients with chronic hepatitis B were lower than control group. In the

sixth month of the treatment physical function, physical role, emo-

tional role and energy scores were significantly lower than controls. It

has been found that patients with chronic hepatitis C had significant

difference at the scores of physical functions, physical role, emotional

role, energy scores and general health scores before the treatment;

physical functions, physical role, emotional role,energy and mental

health scores in the third month of the treatment; physical function,

social functions, physical role,emotional role, mental health and

energy scores in the sixth month of the treatment respectively when

compared to control group (p \ 0,05).

Conclusions: Health related quality of life in patients withchronic

hepatitis B and chronic hepatitis C was worse while interferon treat-

ment. Providing guidance and counseling to the patients about their

illness and side effects of they drugs will increase the health related

quality of life of the patients and will adapt them to their treatment.

Topic: 8.b Clinical

Absno: 349

Safety of lamivudine treatment for pregnant patients
with chronic hepatitis B
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Medical University, BeiJing, China

Aims: The safety of lamivudine (LAM) treatment for the pregnant

patients with chronic hepatitis B have rarely been reported. The aims

of our study was to evaluate the safety of LAM treatment for pregnant

patients infected with HBV in the early pregnancy and entire

pregnancy.

Methods: 158 pregnant patients treated with LAM before pregnancy

or in early pregnancy were enrolled in this study. All adverse events

of mothers during pregnancy, foetal disorders and birth defects were

recorded.

Results: Among 158 women, 19 mothers had spontaneous abortions or

ectopic pregnancy. 7 patients had a second pregnancy after abortion.

The pregnancy loss in early pregnancy was 11.5%(19/165), which was

not higher than that of non HBV-infected mothers or HBV-infected

mothers according to previous reports. Ultimately, 99 mothers deliv-

ered 101 live infants, 85(84.2%) infants were followed-up for more than

6 months, 75 (74.3%) infants were followed-up for more than 1 year.

The main maternal adverse events in pregnant patients were vaginitis
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(18/99, 18.2%), and gestational diabetes (11/99, 11.1%); LAM resis-

tance(11/99, 11.1%), nausea and vomiting (5/99, 5.1%). The main

maternal adverse events in perinatal period were premature rupture of

the membranes (10/99, 10.1%), meconium staining of the amniotic fluid

(7/99, 7.1%)and preterm delivery (6/99, 6.1%). 2 infants (2.0%) have

birth defects; one had a scalp hemangioma who maintained its size until

7 months after birth, another had cerebral palsy at birth and its motor

functions normalized at age 2 with rehabilitation training. The inci-

dence of adverse events among the mothers or abnormalities in the

infants was not higher than that of non-HBV infected mothers or

pregnant patients untreated with LAM treatment.

Conclusions: LAM treatment is safely for chronic HBV-infected

pregnant patients and their fetuses in the early pregnancy and entire

pregnancy.
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treatment: a meta-analysis
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Objective: Several randomized controlled trials (RCTs) have eval-

uated the therapeutic effect of interferon-alpha (IFN-a) plus adefovir

combination therapy versus IFN-a monotherapy in chronic hepatitis

B(CHB) treatment. However, the number of patients included in these

clinical trials was small and some contradictory results were obtained.

The aim of our present study was to compare the efficacy and safety

of IFN-a plus adefovir combination therapy with IFN-a mono-

therapy in CHB patients.

Methods: MEDLINE, EMBASE, The Cochrane Central Register of

Controlled Trials (CENTRAL), Chinese Biomedical Literature Database

(CBM), National Knowledge Infrastructure (CNKI), WANFANG data-

base and VIP database were searched. The search was last updated on

April 15th, 2012. All RCTs comparing IFN-a plus adefovir combination

therapy versus IFN-a monotherapy for treating CHB patients were

included. Review Manager version 5.1.0 was used for meta-analysis.

Results: Twelve studies were at last included for analysis. Our results

showed that the rate of undetectable serum HBV DNA was signifi-

cantly higher in the combination group than in the IFN-a
monotherapy group, both at 24 weeks [relative risk (RR) = 1.74,

95%confidence interval(CI) (1.47, 2.05), P \ 0.00001] and 48 weeks

[RR = 1.56, 95%CI (1.35, 1.80), P \ 0.00001], on treatment and off-

treatment[RR = 1.35, 95%CI (1.10, 1.66), P = 0.004]. Serum

HBeAg negativation and HBeAg seroconversion rate were also higher

in the IFN-a plus adefovir group at 24 weeks, 48 weeks of treatment

and off-treatment. However, no greater HBsAg loss rate was found in

the combination group. Fourty-eight weeks of combination therapy

improved the ALT normalization rate[RR = 0.72, 95%CI(0.59,

0.89), P = 0.002] but neither the rate of undetectable HBV DNA nor

that of HBeAg seroconversion as compared with 24 weeks duration

of treatment. No significant differences were found between the two

regimens about treatment safety.

Conclusions: The efficacy of IFN-a plus adefovir combination

therapy is superior to IFN-a monotherapy group both on-treatment

and off-treatment.
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Objective: The goal of this study is to investigate the effect of a

Chinese herbal formula (Phyllanthus compound which invigorates the

kidney and spleen decoction) on (i) hepatitis B virus replication; and

(ii) the Th1/Th2 cytokines in ASC.

Methods: We have access to 300 patients who are conformed to Chronic

Hepatitis B Virus Carriers(ASC) diagnostic criteria, 200 cases are

random1y assigned to the treatment group, and 100 to the control. The

treatment group are treated with a Chinese herbal formula,while a pla-

cebo is given to the control group. The length of treatment is 52 weeks.

The serum HBVDNA level, the markers of HBV and the Th1/Th2

Cytokines level (including IL-2, IL-4, IL-10 and IFNc) are observed

before and after the 24th week and the 52nd week for all the patients.

Results: 1.After treating for 52 weeks, the rate of HBVDNA decre-

ment is over 2log10 IU/ml is 55.4%. The 7.1% is below the detection

limit. Compared to the control group is 7.0% and 0%. In particular,

patients with baseline HBV DNA of 105*107 IU/ml experience a

decrement up to (2.70 ± 1.04) log10 IU/ml. 2.The 24-week and

52-week comparison show that the serum HBsAg level in the treat-

ment group drops more than that in the control group (P \ 0.01).

3.However, the HBeAg negative conversion and the serum conver-

sion rates are not statistically different between the two groups

(P [ 0.05). 4.Comparison of the two groups indicate that the 24-week

and 52-week treatment both lead to significant increase of IFN-cand

IL-2 levels, and significant reduction in the IL-6 and IL-10 levels

(P \ 0.01).

Conclusion: Phyllanthus compound is effective in inhibiting hepatitis

B virus replication in ASC. One of the channels it works through

might be restoring the immune function of specific T cells.5.We find

no serious adverse events in the two groups.
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The comparison of 96 weeks efficacy of lamivudine plus adefovir
de novo combination therapy and entecavir monotherapy
for HBeAg-positive CHB

Jie Yan, Na Ren, Hao-Dong Cai, Wen Xie, Jun Cheng

Beijing Ditan Hospital,Capital Medical University, Beijing, China

Objective: Evaluated the efficacy and safety of lamivudine(LAM)

and adefovir dipivoxil(ADV) de novo combination therapy versus

entecavir(ETV) monotherapy in the treatment of HBeAg-positive

chronic hepatitis B (CHB) at 96 week.

Methods: 50 patients of CHB were enrolled into the clinical cohort

study. They were divided into 2 treatment groups according to

patients desire, one is the group of ETV monotherapy, and the other is

the group of LAM and ADV combined treatment.

Results: After 96 weeks antivirus treatment, 19 patients (86.4%) of

the ETV group achieved complete virological response, and the
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combined treatment group were only 9 cases (42.9%), the results had

significant differenc (P = 0.003, Table 1, Figure 1); all the patients

of the two groups have achieved significant improvement in the liver

biochemical responses; the aspects of the patients in two groups those

that the HBeAg HBsAg converting to negative, the serologic con-

version of HBe series and the other immune control indicators do not

obviously change (Table 2). There were no patients of two groups

happened the virological breakthrough or HBV DNA bounce during

the period of 96 weeks of treatment and the follow-up. During the

period of 96 weeks treatment and the follow-up no adverse reaction

happened in the patients of the two groups. The results about the renal

function of the patients in the baseline point and the 96th week are all

in the normal range in two groups, and have no significant difference

before and after the treatment (Table 3).

Conclusion: In those CHB patients of HBeAg-positive, after

96 weeks antiviral therapy, the rates of the virological response which

using the method of application of ETV monotherapy were signifi-

cantly higher than of combined application of LAM and ADV.
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Association between cytotoxic T-lymphocyte-associated-antigen-4
+49A/G polymorphisms and persistent hepatitis B virus infection
in Asian population: evidence from 2, 396 subjects

Rui Huang1, Ying Ying Hao2, Chen Chen Yang2, Kang Kang
Wu2, Shu Feng Cao2, Yong Liu3, Chao Wu2

1Department of Infectious Disease, Nanjing Drum Tower Hospital

Clinical College of Chinese and Western Medicine, Nanjing

University of Chinese Medicine, 2Department of Infectious Diseases,
3Department of Laboratory Medicine, Drum Tower Hospital of

Nanjing University Medical School, Nanjing, China

Background: Cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) is a

powerful negative regulator of T cell activation and is associated with

Th cell differentiation. A number of studies assessed the association

of CTLA-4 +49A/G polymorphisms and persistent hepatitis B virus

infection risk. However, the results are contradictory. To obtain a

more precise estimation of the relationship, a meta-analysis was

performed.

Methods: Pubmed, ISI Web of Knowledge, HuGE Navigator, Wanf-

ang Database and CNKI (China National Knowledge Infrastructure)

were searched (Last search was updated on September 25, 2012). Crude

Odds ratios (OR) with 95% confidence intervals (95% CI) were cal-

culated to estimate the strength of this association.

Results: Six publications were included in the final meta-analysis with

1,075 cases and 1,321 controls for CTLA-4 +49A/G polymorphism

according to our inclusion and exclusion criteria. We observed that the

CTLA-4 +49A/G polymorphism was significantly correlated with

chronic hepatitis B virus infection risk. (the homozygote codominant

model AA vs. GG: OR = 1.67, 95% CI = 1.30-2.15, P = .000; the

dominant model AA + AG vs. GG: OR = 1.34, 95% CI = 1.01-1.79,

P = 0.042; the recessive model AA vs. GG + AG: OR = 1.56, 95%

CI = 1.24-1.97, P = 0.000; the allele contrast model A vs. G: OR

1.32, 95%CI 1.10-1.59, P = 0.003). No publication bias was observed

in this study according to Begg0s funnel plot and Egger0s test.

Conclusion: CTLA-4 +49A/G polymorphisms is assumed to be

associated with susceptibility to persistent hepatitis B virus infection

in Asian population. CTLA-4 +49 A allele and +49 AA genotype,

might be predisposing factors to persistent HBV infection, whereas

the CTLA4 +49 GG genotype and G allele might have a preventive

effect on chronic HBV infection in Asian population. However, it is

still necessary to conduct larger sample studies using standardized

unbiased genotyping methods and explore the association among

different ethnicities in the future.
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Epidemiological and virological partners profile of patients
with viral hepatitis

B S. Oubaha; Z. Samlani; M. Amine, K. Krati, Oubaha Sofia

Department of Gastroenterology, CHU Mohammed VI, Marrakech

Morocco/3Laboratoire of Physiology, Faculty of Medicine and

Pharmacy Marrakech Morocco, Marrakech, Morocco

Summary: Infection with hepatitis B virus (HBV) is a public health

problem. Its distribution is very heterogeneous across geographical

regions. The HVB is the only sexually transmitted infection education

and vaccine preventable.

Purpose of the Study: studying the epidemiological, virological,

partners profile of patients with HBV.

Patients and Methods: A retrospective study over a period of 7 years

led to the service of Gastroenterology CHU Mohammed VI Mar-

rakech. we collected 130 patients with viral hepatitis B and married

status.

Results: The average age of our patients was 43.9 years,90 men

(69.2%) and 40 women (30.8%). All patients included were married;

length of marriage was 47.7 years more than 10%, between 5 and

10 years in 27.4% and less than 5 years in 13.8%. 65.4% of patients

had children. The sex was regular in 64.6% of cases. Ac HBe was

positive in 71.5%, viral load was above 10 ^ 5 copies in 16.9% of

cases, the virus mutant type was 17.8% in cases, 2.3% in wild cases.

Profile immunotolérant in 8.4%, inactive in 68.4%, active in 13.8%,

reactivation was observed in 1.5%, cirrhosis in 7.6% . Screening for

the spouse was systematic in all our patients: HBsAg negative in

61.5%, positive 6.9%. Profile of HBV spouse was active in 0.7%,

inactive 3.8%, healed in 3.07% . Vaccination was proposed and

realized in all uninfected partners.

Conclusion: HBV is common in our context, we noted the difficulty

of data collection due to the intervention of socio-cultural and reli-

gious factors and a low level of contamination was noted this could be

explained by the frequency of inactive profile and the absence of

factors that increase the risk of sexual transmission (multiple partners,

immunosuppression, presence or absence of other STI).
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Evaluation of serum M30 and M65 markers as biomarkers
for disease progression in patients with HBV-related acute-
on-chronic liver failure

Bing Zhu, Zhihong Wan, Shaoli You, Yihui Rong, Aimin Zhang,
Hong Zang, Shaojie Xin

Liver Failure Treatment and Research Center, Beijing 302 hospital,

Beijing, China

Aim: Our present study was aimed at elucidating whether serum

levels of M65 and M30 were changed in ACLF patients and its sig-

nificance in liver failure progression.

Methods: 31 patients with HBV-related ACLF, 20 patients under-

going chronic hepatitis B (CHB), and 10 healthy controls were

enrolled. ACLF patients was divided into improved group (n = 20)
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and deteriorated group (n = 11) basis on their clinical outcomes.

Total serum cytokeratin-18 (M65) and caspase-cleaved cytokeratin-

18 (M30) were dynamic monitored by ELISA.

Results: At admission,the serum levels of M30 (508.65 ± 340.16 U/L)

and M65(768.75 ± 290.02 U/L)in ACLF patients were significantly

higher than those in CHB patients (p \ 0.05) and healthy controls

(p \ 0.05). Serum levels of M65 and M30 were positively related to

model for end-stage liver disease (MELD) scores (r = 0.74, p \ 0.05;

r = 0.7, p \ 0.05). In ACLF patients, no significant difference of M30

and M65 were observed between improved group and deteriorated

group. In improved group of ACLF patients, a significant decrease

(p \ 0.05) of serum M30 (220.33 ± 81.74 U/L) and M65(410.37 ±

139.35 U/L) was determined in comparison with levels at admission,

and paralleled with decreased serum ALT and TBil level. In deterio-

rated group of ACLF patients, the serum levels of M30 and M65 kept no

changes in comparison with those at admission (555.72 ± 436.99 U/L

vs. 436.14 ± 299.53 U/L,p = 0.46;883.28 ± 551.11 U/L vs. 703.90

± 232.17 U/L,p = 0.33).

Conclusion: The serum levels of M30 and M65 are sensitive indi-

cators for hepatocytes necrosis and apoptosis. Dynamic monitor of

M30 and M65 levels may serve as potential biomarkers for disease

progression of ACLF patients.
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Beneficial effect of telbivudine on renal function in hepatoma
patients receiving combination chemotherapy using 5-FU,
mitoxantrone and cisplatin

Chih-Lang Lin1,2, Chau-Ting Yeh3, Rong-Nan Chien1, Chao-Wei
Hsu3, Ming-Ling Chang3, Yi-Cheng Chen3

1Liver Research Unit, Chang Gung Memorial Hospital and Chang

Gung University College of Medicine, Keelung, 2Graduate Institute

of Clinical Medical Sciences, College of Medicine, Chang Gung

University, Taoyuan, 3Liver Research Unit, Chang Gung Memorial

Hospital and Chang Gung University College of Medicine, Taipei,

Taiwan R.O.C.

Background/aims: In patients with unresectablehepatocellular car-

cinoma (HCC) and chronic hepatitis B virus (CHB) infection, the

combination systemic chemotherapy with nucleos(t)ide analogue

prevention for HBV relapse remains an option. However, systemic

chemotherapy usually contains nephrotoxic drugs such as cisplatin.

All nucleos(t)ide analogues cause mild degree of renal function

decline, except for perhaps telbivudine (LdT). The aim of this study

was to assesstelbivudine’s effect on creatinine clearance after che-

motherapy using 5-FU, mitoxantrone and cisplatin (FMP) in

advanced HCC patients.

Methods: We conducted a retrospective cohort study (June 2006 to

Mar 2012);we enrolled 58 patients with advanced HCC and CHB. 40

patients received FMP chemotherapy + telbivudine (Experimental);

18 received only FMP chemotherapy (Control).

Results: The baseline demographics were not significantly different,

except that the LdT group had higher ALT levels.Creatinine (mg/dl)

for the LdT group: 0.8 ± 0.4 (0.3-2.8), eGFR (MDRD) 128 ± 59

(26-309), for the Control group: 0.7 ± 0.3 (0.3-1.5), 135 ± 63 (53-

344), p = 0.511, p = 0.667 respectively. Patients receiving LdT had

perfect biochemical and virological responses for HBV therapy. LdT

provided a significant renal protectiveeffect (estimated glomerular

filtration rates by CKD = EPI)vs. Control, (P \ 0.001).

Conclusion: According to this study, telbivudine can prevent renal

function decline associated with FMP chemotherapy in advanced

HCC patients. Therefore, when combination systemic chemotherapy

and nucleos(t)ide analogue preventive therapy for unresectable HCC

are indicated, telbivudine may be considered as the first choice.
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Clinical study of lingmao formula integrated with entecavir
for HBeAg-positive chronic hepatitis B patients with mildly
elevated alanine aminotransferase

Yue-Qiu Gao1, Xiao-Jun Zhu2, Xue-Hua Sun2, Man Li2,
Zhen-Hua Zhou2

1Department of Hepatopathy, 2Shuguang Hospital Affiliated Shanghai

University of Traditional Chinese Medicine, Shanghai, China

Objective: To observe the efficacy and safety of Lingmao Formula

integrated with entecavir for HBeAg-Positive Chronic Hepatitis B

patients with mildly elevated alanine aminotransferase(ALT).Design,

setting, participants and interventions: A multi-center, randomized,

double-blind, placebo- controlled clinical trial was performed. 271

patients were randomly divided into study group (n = 136) and control

group (n = 135) .The patients of study group were allocated to receive

Lingmao Formula integrated with entecavir for 52 weeks. The patients

of control group were allocated to receive placebo integrated with ent-

ecavir for 52 weeks. Main outcome measures: undetectable HBVDNA,

HBeAg loss, HBeAg seroconversion, ALT normalization, Histologic

improvement (improvement by at least one grade in the Scheuer necr-

oinflammatory grade with no worsening in the fibrosis stage).

Results: A decrease in HBV-DNA of more than 2 log10 IU/ml in the

study group is higher than that in the control group after 52 weeks

(97.8%V.S92.6%, P \ 0.05). HBeAg loss in the study group was

much higher than that in the control group at week 52 (22.8% V.S

12.6%, P \ 0.05). Histologic improvement after 52 weeks occurred

in 21 of 41 patients in the study group (51.2 percent) and 13 of 39

patients in the control group (33.3 percent,P = 0.082). There were no

serious adverse events occurred . No viral resistance in Lingmao

Formula integrated with entecavir group was detected. Safety was

similar in the two groups.

Conclusion: Among patients with HBeAg-positive chronic hepatitis

B and mildly elevated alanine aminotransferase, the rates of viro-

logical and serological response at 52 weeks were significantly higher

in patients treated with Lingmao Formula integrated with Entecavir

than in patients treated with entecavir.
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Validity of the screening test for hepatitis B infection
in rheumatoid arthritis

Yukitomo Urata1, Yoshihide Nakamura2

1Department of Rheumatology, Seihoku Central Hospital, United

Municipalities of Tsugaru, 41 Nunoya-cho, Gosyogawara,
2Department of Orthopaedic Surgery, Hirosaki University Graduate

School of Medicine, 5 Zaifu-cho, Hirosaki, Japan

Purpose: To clarify validity of the screening test for HBV infection in

rheumatoid arthritis (RA).

Method: Levels of HBsAg, HBsAb, and HBcAb were measured

using CLIA in 405 patients with RA, then again after 2 years.

Results: 375 RA patients (307 women; mean age, 58.2 years; median

duration of disease, 36 months) could be followed for 2 years. At the

time of registration, 259 patients were diagnosed as uninfected with
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HBV, 110 had previous infection, and six were carriers. After 2 years,

these numbers had shifted to 278 uninfected patients, 90 patients with

previous infection, and 7 carriers (p\ 0.0001). The sensitivity for

diagnosing HBV infection (HBV carrier + previous infection) decreased

from 97.4% to 81.5%. Of 69 patients who were HBsAg-positive/HBcAb-

positive at baseline, after 2 years, 64 were HBsAb-positive/HBcAb-

positive, two were HBsAb-positive/HBcAb-negative, and three were

HBsAb-negative/HBcAb-positive. Of 13 patients who were HBsAb-

positive/HBcAb-negative, after 2 years, 10 were HBsAb-positive/

HBcAb-negative and three were HBsAb-negative/HBcAb-negative. Of

28 patients who were HBsAb-negative/HBcAb-positive, after 2 years,

two were HBsAb-positive/HBcAb-positive, seven were HBsAb-nega-

tive/HBcAb-positive, and 19 were HBsAb-negative/HBcAb-negative.

Of the 259 patients diagnosed as being uninfected, after 2 years, one

patient had undergone HBsAg-positive conversion and two were

HBsAb-negative/HBcAb-positive. HBV reactivation was seen in two

patients who had become HBsAb-negative, and in one among those who

had become HBcAb-negative. Patients who had become HBcAb-nega-

tive used antirheumatic drugs less frequently (38.1% vs. 61.8%,

p = 0.0483) and had lower baseline HBsAb values (4.3 ± 19.1vs.

238.9 ± 268.6 mIU/mL, p \ 0.0001) and HBcAb values (2.5 ± 1.9 vs.

9.6 ± 11.8 S/CO, p \ 0.0001) than patients who had not.

Conclusion: Routine screening for HBV in RA does not completely

exclude the possibility of HBV infection.
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Short term immunotherapy following REP 9AC0-induced HBsAg
seroclearance induces durable immunological control of chronic
HBV infection

Mamun Al-Mahtab1, Michel Bazinet2, Andrew Vaillant2

1Bangabandhu Sheikh Mujib Medical University, Dhaka, Bangladesh,
2REPLICor Inc., Montreal, QC, Canada

Background: REP 9AC’ is a nucleic acid-based polymer (NAP) that

clears serum HBsAg by blocking HBV subviral particle formation

and release. The effect of add on immunotherapy after HBsAg

clearance in chronically infected patients receiving REP 9AC’ was

examined.

Methods: Add on immunotherapy to existing REP 9AC’ therapy was

initiated in patients who had cleared their serum HBsAg but with

persistent serum HBV DNA. Immmunotherapy consisted of thymosin

a1 (ZadaxinTM) or pegylated interferon a-2a (PegasysTM). Virologic

responses were monitored by measuring serum HBV DNA (Roche

CobasTM), serum HBsAg and serum anti-HBs (Abbott ArchitectTM).

Results: REP 9AC’-induced HBsAg seroclearance is accompanied by

the appearance of anti-HBs and reductions in serum HBV DNA.

However, the continued production of anti-HBs in most patients never

exceeded 50 mIU/ml and serum HBV DNA levels in most patients

persisted in the range of 1000-3000 cpm. Addition of either Zadax-

inTM or PegasysTM to REP 9AC’ therapy resulted in dramatic

increases in anti-HBs titers with as little as 5 weeks of immuno-

therapy to levels comparable to or greater than titers observed in

healthy patients with a strong vaccine response. Combination treat-

ment was halted in 6 patients after 13 weeks of immunotherapy. In

these patients, anti HBs levels are persistently [ 100mIU/ml (2 of 6

patients) and [ 1000mIU (4 of 6 patients) 4-12 weeks off treatment.

HBV DNA levels are also declining off treatment in these patients.

Currently, serum HBV DNA levels have reached \ 300 cpm

(1 patient), \ 200 cpm (1 patient) or \ 116 cpm (LLOQ) in the

remaining 4 patients.

Conclusions: REP 9AC’-induced HBsAg seroclearance appears to

potentiate the immunostimulatory effects of either ZadaxinTM or

Pegasys TM in all patients. Short term exposure to immunotherapy in

the absence of HBsAg may induce permanent immunological control

of HBV infection in most patients.
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Evaluation of 3 years treatment results of entecavir naive chronic
hepatitis B patients

Fatma Kaçar, Nazlım aktug demir, Halil Karataş, Mehmet
Özcan, Fatime Korkmaz

Infection Diseases Department, Konya Egitim Arastırma Hastanesi,

Konya, Turkey

Background: In this study 3 years treatment results of 51 chronic

hepatitis B patients treated with 0.5 mg/day entacavir.

Methods: This study included 51 patients admitted to Infectious

Diseases clinic of Konya Research and Education Hospital between

January 2008 and September 20121. Data were recorded to SPSS 16.0

package program and chi-square test was used for statistical evalua-

tion of categorical variables. p \ 0.05 was considered as statistically

significant.

Results: Thirty three (64.7%) patients were males, 18 (35.3%) were

females and mean age was 41 ± 16.8. HBeAg was positive in 15

(29.5%) patients and Anti-HBe was positive in 36 (70.5%) patients.

Median HBV DNA value was 86424000 (21000-19937832620)

IU/Ml, and median alanine aminotransferase (ALT) value was

97(28-468) u/l. Three years treatment responses of patients are given

in Table 1.

Rate of turning of HBV DNA test to negative and rate of ALT nor-

malization in HBeAg positive, Anti-Hbe positive patients are shown

in Table 2.

Conclusion: Results of this study suggest that entecavir is effective in

chronic hepatitis B patients.

Table 1 Treatment responses of patients versus Ye

1.Year 2.Year 3.Year

HBV DNA (IU/ml) 38 (%74.5) 48 (%94.1) 50 (%98)

ALT(U/L) 40 (78.4) 49 (%96) 50 (%98)

Table 2 Rate of turning of HBV DNA and ALT Test t

1.Year 2.Year 3.Year

HBV DNA

HBeAg (+) 13 (%86.6) 15 (%100.0) 15 (%100.0)

HBeAg (-) 25 (% 69.4) 33 (%91.6) 35 (%97.2)

ALT

HBeAg (+) 13 (%86.6) 14 (%93.3) 15 (%100.0)

HBeAg (-) 27 (%75) 35 (%97.2) 35 (%97.2)
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Evaluation of 3 years treatment results of tenofovir disoproxyl
fumarate in naive chronic hepatitis B patients

Fatime Korkmaz, Nazlım aktug demir, Mehmet Özcan,
Halil Karataş, Fatma Kaçar

Infection Diseases Department, Konya Egitim Arastırma Hastanesi,

Konya, Turkey

Backgrounds: In this study 3 years treatment results of 46 chronic hep-

atitis B patients treated with 245 mg/day tenofovir disoproxyl fumarate.

Methods: This study included 46 patients admitted to Infectious Dis-

eases clinic of Konya Research and Education Hospital between January

2008 and September 20121. Data were recorded to SPSS 16.0 package

program and chi-square test was used for statistical evaluation of cate-

gorical variables. p \ 0.05 was considered as statistically significant.

Results: Thirty two (69.6%) patients were males, 14 (30.4%) were

females and mean age was 42 ± 17.4. HBeAg was positive in 20

(43,5%) patients and Anti-HBe was positive in 26 (56.5%) patients.

Median HBV DNA value was 87584000 (17295-1799032921) IU/Ml,

and median alanine aminotransferase (ALT) value was 103(20-531)

u/l. Three years treatment responses of patients are given in Table 1.

Rate of turning of HBV DNA test to negative and rate of ALT nor-

malization in HBeAg positive, Anti-Hbe positive patients are shown

in Table 2. No significant change was detected in creatinine values of

any of the patients. No significant change was detected in creatinine

values of any of the patients.

Conclusion: Results of this study suggest that TDF is effective in

chronic hepatitis B patients.
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Tenofovir and the risk of hepatocellular carcinoma in non-
cirrhotic patients with chronic hepatitis B virus infection

W. Ray Kim

Division of Gastroenterology and Hepatology, Mayo Clinic College

of Medicine, Rochester, MN, USA

Background: Efficacy trials have shown that antiviral therapy

improves short to intermediate term outcomes in patients with chronic

hepatitis B, such as HBV DNA suppression, HBe seroconversion and

regression of fibrosis and cirrhosis. The effect of antiviral therapy on

incidence of HCC is not been well established.

Aim: To determine the reduction in the risk of HCC in patients

receiving tenofovir in comparison to untreated natural history.

Methods: The incidence of HCC in patients treated with tenofovir

was obtained from the long term follow-up data of the registration

trial for HBeAg-positive (GS-102) and HBeAg-negative (GS-103)

patients. The risk of HCC in individual patients was estimated using

a validated model to estimate HCC risk (the REACH-B model:

Yang et al, Lancet Oncology, 2011). Standardized incidence ratios

were calculated between the observed and expected numbers of HCC

in the study cohort.

Results: In the two studies, 641 patients received tenofovir for up to

5 years. The mean age was, % were HBeAg + , % had cirrhosis and

the mean HBVDNA was x log. During the follow-up there were a

total of 13 HCC cases in the cohort. In the Fig. 1, the arrow indicates

the 8th HCC case which occurred at 2.4 years, at which time the

REACH-B model predicted 8.7 cases. Beyond that time point, there

was a noticeable departure between the expected and observed

number of HCCs. The standard incidence ratio was 0.93 (95% con-

fidence interval [CI] = 0.46-1.85) at 2.4 years, 0.65 (95% CI = 0.36-

1.17) at 3.7 years and 0.55 (95% CI = 0.32-0.95) at 4.6 years.

Conclusion: The risk of HCC decreased significantly (by 45%) after

5 years of tenofovir therapy. This effect size is comparable to that

observed in a previous randomized trial that only included patients

with advanced fibrosis (Liaw, NEJM).
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Entecavir versus other standard-of-care for up to 4 years
in nucleos(t)ide-naı̈ve patients with CHB in a Chinese clinical
practice setting

Table 1 Treatment Responses of Patients versus Ye

1. year 2. year 3. year

HBV DNA (IU/ml) 38(80.5%) 45(97.8%) 45(97.8%)

ALT (U/L) 40(87.0%) 45(97.8%) 46(100.0%)

Table 2 Rate of Turning of HBV-DNA and ALT

1. Year 2. Year 3. Year

HBV DNA

HBeAg (+) 17(85.0%) 20(100.0%) 20(100.0%)

HBeAg (-) 21(80.8%) 25(96.2%) 25(96.2%)

ALT

HBeAg (+) 17(90.0%) 19(95.0%) 20(100.0%)

HBeAg (-) 23(92.3%) 26(100.0%) 26(100.0%)

Fig. 1 Obs/Exp
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Background: Chronic hepatitis B (CHB) is a significant public health

issue and an important cause of liver-related mortality in China. This

study assessed the efficacy and safety of entecavir (ETV) versus other

standard-of-care (oSOC) nucleos(t)ide analog (NUC) therapy in a

‘real-world’ clinical practice setting in China.

Methods: This prospective, randomized, observational cohort com-

prised a subgroup of NUC-naı̈ve CHB patients with compensated

liver disease and without HCV co-infection, enrolled in the REALM

study at 50 sites in China. Patients treated with ETV or oSOC were

assessed for virologic responses over 192 weeks. Missing values were

handled using a non-completer = missing method. All treated

patients were assessed for limited safety parameters.

Results: Overall, 3526 patients were treated (ETV 1766; oSOC

1760). Baseline patient characteristics were balanced across treatment

groups: approximately 80% male, 100% Asian, 64% HBeAg(+);

mean HBV DNA & 7 log10 IU/mL. Median time (weeks) on

original study therapy was 239.9 (1.3 - 276.9) for ETV, 252.3

(12.1 - 271.0) for lamivudine, 204.9 (147.4 - 218.1) for telbivudine,

and 238.3 (0.3 - 282.0) for adefovir. At Week 192, 86% of ETV-

treated patients had HBV DNA \ 50 IU/mL compared with 62% of

patients treated with oSOC (lamivudine, telbivudine, or adefovir; non-

completer = missing analysis). Serious treatment-related adverse

events were infrequent (\ 1%) and comparable across treatment

arms.

Conclusions: In a real-world setting, NUC-naı̈ve Chinese CHB

patients treated with ETV achieved higher rates of virologic response

compared with patients receiving other standard of care over 4 years

of therapy (Table 1).
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Is ALT a reliable marker in evaluation of HBeAg positive chronic
hepatitis B patients? Doesn’t seem to be!

Ananta Shrestha1, Mamun Al-Mahtab2, Ayub Al Mamun2,
Salimur Rahman2, Thupten Kelsang Lama1

1Medicine Department, Hepatology wing., Civil Service Hospital of

Nepal, Kathmandu, Nepal, 2Hepatology, Bangabandhu Sheikh Mujib

Medical University, Dhaka, Bangladesh

Background: Serum transaminase is an important tool in evaluation

of chronic hepatitis B infection.Current classification into different

stages of HBV infection depends on ALT levels .In HBeAg positive

subjects, differentiation between immunotolerant patients and immune

active ones is based on ALT levels as HBV DNA levels are high in

both groups.

Aim: We examine the performance of ALT in differentiating im-

munotolerant and immune active phases.

Methods: 556 consecutive Bangldeshi patients with chronic HBV

infection and HBeAg status were enrolled. HCV infection, significant

alcohol use and patients with NASH were excluded. 301 patients were

followed with repeated ALT measurements for 3 months followed by

liver biopsy. Updated ALT levels were taken as upper limit of normal.

The highest ALT level was taken as the representative value. HAI

score [ 8 and or Fibrosis of F2 and above were considered to have

significant histology.

Results: ALT levels were found to be higher in patients with higher

grade of necro-inflammation (p = 0.01) and fibrosis (p = 0.003).

ALT levels had weak but significant correlation with hepatic necro-

inflammation (r = 0.188). Area under the receiver operating curve for

ALT in both male and female were less than 0.65 for detecting sig-

nificant histology. Seven (19.4%) out of 36 study subjects who had

persistently normal ALT over 3 months were found to have signifi-

cant histology that would otherwise warrant antiviral therapy. Relying

on ALT to define immunotolerant CHB infection may be misleading

(Table 1, Fig. 1).

Table 1

Virologic response HBV DNA \50 IU/mL, n/N (%) (non-completer = missing

analysis)

Week 48 Week 96 Week 192

ETV Overall N=1724 1151/1672 (69) 1288/1623 (79) 1274/1489 (86)

HBeAg(+) N=1114 626/1084 (58) 765/1053 (73) 779/964 (81)

HBeAg(-) N=582 505/561 (90) 503/544 (92) 473/500 (95)

oSOC Overall N=1720 589/1635 (36) 774/1567 (49) 861/1400 (62)

HBeAg(+) N=1108 247/1065 (23) 393/1018 (39) 481/895 (54)

HBeAg(-) N=571 328/532 (62) 361/515 (70) 360/476 (76)

Fig. 1 AUROC of ALT in predicting significant histology

Table 1 Baseline variables in male and female subjects

Male (236) Female (65)

Age (Mean ± SD) 24.75±7.65 27.13±13.1 P=0.06

Normal/1-2XULN/[2 XULN 11.9%/54.4%/33.6% 12.3%/27.7%/60% P=0.00*

HBV DNA[105 (%) 88.6 95.3 P=0.1

Severity of HAI NI

(None Minimal/mild/

moderate/Marked)%

28.3/50/20.7/0.8 30.7/46.1/23/0 P=0.8

Fibrosis (F0F1/F2/F3/F4)% 6.7/67.3/2.9/19.9/2.9 9.2/58.4/4.6/23.0/4.6 P=0.7
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Role of neopterin in determining the efficacy of interferon
therapy in chronic hepatitis B And C

Serap ozcimen1, Mehmet bitirgen2, Bahar kandemir2,
Nazlım aktug demir3

1ınfectious Diseases, Konya Numune State Hospital, 2infectious

Diseases, Konya Necmettin Erbakan Üniversiresi, 3Infectious

Diseases, Meram Research and Training Hospital, Konya, Turkey

Objective: Neopterin (NP) is a pteridine derivative that is secreted as

a response to gamma interferon stimulation. The purpose in this study

was to investigate the relationship between the NP levels and the

disease and determining the efficacy of an interferon (IFN) therapy in

patients with chronic hepatitis B (CHB) and C (CHC).

Material and Method: The study was conducted on 49 cases with

CHB, 30 cases with CHC and72 healthy individuals. Serum samples

were taken from the patients receiving treatment at the beginning and

at the end of the treatment and only once from the healthy individuals

in the control group.

Results: The NP levels were found significantly higher in the patients

with CHB and CHC than those in the control group. When the pre and

post-treatment serum NP levels of the patients who received an

interferon therapy were compared, the post-treatment NP levels of the

patients who responded to the treatment were significantly higher.

Conclusion: When a comparison was made before and after treatment,

a decrease was seen in the NP levels in most of the infections due to

decreased activation of the immune system. However, when the disease

was treated with an IFN therapy, which is a treatment stimulating the

immune system, the post-treatment NP level remained high.
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Hepatitis B virus X protein induces transcription of human TNF-
related apoptosis-inducing ligand (TRAIL) gene depends on sp-1

Yong Li1, Weina Li1, Meifang Han1, Dan Chen1, Peng Chen1,
Xiaoping Luo2, Qin Ning1

1Department of Infectious Disease, 2Pediatrics department, Tongji

Hospital, Tongji Medical College, Huazhong University of Science

& Technology, Wuhan, China

It is well known that TNF-related apoptosis-inducing ligand and virus

infection are strongly associated with hepatocyte injury during hep-

atitis and hepatocellular carcinoma(HCC). To define the transcription

factor(s) and upstream signal transduction pathways involved in the

transcription of human TRAIL (hTRAIL) in response to hepatitis B

(HB) virus, expression plasmids of hepatitis B core (HBc), hepatitis B

virus S protein (HBs), and hepatitis B virus X protein (HBx) protein

were cotransfected with TRAIL promoter luciferase reporter construct

into HCC cell line (HepG2) respectively. Results showed that HBx

protein, not HBs or HBc increased hTRAIL expression in HepG2 cell.

A strong regulatory region from-89 to-29 (relative to the transcrip-

tional starting site) was shown to be responsible for gene transcription

in response to HBx protein. Moreover, Electrophoretic mobility shift

assay (EMSA), chromatin immunoprecipitation (ChIP) and confocal

Microscopy revealed sp1 translocated to the nucleus and enhanced

hTRAIL expression in response to HBx proteins through two clusters

of Sp1-binding sites within the hTRAIL proximal promoter. Short

hairpinRNA(shRNA) interference plasmid of sp1 was constructed and

shown to inhibit hTRAIL gene transcription. Furthermore, sp1 protein

was highly expressed in peripheral blood mononuclear cells from

severe chronic hepatitis B (CHB) patients in contrast to that in mild

CHB patients. Taken together, this study demonstrates HBx porotein

induces hTRAIL gene transcription and this provides new insight into

the molecular mechanisms of viral hepatitis and HCC.
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Comparative evaluation of renal function in patients
of Chronic Hepatitis B treated with nucleos(t)ide analogues

Ramesh Rooprai, Sandeep Nijhawan

SMS Medical College, Jaipur, Jaipur, India

Background: Chronic Hepatitis B (CHB) therapy is a prolonged

therapy, often requiring medication for life. Nucleoside analogs are

the most preferred and widely used drugs for CHB. They are known

to have a potential for mitochondrial toxicity, one of the manifesta-

tions of which is reduced renal function. Recent guidelines suggest

monitoring of renal function in patients who are on Nucleoside

analogs.

Aim: This real life clinical experience, evaluated the comparative

effect on renal function during treatment with Entecavir 0.5 mg,

Tenofovir 300 mg and Telbivudine 600 mg, in Indian CHB patients,

over a period of one year.

Methods: A total of 114 (45 female/69 male) HBeAg negative CHB

patients with similar baseline characteristics were included. Of these,

46 patients each were prescribed a once daily dose of entecavir(ETV)

0.5 mg and tenofovir(TDF) 300 mg respectively and 22 patients were

prescribed telbivudine(LdT) 600 mg based on availability and

affordability criteria. Other than efficacy, we evaluated the effect of

therapy on estimated Glomerular filtration rate (e-GFR) by MDRD.

Results: Patients in TDF group achieved 100% PCR negativity at month

6 vs 65.2% and 72.7% with Entecavir and Telbivudine respectively. At

week 52, 93.5%, 100% and 95.5%, patients achieved PCR negativity in

entecavir, tenofovir and telbivudine groups respectively, and this dif-

ference was not statistically significant. Mean e-GFR levels in

telbivudine group increased by 12.50 ml/min at month 12(p\ 0.001)

but decreased by -6.02 ml/min (p\ 0.05) and -2.29 ml/min, respec-

tively in the tenofovir and entecavir group, at month 12. The change in

mean e-GFR levels at month 12 was statistically superior in telbivudine

group when compared to the tenofovir and entecavir group.

Conclusion: In a real life study of CHB patients, Tenofovir, Ente-

cavir and Telbivudine showed comparable efficacy. Renal function,

assessed by eGFR was increased in Telbivudine versus Entecavir and

Tenofovir arms.
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Telbivudine for the treatment of decompensated hepatitis
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Background/aims: End-stage liver disease is a management chal-

lenge irrespective of the etiology. We studied the efficacy of 1-year
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telbivudine (LdT) treatment in decompensated hepatitis B (CHB)

virus-related cirrhotic patients.

Methods: At the Liver Centre and BIRDEM Hospital Dhaka, Bangla-

desh, we studied a total of 26 CHB decompensated cirrhosis of liver

patients from 2008-2011. 85% were male, age 52 ± 7 years. At pre-

sentation, 36% had jaundice, 29% had ascites, 15% had hepatic

encephalopathy, 11% had bleeding episodes and 9% had multiple

symptoms. All patients were positive for HBV DNA; Child-Turcotte-

Pugh(CTP) scores [ 7 point.36% ofpatientswereHBeAg-positive. LdT

was given 600 mg orally daily. CTP score, serum liver markers and renal

functions were assessed every 3 months; HBV DNA every 6 months.

Results: One-year LdT treatment showed improvement in overall

liver functions. Twenty (76.9%) showed improvement in CTP score.

Pre-treatment mean CTP score was decreased from 9.2(± 2.0) to

7.1(± 2.0) after 1-year. By Intention-to-Treat (ITT) analysis, rates of

HBV DNA negativity and HBeAg loss were 85.5% and 35.5%,

respectively. Four patients showed no change and 2 patients showed

deterioration. ALT, albumin, bilirubin, prothrombin time were sig-

nificantly normalized within six months. The good responder group

had lower level of prothrombin time than the poor responder group

(p = 0.03). Renal function did not deteriorate during LdT treatment.

Conclusion: Liver transplantation is the only hope for of end-stage

liver disease. This option is not widely available in many countries,

including Bangladesh. The advent of new antiviral therapies has

altered the natural history of CHB patients with decompensated cir-

rhosis and post-transplant. Our study results offer promise for such

group of patients. A large number of cohorts should be enrolled and

observed prospectively for conclusive results.
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Predictors of significant fibrosis in chronic hepatitis B patients
with low viremia

Faisal Sanai1, Ayman A. Abdo2, Mohammed A. Babatin3,
Fahd Al-Suhaibani4, Khaled S. Alsaad4, Hadeel Almana5,
Hamdan AlGhamdi4, Robert P. Myers6, Khalid I. Bzeizi7

1Hepatobiliary Sciences & Liver Transplantation, King Abdulaziz

Medical City, 2Liver Disease Research Center, King Saud University,

Riyadh, 3King Fahad General Hospital, Jeddah, 4King Abdulaziz

Medical City, 5Pathology, King Faisal Specialist Hospital & Research

Center, Riyadh, Saudi Arabia, 6University of Calgary, Calgary, AB,

Canada, 7Riyadh Military Hospital, Riyadh, Saudi Arabia

Background and aim: Sparse data exists in chronic hepatitis B virus

(HBV) patients with low viremia who may harbour significant fibrosis

(C F2, METAVIR). We aimed to assess the prevalence of C F2

fibrosis and identify its predictors in HBeAg-negative patients with

HBV DNA \ 20,000 IU/mL.

Methods: HBeAg-negative patients (n = 213) with mean HBV

DNA \ 2000 IU/mL (n = 97) and HBV DNA 2000 – 20,000 IU/mL

(n = 116) were assesed histologically. Variables significantly asso-

ciated with C F2 fibrosis on univariate analysis were included in a

multivariate logistic regression model.

Results: Overall, 40 (18.8%) patients had C F2 fibrosis, equally dis-

tributed in those with mean HBV DNA \ 2000 IU/mL (19.6%) and

2000 – 20,000 IU/mL (18.1%; P = 0.782). Fibrosis C F2 was similar in

patients with HBV DNA \ 2000 vs. 2000 – 20,000 IU/mL in relation to

ALT levels (P [ 0.05). Patients with normal ALT were less likely to

harbour C F2 fibrosis (13.6%) as opposed to those with elevated or

fluctuating levels (25.3%, P = 0.030). Fewer patients\ 40 years age

had C F2 fibrosis (12.5%) as compared to older ones (28.2%; P =

0.004). Logistic regression analysis identified higher AST (OR, 3.71;

95% CI: 1.37 – 10.3; P = 0.010), lower albumin (OR, 0.87; 95% CI: 0.78

– 0.97; P = 0.009), lower platelets (OR, 0.99; 95% CI: 0.98 – 0.99;

P = 0.037) and C A2 necroinflammation (OR, 10.5; 95% CI: 3.59 –

31.1; P \ 0.001) as independent predictors of significant fibrosis.

Conclusion: A small but significant minority of HBV patients with

low viremia harbour significant fibrosis, although its rate is not dif-

ferent in those with viremia above or below 2000 IU/mL. Our

findings may guide in decisions regarding liver biopsy in this category

of patients.
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Efficacy and safety of entecavir for patients with acute-on-chronic
hepatitis B liver failure

Cai Qingxian

The Third Affiliated Hospital of Sun Yat-sen Univercity, Guangzhou,

China

Background: Acute-on-chronic hepatitis B liver failure usually

happens in patients with high-level hepatitis B virus replication and

its mortality is very high. Treatment of acute-on-chronic hepatitis B

liver failure with entecavir was still controversial.

Objective: To evaluate the efficacy and safety of entecavir for

patients with acute-on-chronic hepatitis B liver failure.

Methods: 136 patients with acute-on-chronic hepatitis B liver failure

were treated with entecavir 0.5 mg/d and anti-inflammation and

support therapy during June 2008 to December 2011, while 141

patients with chronic severe hepatitis B treated with anti-inflamma-

tion and support therapy only during January 2005 to may 2008 were

enrolled as control. The liver function(ALT,ALB,TIBIL,PTA)
�
neg-

ative rates of serum HBV DNA
�
survival rates were compared

between the two groups.

Result: At week 12, the negative-rate of serum HBV DNA in the study

group was significantly higher than that in control group(P \ 0.01).

The study group had lower total bilirubin level(135.3 ± 66.4 vs

253.1 ± 82.4, p \ 0.05) and higher prothrombin time activity per-

centage(69.4% ± 11.2% vs 45.1% ± 8.2%, p \ 0.05) than the

control group. And there were more patients survived in the study

group than that in the control group(81/136 vs 65/141,P \ 0.05). No

severe adverse event was observed in both groups.

Conclusion: Entecavir was effect and safe in patients with acute-on-

chronic hepatitis B liver failure. It can significantly improved the

survival of patients with chronic severe hepatitis B.
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Efficacy of entecavir treatment for up to 5 years in entecavir-
naı̈ve chronic hepatitis B patients in real life
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Xiao Zhang, Yunlong Ao, Tingting xiong, Yutian Chong

Department of infectious Diseases, The Third Affiliated Hospital

of SUN Yat-Sen University, GuangZhou, China

Aim: To analyze the efficacy and safety of entecavir (ETV) treatment

for up to 5 years in ETV-naı̈ve chronic hepatitis B patients in real life

.Methods: We retrospectively analyzed 230 nucleos(t)ide naı̈ve

chronic hepatitis B patients who received ETV 0.5 mg/day
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monotherapy for at least 3 months, of whom 113 were HBeAg

positive and 117 were HBeAg negative. The primary endpoints was

cumulative probability of achieving a virological response (unde-

tectable serum HBV DNA, \ 100 IU/mL). Secondary endpoints were

rates of ALT normalization (ALT \ upper limit of normal), HBeAg

seroconversion, resistance, and safety.

Results: The median follow-up duration was 27.5 months

(3-73 months) and mean age was 42 years. with 230, 214, 180, 142,

88, 42 and 11 patients followed-up for at least 3 months,6 months, 1,

2, 3, 4 and 5 years, respectively. In all, Incremental increases were

observed in the rates of undetectable HBV DNA. 67.0%, 85.0%,

89.4%, 94.4%, 95.5%, 97.6%, 100% had undetectable HBV DNA at

month 3, month 6, 1 year, 2 years, 3 years, 4 years and 5 years.

Proportions of patients achieving normal ALT were 73.9%, 85.5%,

82.8%, 89.4%, 80.7%, 85.7%, 100%, respectively. The rate of HBeAg

seroconversion reached 21.4% and 15.4% at year2, 3, respectively.

One patient achieved anti-HBs seroconversion at year 3. Of 180

patients, HBV DNA was detectable (partial virological response) in

19 patients at year 1 of follow-up, Twelve of 14 (85.7%) patients with

PVR need more than 1 year of continuous ETV therapy to achieved

VR. At baseline, no ETV-resistance was detected in 25 ETV-naı̈ve

patients. One patient developed ETV-resistance mutations due to

noncompliance. No serious adverse event was reported.

Conclusions: Long-term ETV treatment of ETV-naı̈ve was effective

and safe in real life. Adjustment of ETV monotherapy in NA-naı̈ve

patients with a partial virological response at 1 year may be

unnecessary.
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We conducted a Cluster-random sampling population based cohort

study in Amol and its surrounded areas . 6145 subjects were involved

from urban and rural areas. The health centers were assigned for case

selection and randomization was done base on Health Center popu-

lation. A questionnaire including demographic and anthropometrics

data were completed. Ten milliliter (10 ml) of blood was taken from

each study subject and checked for hepatitis B markers.

Of 6145 participants, 51.7% (3507) were male and 42.9% were

female with mean age of 42.70 ± 17.10 .About half of them from

urban and rural areas (3138 vs. 3507).The prevalence of HBsAg,

HBsAb, HBcAb was 63 (1%), 1711(27.9%), and 644 (10.5%)

respectively. Among different risk factors the male sex (P = 0.002)

and aging (P = 0.04) have correlation with HBsAg by bivariant

analysis and in multivariate analysis the history of prison has a pre-

dictive effect on positivity of HBsAg (OR = 2.49).However the

history of IV drug abuse, traditional phlebotomy, and history of

hepatitis have correlation with HBcAB by OR of 2.58, 1.32 and 132

respectively. Our result revealed a lower HBsAg rate in Amol com-

pared with other geographic areas in Iran. This observation directly

correlated with nationwide vaccination against hepatitis B during the

last two decades and also patient education. But the rate of HBcAb

positive was 10.5% which revealed the exposure of hepatitis B

infection. The rate of hepatitis B was higher among male and in urban

than female and rural area.
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Mechanisms underlying limited therapeutic efficacy
of combination therapy containing antiviral drug and hepatitis B
virus vaccine in chronic hepatitis B

Sheikh Mohammad Fazle Akbar1, Norio Horike2,
Mamun Al-Mahtab3, Yoichi Hiasa2, Morikazu Onji2

1Toshiba General Hospital, Tokyo, 2Ehime University, Toon, Japan,
3Bangabandhu Sheikh Mujib Medical University, Dhaka, Bangladesh

Background As nucleoside analogs are endowed with potent antiviral

effects and hepatitis B surface antigen (HBsAg)-based vaccine can

modulate host immunity, it was assumed that combination therapy of

these two agents would exhibit potent therapeutic effects in patients

with chronic hepatitis B (CHB). But, randomized-controlled trial did

not support this and ongoing regimen of combination therapy is not

superior to monotherapy with antiviral drugs. Methods To explore

mechanisms underlying low therapeutic efficacy of combination

therapy containing an antiviral drug and HBsAg-based vaccine, 10

patients with histologically confirmed CHB were given lamivudine

(100 mg, daily for 48 weeks) and 12 immunizations with HBsAg-

based vaccine (20 microgram, once in every 2 weeks for 12 times).

Different immunological parameters including markers of T cell

activation, HBsAg and hepatitis B core antigen (HBcAg)-specific

immune responses were evaluated before and at different times after

therapy commencement. Results The proliferative capacities of T

cells to alloantigen and concanavalin A increased significantly in 9 of

10 patients with CHB patients at the end of therapy compared to

before therapy commencement (p \ 0.05). HBsAg-specific T cell

proliferation were upregulated in 8 of 10 patients due to combination

therapy. However, HBcAg-specific immune responses were not

altered due to combination therapy in any of these patients at any time

point, although this was checked at 3, 6 and 12 months after therapy

commencement. . Conclusions The inability of present regimen of

combination therapy to modulate HBcAg-specific immune responses

in CHB patients may be responsible for non satisfactory therapeutic

effect of combination therapy. Addition of HBcAg-specific antigens

is warranted to develop better therapeutic regimen against CHB as

HBcAg-specific cytotoxic T lymphocytes down regulate HBV repli-

cation and liver damages in CHB patients.
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Clinical Microbiology, Medical School of Kocaeli University,

Kocaeli, Turkey

Background/aims: Hepatitis B virus (HBV) and hepatitis C virus

(HCV) dual infection accounts for a substantial proportion of liver

diseases worldwide. This study aimed to investigate the characteris-

tics and treatment results of 82 coinfected patients with HBV/HCV.
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Methods: A total of 82 HBV/HCV coinfection cases who over

18 years of age were retrospectively evaluated from four university

hospitals. The epidemiological, virological, clinical, histopathological

data and the results of treatment in patients coinfected with HBV and

HCV were analyzed. Pegylated IFN (peg IFN) plus ribavirin treat-

ment was given patients with HCV dominant. The results of patients

receiving different treatment for HBV were evaluated.

Results: The mean age of the patients was 44.3 ± 14.7 years and

52.4% were female. The major risk factors were dental therapy, any

surgical procedure, hemodialysis, and blood transfusion. The mean

alanine aminotransferase (ALT) levels were 47.8 ± 39.0 IU/L. In

14.6% of patients HBeAg was positive. The mean HCV RNA level

and HBV DNA level were found 1.36x106 ± 3.06x106 IU/mL,

1.55x107 ± 4.83x107 IU/mL, respectively. On histopathology, the

mean grade of necroinflammation was 4.9 ± 2.6 and mean staging of

fibrosis was 1.7 ± 1.5 in 39 patients. In 8.5% both HCV-RNA and

HBV-DNA were positive and in 85.7% of cases HCV infection was

dominant. In two of seven cases (28.6%) the most important risk

factor was hemodialysis. Rate of sustained virological response

(SVR) were 70.8% in the 24 patients of receiving peg IFN plus

ribavirin therapy. Disappearance of HBV DNA was observed 33.3%

in the patients with positive HBV DNA at baseline. Reactivation of

HBV was found 33.3%. HBV DNA was negative in all patients who

received oral antiviral therapy.

Conclusions: The replication of HBV was suppressed, and HCV was

the dominant virus strain. This is especially noticeable in hemodialysis

patients. The treatment was as effective as that of HCV monoinfection.
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Genotypic resistance patterns during virological breakhtrough
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1Clinical Laboratory, 2Infectious Diseases, Kocaeli University,
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Background: Antiviral drug resistance now poses a major problem

for the management of patients with chronic hepatitis B (CHB). The

aim of the present study was to identify mutational patterns of HBV

drug resistance isolates in CHB patients treated with nucleos(t)ide

analogues (NUCs).

Methods: The investigation involved total of 135 patients (69 males

and 66 females; mean age, 38 years; range, 15-62 years, 89 patients

were HBeAg-negative and 46 patients were HBeAg positive. The

median values for HBV load and ALT were 106 (103-108) IU/mL, 99

(13-571) U/L, respectively). We analysed by amplification and direct

sequencing procedures of the HBV polymerase gene.

Results: The genotyping analysis showed that all (100%) of the

patients were infected with HBV genotype D. Primary drug-resistance

mutations were detected in 29/135 (21%) patients who had viral

breakhthrough under NUCs therapy. The genotypic resistance pat-

terns showed at the Table 1.

Conclusions: CHB is a disease that can develop progressive resis-

tance to NUCs by mutations in the HBV polymerase gene. Therefore,

it is necessary to use effective therapeutic strategies to manage drug

resistance. These findings may be helpful in the management of

rescue strategies in NUCs resistant patients.
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Antiviral drug-associated potential vaccine-escape mutants
(ADAPVEMs) in chronic hepatitis B patients: A multicenter,
controlled, prospective study in Turkey

Murat Sayan, Sila Akhan, Klimik VHCG
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Background: Mutations associated with nucleos(t)ide analogues

(NUCs) treatment can cause changes to the S gene protein of HBV

and some will be antiviral drug-associated potential vaccine escape

mutants (ADAPVEMs). So that antibodies directed against the

HBsAg protein may fail to neutralize the virus. We aimed in the study

to assess the prevalence and pattern of ADAPVEMs in patients with

chronic hepatitis B (CHB) in Turkey.

Methods: The investigation was conducted in 2012 and involved a

total of 225 patients. The data accumulated by direct sequencing were

analyzed either manually or using drug resistance interpretation tool

(The Genafor/Arevir) for drug resistance and S gene mutations. The

overlapping pol/S gene segments were searched for 344/266 aa

codons in the reverse transcriptase (rt) domain of the pol gene.

Results: The Genafor/Arevir tool showed that all (100%) of the patients

were infected with HBV genotype D. The prevalence of ADAPVEMs

was found to be 9.3% (21/225) (Table 1) and 16.6% (21/126) in those

undergoing NUC therapy and 0% (0/99) in the treatment-naive group;

this difference was significant (Pearson Chi-square, p = 0.00).

Nine types of ADAPVEM were detected: I169X/F161, V173L/E164D,

Table 1 Genotypic resistance patterns in chronic

Provience Nr. of

patient

Genotypic

resistance

positivity,

n(%)

Resistance

mutation

pattern

Associated

drug

a

Urfa 40 8(20) A181 V + N236T,

M250R V173 M I169 V*

A181P I233 V

LAM, ADV, LdT ETV

LAM ETV LAM, ADV

ADV

Adiyaman 21 2(9.5) V173 M + L180 M +

S202G + M204 V, S202X

LAM, ETV ETV

Bolu 20 6(30) I169X L180 M + M204I,

A194 V A181 V M204I *

ETV LAM, LdT TDF

LAM, ADV, LdT LAM,

LdT

Kocaeli 17 6(35) A181 V + T184A *,

M204 V L180 M +

M204I A181T + V191I

L80 V + L180 M +

M204 V

LAM, ADV, LdT, ETV

LAM LAM, LdT LAM,

ADV, LdT, TDF LAM

Kayseri 13 2(15) L180 M + M204 V LAM

b

Sakarya 7 2(28.5) A181S, T184I LAM, ADV ETV

Bursa 4 1(25) L180 M + M204 V +

S202G

LAM, ETV

Ankara 4 1(25) V173L + L180 M +

M204 V + N236Y

LAM, ADV

Mersin 4 - - -

Konya 2 - - -

Istanbul 2 1(50) M204I LAM, LdT

Balikesir 1 - - -

Total 135 29(21)
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M204 V/I195 M, M204I/W196S, M204I/W196L, A181S/W172C,

A181T/W172*, A181T/W172L, and A181 V/L173F. The ADAPVEMs

were associated with lamivudine, telbivudine, adefovir and entecavir.

Conclusions: Our study revealed that ADAPVEMs across the dif-

ferent provience of Turkey in HBV genotype D infected patients.

Treatment with NUCs in CHB may have the potential for the emer-

gence of the ADAPVEMs. ADAPVEMs should be monitored in

infected and treated patients and their public health risks assessed.
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High prevalence of vitamin D deficiency among chronic hepatitis
B patients entering a large global prospective trial (Study GS-US-
174-0149)

Magdy Elkashab1, Graham R. Foster2, Yoon Jun Kim3, Prista
Charuworn4, Eduardo B. Martins4, Ben Mitchell4, Phillip Dinh4,
Won Young Tak5, Henry Chan6, Xiaoli Ma7, Huy Trinh8

1Toronto Liver Centre, Toronto, ON, Canada, 2Queen Mary,

University of London, London, UK, 3Seoul National University

Hospital, Seoul, Republic of Korea, 4Gilead Sciences, Foster City,

CA, USA, 5Kyungpook University, Daegu, Republic of Korea,
6Prince of Wales Hospital, Shatin, Hong Kong S.A.R., 7Drexel

University College of Medicine, Philadelphia, PA, 8San Jose

Gastroenterology, San Jose, CA, USA

Background/Aim: Deficiencies in vitamin D (vit D) are associated

with metabolic abnormalities (e.g., osteopenia) and sub-optimal

infection-related treatment outcomes, including worsened response

to pegylated-interferon-a/ribavirin in HCV patients. The impact of

vitamin D levels in chronic hepatitis B (CHB) is not known. GS-

US-174-0149 is a Phase 4 clinical trial designed to investigate the

efficacy of pegylated-interferon-a with tenofovir disoproxil fuma-

rate (TDF) in primarily treatment-naı̈ve HBeAg(+) and (-) non-

cirrhotic CHB patients. Data from this trial were analyzed to

assess baseline vitamin D levels relative to certain patient

characteristics.

Methods: All available subjects (n = 357) currently enrolled were

evaluated for baseline vitamin D (25(OH)vit D) level and other lab

parameters by a central lab. Baseline patient characteristics were

examined to determine associations with low vitamin D levels,

including age, sex, race, HBeAg status, HBV genotype, HBV DNA

level, and HBsAg level.

Results: Of the 357 subjects, vitamin D levels were low in 91%

(normal C 31 ng/mL). Vitamin D deficiency, defined as 25(OH)vit D

level \ 20 ng/mL, was observed in 204/357 (57%) of patients while

relative vitamin D insufficiency (25(OH)vit D level C 20

and \ 31 ng/mL) was noted in 121/357 (34%) of patients. HBeAg-

positive status and HBV genotype were associated with significantly

lower vitamin D levels (Table 1).

Conclusion: Over 90% of CHB patients from a global clinical trial

had evidence of abnormally low vitamin D levels at baseline and over

one-half had vitamin D deficiency. Higher rates of vitamin D defi-

ciency were observed in HBeAg + subjects and in subjects with HBV

genotypes C/D.
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Lamivudine resistance mutations in patients infected
with hepatitis B virus genotype D
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Demirdal3, Dilara İnan4, Taner Yıldırmak5, Arzu Kantürk5,
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1Department of Infectious Diseases and Clinical Microbiology,

Medical School of Erciyes University, KAYSERI, 2Department of

Infectious Diseases and Clinical Microbiology, Medical School of

Erciyes University, Kayseri, 3Department of Infectious Diseases and

Clinical Microbiology, Medical School of Kocatepe University,

Afyon, 4Department of Infectious Diseases and Clinical

Microbiology, Medical School of Akdeniz University, Antalya,
5Okmeydani Training and Research Hospital of the Ministry of
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Hospital of the Ministry of Health, Ankara, Turkey

Aim: To determine the distribution of viral genotypes for primary or

acquired lamivudine resistance.

Methods: A total of 283 patients with chronic hepatitis B virus

(HBV) infection (245 patients with chronic hepatitis B and 38 inac-

tive hepatitis B surface antigen carriers) were included in the study.

Table 1 ADAPVEM in the chronic hepatitis B patien

Provience

(n)

Treatment

naive

patient

Under

treatment

patient

ADAPVEM

positivity

* n (%)

ADAPVEM patern Associated Drug

Adiyaman

(n= 41)

20 21 2 (4.8) M204 V/I195 M,

S202X/V194S

LAM, LdT ETV

Kayseri

(n=40)

27 13 4 (10) M204 V/I195 M,

V173L/E164D

LAM, LdT LAM

Urfa

(n=40)

- 40 3 (7.5) A181 V/L173F,

I169X/F161

LAM, LdT, ADV

ETV

Bolu

(n=40)

21 19 4 (10) M204I/W196L,S,

A181 V/L173F

LAM, LdT LAM,

LdT, ADV

Kocaeli

(n=33)

16 17 5 (15) A181 V/L173F,

M204 V/I195 M,

M204I/W196L,

A181T/ W172*

LAM, LdT, ADV

LAM, LdT LAM,

LdT ADV

Sakarya

(n=21)

10 11 1 (4.7) A181S/W172C LAM, ADV

Bursa

(n=6)

2 4 1 (17) M204 V/I195 M LAM, LdT

Istanbul

(n=4)

3 1 1 (25) M204I/W196L LAM, LdT

Total 99 126 21(9.3)

Table 1 Vitamin D (25(OH)vit D) by Patient Characteristics

Groups Mean
Vitamin D
(ng/mL) (SD)

Normal
Vitamin D

Relative
Vitamin D
Insuffiency
N (%)

Vitamin D
Defiency
N (%)

p-value

All patients

(n=357)

19.1 (7.7) 32 (9%) 121 (33.9) 204 (57.1)

HBeAg status 0.007

Positive

(n=215)

18.3 (7.8) 15 (7.0) 63 (29.3) 137 (63.7)

Negative

(n=142)

20.2 (7.6) 17 (12) 58 (40.8) 67 (47.2)

HBV Genotypes 0.0052

A (n=36) 21.6 (8.5) 5 (13.9) 16 (44.4) 15 (41.7)

B (n=101) 20.9 (8.5) 14 (13.9) 39 (38.6) 48 (47.5)

C (n=148) 18.1 (7.0) 10 (6.8) 40 (27.0) 98 (66.2)

D (n=57) 16.1 (6.3) 1 (1.8) 20 (35.1) 36 (63.2)

*p-values are from Fisher’s exact test comparin three vitamin D levels versus HBeAg status and

genotype
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The HBV genotype was determined by using quantitative real-time

polymerase chain reaction and sequence analysis, and tyrosine-

methionine-aspartate-aspartate (YMDD) motif mutations were

determined using the reverse transcriptase hybridization method.

Results: Lamivudine resistance was determined in a total of 25

(10.7%) chronic hepatitis B patients. Eight subjects (4%) had pri-

mary resistance to lamivudine, and 17 (53.1%) had secondary

resistance to lamivudine. Genotype D, which was isolated from 267

of the patients with chronic HBV infection, was the dominant

genotype in Turkey.

Conclusion: Identification of YMDD motif mutations should have a

positive impact on the selection of proper antiviral medication for

patients, even for those who are nucleoside naı̈ve.
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Lamivudin resistance in patients with hepatitis B virus related
liver cirrhosis
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Fulya Günşar, Ulus Akarca

Ege University, Izmir, Turkey

The aim of this study is to evaluate lamivudin resistance and

parameters related to resistance in patients with liver cirrhosis due to

hepatitis B virus. Data of 131 cirrhotic patients that used lamivudin

for at least 6 months, with average age of 51,53 ± 9,9 years were

evaluated retropectively. At the beginning, 69 patients (52,7%) were

decompensated. The average treatment period was 42.8 months

(6-132 month). Lamivudin resistance was observed in 39 patients

(29.7%). Resistance ratios that occurred from the first year until 9th

year are found out to be as 8%, 18%, 20%, 32%, 38%, 48%, 55%,

58%, and 62% respectively. HBV DNA positivity at 6th month under

treatment is correlated with lamivudin resistance; lamivudin resis-

tance was 42.9% in patients whose 6. Month serum HBV DNA were

positive, and 26.7% in negative ones (p \ 0.001). HBeAg serocon-

version developed in 7 out of 19 HBeAg positive patients. Lamivudin

resistance developed in 1 patient out of 7 (14.3%) patients with

HBeAg seroconversion, and in 6 out of 12 patients (50%) without

seroconversion. We found no correlation between lamivudin resis-

tance and whether there is decompensation or not (p = 0.40). Pre-,

and post-treatment MELD scores were, 10.86 ± 3.3 and 10.35 ± 3,3

respectively in patients who did not develop lamivudin resistance,

although that decrease did not reach statistical significance. However

in patients who developed lamivudin resistance, there was an increase

in MELD scores, again not statistically significant. The most common

mutation was observed as rt180 and rt240 association (41%) in 39

patients that developed lamivudin resistance; followed by rt204

(23%) and rt180 (7,7%) mutations.

Conclusions: In patients with HBV related cirrhosis, lamivudine

resistance is relatively high; HBeAg seroconversion is a good prog-

nostic marker in those who were HBeAg positive in the beginning;

sixth-month serum HBV DNA positivity may be determinative in

resistance development and treatment planning.
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Renal function evaluation during telbivudine treatment of chronic
Hepatits B (CHB) patients with acute exacerbation
and decompensation

Chi-Chieh Yang, Yu-Line Huang, Yu Tsai Liu, Ping-Hung Chan,
Chich-Sheng Wu, Yi- Jen Fang, Chien-Hua Chen, Shin-Rong Su

Division of Gastroenterology, Show Chwan Memorial Hospital,

Changhua, Taiwan R.O.C.

Background: Recently, it had been published that the estimated

Glomerular Filtration Rate (eGFR) in decompensated CHB patients

was increased in the telbivudine group compared to the lamivudine

group over two years. Therefore, eGFR of chronic Hepatitis B

patients (CHB) and HBV-induced cirrhosis patients under telbivudine

treatment in Taiwan was evaluated.

Methods: 109 CHB patients with the criteria of acute exacerbation with

decompensation, persistent transaminase elevation with detectable

HBV DNA or liver cirrhosis with detectable HBV DNA treated with

telbivudine between 2007-2010 for more than 1 year were evaluated.

eGFR data were analyzed using CKD-EPI formula in mL/min/1.73m2.

Results: Baseline renal function of 109 CHB patients was 84.31. At

baseline 58.7% patients (n = 64) present abnormal eGFR (60-90).

The mean of eGFR change of overall population was slightly

increased over time (week 48, 0.23; week 60, 4.93; week 72, 3.11). In

patients with abnormal eGFR at baseline, the % change of eGFR at

weeks 48, 60, 72 was 12.76% (n = 22, p \ 0.001), 11.7% (n = 18,

p = 0.004), 13.53% (n = 14, p = 0.006), respectively. The % of

patients shifting from abnormal eGFR (60-90) to normal GFR ([ 90)

at week 48 was 42.9% (n = 21); 35.3% (n = 17); 38.5% (n = 13). In

patients with abnormal GFR (60-80) at baseline, the % of patients

shifting to normal GFR ([ 90) at week 48 was 33.3% (n = 15).

Conclusion: In this real life study, renal function of CHB patients

with acute exacerbation and decompensation was increased during

more than 1 year of telbivudine treatment. This observation is con-

sistent to previous findings in decompensated patients.
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A systematic review on immunological effects of telbivudine
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Background: Several studies reported higher HBeAg seroconversion

rates with telbivudine (LDT) compared to lamivudine in chronic hep-

atitis B (CHB) patients. It is suggested that LDT treatment-induced

HBeAg seroconversion may be associated with improvement in overall

immune system reactions. This systematic review aims to provide a

clinical overview of immunological effects related to LDT treatment.

Methods: Immunological related publications on LDT treatment

collected from major databases (2008-2012).

Results: 30 publications (11 papers, 19 posters) were found, 2 based on

pre-clinical and 28 on clinical data. Adaptive immunity (eg. Th1-Th2

cytokines, PD-1/PD-L1, T-cells, Treg, TFH cells, IL-17, IL-21,

CD8 + and CD127 on CD8 + T-cells) was evaluated in 18 publications,

while innate immunity (eg. NK, NKT, TLR, myeloid dendritic cells and

macrophages) in 6 publications. The key findings from adaptive immunity

related publications suggested that LDT treatment can break the HBV

related immune tolerance by down-regulation ofPD-1, PD-L1expression,

Treg, Th17, IL-17, IL-21, IL-10, TFH cells, and up-regulation of CD127

expression on memory CD8 + T-cells, CD4 + T-cells, CD4 +/

CD8 + ratio, HBV-specific CTL activity, IFN-c, TNF-a and IL-12.

Publications on innate immunity found increased function of mDCs,
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TLR9, CD3-CD56 + NK, 2B4 + and NKG2D expression on NK-cells

with LDT treatment, positively correlated to its antiviral response. The

predictive role of NK, Treg, IL-21 on clinical responses was reported.

Results of two pre-clinical studies suggested that LDT therapy preserved

Th1 cytokine production but inhibited Th2 cytokine response, indepen-

dent of its antiviral effect. It was also reported that restoration of Treg, PD-

L1 expression, NK and IL-9 was associated with HBV DNA decline

during LDT treatment.

Conclusions: This systematic review describes immune modulation

effects during LDT treatment which may explain its distinctive

clinical antiviral efficacy profile, especially on high HBeAg respon-

ses. These findings warrant further studies to explore the profound

mechanisms involving both innate and adaptive immunity.
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Evaluation of patient characteristics and efficacy with entecavir
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Background/Aims: Although the incidence of newly diagnosed cases

of chronic hepatitis B (HBV) has remained relatively constant in

Russia from 2005 to 2009, due to migration, the incidence in St.

Petersburg has steadily increased during the same time period, with

corresponding increased representation of HBV genotype D in the

population. The aims of this observational study were to characterize

the course of chronic HBV infection and evaluate the efficacy of

nucleoside analogue treatment for 1 year.

Methods: Naive patients with compensated HBV e antigen (HBeAg)-

negative HBV were treated with telbivudine 600 mg/d (n = 37) or

entecavir 0.5 mg/d (n = 27). The main efficacy outcome was viral

response (HBV DNA \ 300 copies/mL). Estimated Glomerular fil-

tration rate (eGFR) was assessed by MDRD.

Results: Sixty-four adult subjects were enrolled: 35% were infected

with HBV genotype A, and 65% were infected with HBV genotype D.

The entecavir and telbivudine treatment arms were similar with respect

to baseline clinical characteristics and demographics. In the entecavir

treatment arm, the viral response rates at weeks 12, 24, 36, and 48 were

81.5%, 92.3%, 95.2%, and 95.2%, respectively. Among patients treated

with telbivudine, the viral response rates at weeks 12, 24, 36, and 48

were 86.5%, 90.3%, 92.6%, and 96.3%, respectively. After 1 year of

treatment, no cases of viral breakthrough were reported. Renal function

assessed from baseline to week 48 by eGFR (MDRD) showed median

eGFR decline in the LDT group of 9,85(-4,4/14,8), and ETV group of

30,95 (2,8/46,3), p = 0,129 (U test Mann-Whitney).

The treatments were well-tolerated. Two patients discontinued treat-

ment due to reasons unrelated to safety or efficacy.

Conclusions: Both entecavir and telbivudine demonstrated high

efficacy and good tolerability among Russian patients infected with

HBV genotype A or D.
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Telbivudine treatment in combination with adefovir or tenofovir
leads to consistent renal function improvement in chronic
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Zeuzem6, MechthiId E. Jung7, Yu-Hong Dong7, Aldo Trylesinski7
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Hat Yai, Thailand, 3Bombay Hospital and Medical Research Centre,
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Background: Prevalence of mild renal function impairment is about

20% in CHB patients. Estimated glomerular filtration rate (eGFR)

decrease was reported for the antiviral nucleotide analogues (NA)

tenofovir (TDF) and adefovir (ADV). Recently telbivudine (LDT)

monotherapy was shown to increase eGFR in decompensated and

compensated CHB patients.

We analyzed 3 clinical studies with telbivudine in combination with

other NAs for eGFR effects (Table 1).

Methods: eGFR was evaluated by MDRD as absolute GFR

improvement and %change from baseline (BL) to end of treatment

(EOT) in overall population and patients with reduced GFR

(\ 90 mL/min/1.73 m2) at BL in the following studies:

• EFFORT: prospective randomized controlled trial using lead-in

LDT with/without ADV intensification from week 24. 76 weeks

interim results (n = 600)

• ROADMAP (LDT600A2410): prospective randomized controlled

trial with LDT lead-in and intensification with TDF at week 24,

104 week results (N = 100)

• Real life: prospective controlled study of LAM + TDF (19) vs

LDT + TDF (19), 104 week final results (N = 38)

Results:

• Consistent significant eGFR increase from BL in all 3 studies

(absolute and %change).

• From the patients with reduced GFR at baseline, 64% (16/25), 35%

(5/16) and 80% (8/10) had normal GFR ([ 90 ml/ml/1.73m2) at

EOT in the EFFORT, 2410 and Real life studies, respectively.

Conclusion: Compensated CHB patients receiving telbivudine in

combination with potentially nephrotoxic drugs such as adefovir or

tenofovir, show consistent improvement in renal function.

Table 1 Renal function by eGFR (MDRD) in CHB patients

Study BL GFR

(mL/min/

1.73m2)

EOT mean

GFR

(mL/min/

1.73m2)

BL to

EOT

mean

changem

L/min/

1.73m2)

%change

(mean)

EFFORT Roadmap

LDT+ADV

76 weeks

Overall

(n=242)

115.24 125.55 10.82 10.7%

Reduced

GFR at BL

(n=25)

82.64 100.37 17.73 21.8%

LDT600A2410

LDT+TDF

104 weeks

Overall

(n=38)

91.08 98.90 7.8 9.5%

Reduced

GFR at BL

(n=16)

74.99 88.03 13.04 16.7%

Real Life cohort

LDT+TDF

104 weeks

Overall

(n=19)

86.74 105.32 18.6 21.5%
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Additional studies will help to understand the mechanism of this

protective effect.
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Prediction of telbivudine treatment response using quantitative
analysis of HBV serological markers in the 2410 roadmap study
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1Hannover Medical School, Hannover, Germany, 2NKC Institute
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Songkhla, Thailand, 3Novartis Pharma AG, Basel, Switzerland

Introduction: Quantitative analysis of HBV serological markers,

especially HBsAg, has recently been established. We assessed the

predictive use of HBsAg/HBeAg levels in the 2410 Roadmap study,

which prospectively evaluated telbivudine (LDT) monotherapy with

tenofovir (TDF) add-on in patients with detectable HBV-DNA after

24 weeks (W24) until week 104 (EoT) in HBeAg + CHB patients.

Patients and Methods: mITT population was 100 HBeAg + CHB

patients. Quantitative HBsAg/HBeAg was analyzed from serum

samples at screening, W24, W52, W76 and EoT and correlated with

combined (normal ALT, undetectable HBV-DNA) and complete

(normal ALT, undetectable HBV-DNA, HBeAg loss) EoT response.

Results: 55/100 patients had W24 undetectable HBV-DNA and con-

tinued on LDT monotherapy, 45/100 patients received TDF add-on. At

EoT, 82 patients had combined and 47 complete response. HBeAg loss

occurred in 53 patients, HBsAg loss in 8 patients.

At screening, lower HBsAg and HBeAg (HBsAg: 4.02 vs.

4.24log10 IU/mL, p = 0.16 HBeAg: 375.12 vs. 698.16 PEIIU/mL,

p \ 0.05), lower HBV-DNA (8.80 vs. 9.70log10 cop/mL, p \ 0.05)

but higher ALT levels (183 vs. 100 IU/mL, p \ 0.05) were seen for

patients achieving W24 undetectable HBV-DNA on LDT mono-

therapy compared to those who did not.

Pre-treatment HBsAg and HBV-DNA levels were similar in patients

with and without combined or complete EoT response. W24 predictive

factors for combined and complete EoT response were undetectable

HBV-DNA (positive predictive value, PPV 87% and 64%, negative

predictive value, NPV 24% and 73%) and W24 HBeAg \ 10PEIU/L

(n = 54, PPV 85% and 67%, NPV 22% and 76%).

However, the previously defined parameter of[ 0.5log10 IU/mL

W24 HBsAg decrease alone identified 6/8 patients with HBsAg loss.

Conclusions: High HBeAg and HBsAg response was shown in tel-

bivudine roadmap study 2410. Quantitative analysis of HBeAg/

HBsAg levels allowed baseline identification of individuals with

2 year response to telbivudine treatment.
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Virology and Liver Unit, Nagoya City University Graduate School of
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Background/aims: The association between HLA-DP single nucle-

otide polymorphisms (SNPs) and chronic hepatitis B virus (HBV)

infection varies between different populations. We aimed to study the

association between HLA-DP SNPs and HBV infection and disease

activity in the Chinese population of Hong Kong.

Methods: We genotyped SNPs rs3077 (near HLA-DPA1) and

rs9277378 and rs3128917 (both near HLA-DPB1) in 500 HBV car-

riers (hepatitis B surface antigen [HBsAg]-positive), 245 non-HBV

infected controls (HBsAg- and antibody to hepatitis B core protein

[anti-HBc]-negative), and 259 subjects with natural HBV clearance

(HBsAg-negative, anti-HBc-positive). Inactive HBV carriers state

was defined by HBV DNA levels \ 2,000 IU/mL and persistently

normal alanine aminotransferase level for least 12 months.

Results: Compared to the non-HBV infected subjects, the HBV

carriers had a significantly lower frequency of the rs3077 T allele

(P = 0.0040), rs9277378 A allele (P = 0.0068) and a trend for lower

frequency of rs3128917 T allele (P = 0.054). Comparison between

the HBV clearance subjects and HBV carriers showed that these

alleles were associated with an increased chance of HBV clearance

(rs3077: OR = 1.41, P = 0.0083; rs9277378: OR = 1.61,

P = 0.00011; rs3128917: OR = 1.54, P = 0.00017). Significant

associations between HLA-DP genotypes and HBV clearance were

also found under different genetic models. Haplotype TAT was

associated with an increased chance of HBV clearance (OR = 1.64,

P = 0.0013). No association was found between these SNPs and

HBV disease activity.

Conclusions: Specific alleles and haplotypes of HLA-DP SNPs

rs3077, rs9277378 and rs3128917 were associated with chronicity of

HBV disease in the Chinese. Further studies are required to determine

whether these SNPs influence the disease endemicity in different

ethnic populations.
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Molecular characterization of HBV strains isolated from chronic
hepatitis B patients in Southeastern region of Turkey
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Background: Turkey is a country of intermediate/high endemicity for

HBV infection, with the HBsAg prevalence in the general population

ranging from 2.5% -9.1%, (especially high in the Southeastern part of

Turkey) and depending on the region and the type of studies. The aim

of the present study was to assessment the molecular aspects of HBV

strains isolated from chronic hepatitis B (CHB) patients in South-

eastern region of Turkey.

Methods: The investigation involved total of 110 patients (The

baseline characteristics of the patients; mean age, 32 years (range;

5-70), gender; male 26 % and female 74%, ALT; 81 (23-367) U/L,

AST; 55 (16-298) U/L, HBeAg positivity; 53%, HBV DNA 1.2 + E9

(range 2 + E4 - 3.2 + E10) copies/ml. We analysed by amplification

and direct sequencing procedures of the HBV pol gene.

Results: The phylogenetic analysis and by genotyping tool (Ghe-

no2pheno) showed that all (100%) of the patients were infected with

HBV genotype D. The majority (96.4%) of HBV genotype D bran-

ched into subgenotype D1 in the phylogenetic tree. However, 2.7%

and 0.9% of the strains branched into subgenotype D2 and
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subgenotype D3 clusters, respectively. Compensatory and primary

drug-resistance mutations were detected in 13/57 (23%) and 6/53

(11%), 4/57 (7%) and 6/53 (11%) patients who had treatment naive

and viral breakhthrough under NUCs therapy, respectively (Table 1).

However, the antiviral drug-associated potential vaccine-escape

mutants (ADAPVEMs) and S (surface) gene mutation patterns and

frequency showed at the Table 1.

Conclusions: Determination of genotypes/subgenotypes of HBV

may provide robust epidemiological data related to their circulation

as well as their transmissibility. However, the findings of HBV pol

gene mutations may be helpful in the management of rescue

strategies in NUCs resistant patients in Southeastern region of

Turkey.
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The efficacy of tenofovir therapy in patients with chronic hepatitis
B-2 years experience

Figen Caglan Cevik, Nevil Aykin, Hasan Naz, Pınar Korkmaz

İnfectious Diseases, Yunus Emre State Hospital, Eskisehir, Turkey

Aim: Tenofovir disoproxil fumarate (TDF), used in the treatment of

chronic hepatitis B (CHB), is a nucleotide analogue having high

genetic barrier and potent viral suppression. The aim of this study was

to evaluate CHB patients receiving TDF treatment and being followed

up at our clinic.

Method: 74 CHB cases receiving TDF who are treatment-naive or

interferon and/or antiviral-treatment experienced were analyzed

retrospectively. Patients were evaluated every 3 months in terms of

biochemical, virological and serological parameters.

Results: 68.9% of patients were male and mean age was 50.7 years.

17.6% of patients had HBeAg-positivity. According to the mean

ISHAK scoring of 48 patients who underwent a liver biopsy, HAI was

8.9 and fibrosis was 2.3. 28.4% of patients were treatment-naive and

treatment duration changed between 1 to 41 months (mean

18.5 months). Biochemical responses of patients receiving TDF

treatment were 67.7%, 83.9%, 93.5%, 93.5% and 93.5% at 1st, 3rd,

6th, 12th and 24th month, respectively. Two-year follow-up of

patients showed that normalization of ALT was statistically signifi-

cant (p \ 0,001) (Cochran’s Q test). HBV DNA levels were under the

detection limit (\ 50 IU/ml) in 70% of patients at 1st month, 80% at

3rd month and 93.3% at 6th month whereas DNA levels were less

than 50 IU/ml in all 30 patients also evaluated at 12th and 24th

month. The change in the DNA levels falling below the detection

limit during two-year follow-up was determined to be statistically

significant (p \ 0,001) (Cochran’s Q test). 23% (3/13) of patients had

HBeAg seroconversion. No patient had HBsAg loss. During follow-

ups, no patient had adverse event that lead to discontinuation of

therapy.

Conclusion: We found that TDF therapy was effective in patients

diagnosed with CHB in terms of biochemical and virological

response.
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Tenofovir disoproxil fumarate (TDF) in Asian patients with high
baseline HBV-DNA viral load (HBV-DNA ‡ 9log10 copies/mL)

Scott Fung1, Stuart C. Gordon2, Zachary Krastev3, Andrzej
Horban4, Jorg Petersen5, Jan Sperl6, Leland Yee7, Phillip Dinh7,
Eduardo Bruno Martins7, John F. Flaherty7, Kathryn M.
Kitrinos7, Vinod Rustgi8, Maria Buti9, Patrick Marcellin10

1University of Toronto, Toronto, ON, Canada, 2Henry Ford Health

System, Detroit, MI, USA, 3University Hospital, St. Ivan Rilsky,

Sofia, Bulgaria, 4Warsaw Medical University, Warsaw, Poland,
5Liver Unit Asklepios Klinik St. Georg, Hamburg, Germany,
6Institute for Clinical and Experimental Medicine, Prague, Czech

Republic, 7Gilead Sciences, Foster City, CA, 8Metropolitain Liver

Diseases, Fairfax, VA, USA, 9Hospital General Universitari Vall

d’Hebron, Barcelona, Spain, 10Hopital Beaujon, University of Paris,

Paris, France

Background: We reported similar efficacy and safety in Asian and

non-Asian patients treated with TDF. Here we examine efficacy TDF

on Asian patients with and without high baseline viral load (HVL)

(HBV-DNA C 9log10 copies/mL).

Methods: We evaluated antiviral response in 33 Asians with and 172

without HVL following 288 weeks of TDF treatment in pivotal

studies GS-US-174-0102 and GS-US-174-0103. Patients were ran-

domized 2:1 to receive TDF or adefovir dipivoxil (ADV) for

48 weeks followed by open-label TDF and had liver biopsies at

baseline, weeks 48 and 240.

Results: Most patients were Genotype B/C (87.8% for HVL; 88.5%

non-HVL). Non-HVL patients had faster initial HBV-DNA decline

compared to HVL patients but HBV-DNA levels were similar by

week 96 (see Fig. 1). At week 288, ALT normalization rates were

similar (72.7% for HVL and 79.8% for non-HVL; p = 0.697).

Among HBeAg + patients at baseline who completed 288 weeks of

therapy, 5/10 (50%) of HVL and 23/42 (54.8%) of non-HVL patients

had HBeAg loss (p = 1.0). At baseline, 4/33 (12.5%) of HVL and

42/172 (24.65%) of non-HVL patients had cirrhosis (Ishak 5/6).

Table 1 HBV pol gene mutations pattern and freque

Treatment

status, n

Compensatory

mutation

pattern and

frequency,

n (%)

RT gene

mutation

pattern

and frequency,

n (%)

ADAPVEM

pattern and

frequency,

n (%)

S gene

mutation

pattern and

frequency,

n (%)

Treatment

naive,

n=57

L91I, Q149 K,

I169 V/X, V191F,

Q215H/P/S 13 (23%)

•V173 M

•A181P

•I233 V

•M250R 4

(7%)

•F161L/H*

•S193L*

•M250R/

W172L 6

(10.5%)

Q101R, I110L,

T118A,

G119I,

P120S,

P127T,

G130R,

S132S/Y,

T140I, S143L,

D144E 11

(19%)

Lamivudine

treatment,

n=18

L91I, N139 K,

Q215P, N238T 5

(28%)

•L80I +

L180 M +

M204I

•T184E/G

•M204I 3

(16.6%)

•T184G/

L176 V

•M204I/

W196L

•M204I/

W196S 3

(16.6%)

Q101R,Y134F

2 (11%)

Entecavir

treatment,

n=18

A194X 1

(5.5%)

•L180 M +

T184 V +

M204 V 1

(5.5%)

•M204 V/

I195 M

•S193L*

2 (11%)

T118A, P127T,

M133I,

Y134F,

S143L 4

(22%)

Adefovir

treatment,

n=1

- - - S132F 1

(100%)

Tenofovir

treatment,

n=16

- •L180 M

+ S202G +

M204 V

•A181 V +

N236T 2

(12.5%)

•M204 V/

I195 M

•A181 V/

L173F

•W172L* 3

(18.7%)

P120S, P127T,

T131I,

Y134*/H 7

(43.7%)
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Among patients who had a repeat biopsy at week 240, 0/12 HVL

patients (0%) and 5/78 non-HVL (6.4%) were cirrhotic. No patient

had persistent viremia at week 288 or lost HBsAg.

Conclusions: Asian patients with HVL can achieve HBV-DNA

negativity with long-term TDF treatment although time to HBV-

DNA \ 400copies/mL may be longer vs non-HVL. Similar rates of

ALT normalization, eAg seroconversion and regression of cirrhosis

were observed in HVL and non-HVL patients.
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Retrospective survey assessing pregnancy outcomes of partners
of chinese male patients with chronic hepatitis B who received
long-term entecavir treatment

Haodong Cai1, Xiujun Ma1, Runqin Li2, Jimmy Chiu3,
Daozhen Xu1

1Beijing Ditan Hospital, Capital Medical University, 2Bristol-Myers

Squibb, Beijing, 3Bristol-Myers Squibb, Shanghai, China

Background: Long-term treatment of chronic hepatitis B (CHB) with

nucleos(t)ide analogs (NUCs) is often required to achieve a main-

tained response, but this could impact on fertility/pregnancy.

Entecavir, a potent NUC for treatment of CHB, is classified by the

FDA as pregnancy category C. Limited data are available on the

impact of long-term entecavir therapy on pregnancy outcomes among

male CHB patients.

Methods: This single-centre retrospective survey assessed the safety

of long-term entecavir therapy on pregnancy outcomes among Chinese

male CHB patients who fathered children while receiving entecavir

(0.5 or 1.0 mg daily) during the entecavir phase II/III studies ETV-

012, ETV-023 and ETV-056, and the roll-over study ETV-050.

Results: Patients were enrolled between 2002 and 2004, and followed-

up until March 2012. Of the 39 male patients, 16 fathered children

while on entecavir treatment and were included in this analysis; 18

children were born over the 9 years of follow-up, all reported as

unplanned pregnancies. At baseline, the mean age was 28 ± 3.7 years,

14 patients were HBeAg(+), and 2 patients were HBeAg(-). All 16

patients received 1.0 mg entecavir, which was administered over a

mean duration of 4 years (range 1-8 years). Twelve children were born

to fathers who had been treated for 4 or more years. The mean birth

weight was 3317 ± 390 grams. There were no cases of low birth

weight, birth abnormalities, or congenital disorders. Based on the

treating physicians’ assessment, none of the children demonstrated any

evidence of cognitive or developmental delays.

Conclusion: Within this cohort, for male CHB patients fathering

children while on long-term entecavir treatment (even at the 1.0 mg

daily) no birth defects, congenital abnormalities, or cognitive/devel-

opmental delays of the offspring were observed.
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Influence of HBV DNA genotypes on the clinical characteristics
of chronic hepatitis B

Akiko Tomonari1, Jong-Hon Kang1, Takeshi Matsui1, Hajime
Yamazaki1, Hironori Aoki1, Kunihiko Tsuji1, Yoshihisa
Kodama2, Yasuo Sakurai2, Hiroyuki Maguchi1

1Center for gastroenenterology, 2Department of radiology,

Teine Keijinkai Hospital, Sapporo, Japan

Background and Aims: Chronic hepatitis B is known to have dif-

ferent clinical characteristics according to HBV genotype, but much is

still unclear. The aim of this study was to assess the influence of

genotypes on chronic HBV.

Methods: 561 chronic HBV patients between 1986 to August 2012

were enrolled. 1) Patient background, 2) Disease progression, 3) Serum

HBsAg, DNA, HBsAg/DNA, and 4) Incidence of hepatocellular car-

cinoma (HCC) were assessed according to genotype (Tables 1, 2 and 3).

Results:

1) Genotype distribution was A 8 (1.4%), B 163 (29.1%) with 1

subgenotype Ba and 125 Bj, C 367 (69.0%), and D 3 (0.5%).

2) The distributions according to disease progression were 102

asymptomatic carriers (ASC), 50 chronic hepatitis states (CH), and

4 liver cirrhosis states (LC) in B; 144, 172, and 41 in C (p \ 0.0001).

3) The medians of HBsAg were 2.6 logIU/ml and 2.1 in ASC

(p \ 0.0001), 3.0 and 3.3 in CH (p = 0.10), and 3.1 and 3.2 in

LC (p = 0.20). 3. to 5. are in the order of genotype B to C,

respectively.

4) The medians of HBV-DNA were 3.9 logcopies/ml and 3.0 in

ASC (p = 0.0003), 5.2 and 2.1 in CH (p \ 0.0001), and 5.2 and

2.1 in LC (p = 0.05).

Fig. 1 Asian HVL and nonHVL on therapy

Table 1 HBsAg and HBV DNA

Genotype B Genotype C P value

HBsAg (logIU/ml)

ASC 2.6 2.1 \0.0001

CH 3.0 3.3 0.16

LC 3.1 3.2 0.20

HBV DNA (log copies/ml)

ASC 3.9 3.0 0.0003

CH 5.2 3.6 0.003

LC 5.2 2.6 0.19

Table 2 HBsAg/HBV DNA ratio

Genotype B Genotype C P value

ASC 0.66 1.03 0.04

CH 0.61 0.88 0.01

LC 0.60 0.92 0.10
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5) The median ratios of HBsAg/DNA were 0.66 and 1.03 in ASC

(p = 0.04), 0.61 and 1.08 in CH (p = 0.0007), and 0.60 and 1.27

in LC (p = 0.03).

6) Accumulated prevalence rate of HCC for genotype B and C were

2.4% and 11.5% for 5 years, and 2.4% and 15.9% for 10 years,

respectively (p \ 0.0001).

Conclusions: Genotype C infection demonstrated more severe dis-

ease progression than genotype Bj. HBV DNA was higher in

genotype Bj, whereas HBsAg/DNA ratio was higher in genotype C.

Therefore, high HBsAg/DNA ratio in genotype C infection may be

associated with disease deterioration in comparison with chronic

HBV with genotype Bj.
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The predictive factor of IVR and HBe ag loss after adefovir
dipivoxil for hepatitis B patients resistant to lamivudine

Daejin Kim, Hyunsoo Kim, Hyangeun Seo, Yunjin Chung,
Changkeun Park, Dongwook Lee

Daegu Fatima Hospital, Daegu, Republic of Korea

Background: We evaluate the efficacy of adefovir dipivoxil and

determine patient-dependent or laboratoroy variables that are pre-

dictive of IVR (HBV DNA \ 4 log copies/mL in 6 M after treatment)

and HBe ag loss for hepatitis B patients resistant to lamiduvine.

Method: 179 HBV-infected patients with lamivudine resitance

received adefovir dipivoxil for C 6 months. Quantitative HBV DNA,

HBeAg/anti HBeAg, ALT was checked every 3-6 months

Result:

(1) Initial Virologic Response (IVR) was 30.2%. High pretreatment

ALT, HBe ag positive patient had IVR(P \ 0.05). Age, sexuality

and pretreatment HBV DNA were not different for IVR(P [ 0.05).

(2) HBe ag loss is increasing in patient with IVR(P \ 0.05). Age,

pretreatment ALT, pretreatment HBV DNA were not different

for HBe ag loss(p [ 0.05)

Conclusion: Pretreatment ALT is important predictor for IVR. IVR is

also important for HBe ag loss.
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Sequential use of 36-month telbivudine in chronic hepatitis B
patients with suboptimal response to interferon

Xing-Jian Jiang

Department of Hepatology,Hangzhou Sixth People’s Hospital,

Hangzhou, China

Background/aims: Non-or suboptimal response to interferon is a

clinical reality for some of our chronic hepatitis B (CHB) patients. To

address this clinical need, we evaluated the safety and efficacy of

telbivudine (LdT) in this population.

Methods: 31 HBeAg-positive CHB(+)outpatients (Hangzhou Sixth

People0s Hospital, since 2008)with non-response to interferon were

switched to telbivudine (LdT) 600 mg/day for 3 years. Non-

response or suboptimal response to interferon was defined as over

six months of treatment; HBV DNA declined by \ 2 log10,

HBeAg [ 100 PEIU/mL, ALT abnormal (or normal). Mean age

27.8 years (19 to 46), male: 19 (61.3%), mean weight: 64 kg,mean

HBV DNA (log10, SD): 6.8 (4-8), median HBV DNA (log10): 7,

mean ALT IU/L (SD): 169.7 (21-1173),mean ALT IU/L: 163.

Liver function, HBeAg and HBV DNA were evaluated at Month 3,

6, 12, 18, 24, 30 and 36.

Results: At 36 months, 97% (30/31) of CHB(+)patients receiving

sequential LdTachieved HBV DNA below the detection limit

(\ 1000 copies/mL), 45% achieved HBeAg seroconversion (nine

patients had normal ALT), and 92% had ALT normalization at

36 months. All patients achieved differing decreases in HBsAg

during follow-up visits. 2 patients achieved HBsAg loss and 1

patient achieved HBsAb.Different degrees in creatine kinase (CK)

levels were observed in [ 50% of the patients. No symptoms of

myopathyor changes in muscle strength were found. Patients

adhered to LdT under close monitoring. 6 patients had virological

breakthrough (M204i mutation) by P genome sequencing. In these

patients, virological markers normalized with add-on adefovir for

three months. 7 patients discontinued drugs and maintained

response following 1-year follow-up.

Conclusion: We have demonstrated that sequential LdT is effective

in CHB patients with suboptimal response to interferon. Telbivudine

shows potent viral suppression, high HBeAg seroconversion and

potential for finitetherapy. Larger studies are necessary to confirm

these findings.
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Effect of telbivudine and entecavir on HBeAg-positive chronic
hepatitis B: a 4-year follow-up

Xi Chen

Hepatology Hospital of Jilin Province, Changchun, China

Background/aims: New, more potent antiviral therapies offer the

potential for finite therapy for chronic hepatitis B (CHB) patients. To

compare the efficacy and safety of telbivudine (LdT) and entecavir

(ETV) in HBeAg-positive (+) CHB patients.

Methods: We enrolled 60 HBeAg(+) CHB patients (March to April

in 2007) in a prospective, open-label randomized, controlled clinical

study comparing LdT 600 mg (N = 30), male/female: 24/6, age:

39.0 ± 10.1, ALT (U/L): 266.7 ± 94.2 and HBV DNA (log10

IU/mL): 6.8 ± 0.9 to ETV 0.5 mg (N = 30), male/female: 27/3, age:

37.0 ± 9.8, ALT (U/L): 272.8 ± 98.6 and HBV DNA (log10 IU/mL):

6.7 ± 1.0 for up to Week 192. Patients were evaluated at baseline,

Weeks 12, 24and every 24 weeks for HBV-DNA, HBV serology,

liver function, serum creatine kinase(CK) and adverse events.

P \ 0.05 was considered statistically significant.

Results: Virological response (HBV DNA non-detectable) was sim-

ilar in both groups, reaching 100% by 48 weeks. By Week 192,

response was 93.3% with LdT and 96.7%ETV. Serologic responses

differed significantly between the 2 groups; HBeAg loss at Week 192

was 60% for LdT vs. 33.3% for ETV, P \ 0.05and HBeAg

Table 3 Patient distribution

Genotype B Genotype C P value

(chi-square test)

Asymptomatic carrier 125 (76.7%) 153 (39.5%)

Chronic hepatitis 30 (18.4%) 190 (49.1%)

Liver cirrhosis 8 (4.9%) 44 (11.4%)

\0.0001
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seroconversion, 56.7% and 30%, respectively, P \ 0.05. In the LdT

group, serum CK level increased to 2400 U/L in 3 patients by Week

48, with presence of myasthenia and mild myalgia. With continued

treatment, these symptoms were not aggravated and the CK value

declined. Except for this observation, no obvious differences in

adverse events were observed.We report no drug withdrawals for

adverse events. 2 LdT patients had viral breakthrough at Week 132

and 1 ETV patient had viral breakthrough at Week 144, adefovir was

added to continue treatment.

Conclusion: Our results suggest that LdT may be more advantageous

than ETV for CHB patients to achieve a finite-duration, cost effective

treatment.A larger clinical study of similar duration should be

performed.
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Efficacy of telbivudine in patients with non-response to interferon

Jing Yuan

The Third People’s Hospital of Shenzhen, Shenzhen, China

Background/aims: To compare telbivudine (LdT) and entecavir

(ETV) in young HBeAg-positive chronic hepatitis B (CHB) patients

with non-response to interferon.

Methods: We enrolled 67 patients, (N = 45) LdT 600 mg/day

and(N = 22) ETV 0.5 mg/day. Mean age:29.3 (16-42), 31.2 (26-44),

male 78 %, 72.6 %, mean HBV DNA (log10):7.03 (5.6-8.5), 7.21 (5.8-

8.1), mean ALT (IU/L):280.2 (58-545), 256.3 (53.483) respectively.

Non-response to IFNwas defined as HBV DNA decline of \ 2 log10,

HBeAg positivity and abnormal liver function following six or twelve

months of IFN. Patients received LdT or ETV based on their pref-

erence. Statistical analyses were performed for: changes in ALT and

AST, HBV DNA, HBsAg, HBeAg and HBeAb at Weeks 12, 24, 36

and 48. Furthermore, we assessed resistance and adverse events.

Results: HBV DNA undetectable rate in patients switching to LdT

was 73.3%, 97.8%, 95.6%, 88.9% at Weeks 12, 24, 36, and 48 and

77%, 100%, 100%, 100% with ETV (P [ 0.05).HBeAg loss (non-

cumulative rate) was 8.9%, 26.7%, 37.8%, and 53.3% for LdT and

4.5%, 9.1%, 9.1%, and 18.2% for ETV (P \ 0.05 at Weeks 36 and

48).HBeAg seroconversion (non-cumulative rate) was 6.7%, 20.0%,

33.3%, 48.9% for LdT and 0%, 4.5%, 9.1% and 13.6% for ETV,

(P \ 0.05 at Weeks 36 and 48). In the LdT group, 1 patient switched

to adefovir after 1 year for grade 1 creatine kinase elevation with

fatigue; 5 patients incurred resistance, and adefovir was added. In the

ETV group, no adverse events or resistance were reported.

Conclusion: Sequential use of LdT or ETV in CHB patients with

non-response to interferon results in highv irological response and

HBeAg seroconversion. In our study, sequential use of LdT produced

a significantly higher HBeAg seroconversion rate vs. ETV. We report

few adverse events in either group, but a greater number of resistance

cases with LdT.
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Entecavir versus tenofovir in the treatment of chronic hepatitis B
virus (HBV) infection: comparison of real life clinical results

Tansu Yamazhan1, Husnu Pullukcu1, Raika Durusoy2, Meltem
Tasbakan1, Oguz Resat Sipahi1, Bilgin Arda1, Sercan Ulusoy1

1Infectious Diseases and Clinical Microbiology, 2Public Health,

Ege University, Izmir, Turkey

Aims: Studies comparing entecavir and tenofovir in the treatment of

chronic HBV infection with similar inclusion and outcome criteria in

the real life practice are scarce.In this study it was aimed to compare

entecavir vs tenofovir in the treatment chronic HBV in the real life

clinical practice.

Methods: This retrospective comparison study included data of

chronic HBV cases treated with entecavir or tenofovir according to

AASLD and APASL guidelines between 2009 and 2012 in the

infectious diseases outpatient clinic of a tertiary care educational

hospital.Patients were followed-up in 6-month intervals and their

ALT and HBV-DNA levels, their HBsAg and HBeAg statuses and

seroconversion rates were compared. Their ALT-normalization(ALT

\ 40 IU/ml) and HBV-DNA negativities at the last follow-up were

compared with Kaplan-Meier survival analysis.

Results: A total of 81 patients (47 entecavir,34 tenofovir) fulfilled the

study inclusion criteria. There was no difference in the gender and

pre-treatment HBeAg status distributions and mean age,ALT, HBV-

DNA, liver biopsy (modified Knodell) HAI and fibrosis scores of the

two groups prior to treatment.The mean follow-up was 30.7 ± 9.9

(min.12-max.48) months. There was no statistically significant dif-

ference in their HBV-DNA negativity and their ALT-normalization at

the last follow-up.The mean survival with normal ALT was

43.8(95%CI 40.9-46.7) months in the entecavir group and 46.2(43.2-

46.7) in the tenofovir group(p = 0.165).More patients became

HBVDNA negative in the 6th month in tenofovir vs entecavir (ent-

ecavir 31.9%, tenofovir 70.6%, p = 0.001), while this difference

disappeared in the 12th(entecavir % 87.2,tenofovir % 94.1) and 18th

(entecavir % 94.9, tenofovir % 94.1) months.In both groups, there

was no HBsAg/sero-conversion while one among 9 HBeAg positive

patients on entecavir(12th month) and two among 8 on tenofovir(6th

and 18th months) became HBeAg negative.

Conclusion: Patients became HBV-DNA negative more commonly

on 6th month in the tenofovir arm,however,this difference disap-

peared in the next follow-up periods.Antigen loss rates were lower

than published in the literature.
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Durability of efficacy after telbivudine’s off-treatment in chronic
hepatitis B patients

Da-Biao Chen, Dong-Ying Xie, You-Ming Chen, Cui-Rong Lu,
Zhan-Lian Huang, Rui-Hua Zhu, Zhi-Liang Gao

Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Background/aims: It is suggested that finite therapy with nucle-

os(t)ide therapy is possible in chronic hepatitis B (CHB) patients

under certain circumstances. Here we evaluate the durability of effi-

cacy after telbivudine’s (LdT) off-treatment in CHB patients.

Methods: 30 CHB patients with normalized ALT, undetectable

HBV-DNA and negative HBeAg were observed for 24 to 144 weeks

after discontinuation of LdT. We analyzed the follow-up clinical

condition of off-treatment; calculate the cumulative clinical relapse

rate, and figure outthe baseline or on-treatment factorscorrelated with

clinical relapse.

Results: We reported that 83.3% (25/30) of patients maintained a

sustained response after LdT withdrawal and 91.3% (21/23) sustained

HBeAg seroconversion. All the clinical relapses occurred within the

first 60 weeks; and the cumulative clinical relapse rates at week 48,
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60 and 144 were respectively 6.7%, 11.2% and 23.8%. No significant

baseline or on-treatment factors for clinical relapse were found.

Conclusion: The present study demonstrated that most CHB patients

([ 80%)maintained sustain response and HBeAgseroconversion

followingLdT’s off-treatment. Clinical relapses may often occur in the

early period, with low clinical relapse rate (23.8%). Larger sample size

and longer follow-up should be taken into the further study.
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Efficacy of switching to or adding on telbivudine in patients
with suboptimal response to adefovir dipivoxil: a cohort study

Guang-Dong Tong, Hai-Hong Tang, Chun-Shan Wei, Ying-Jun
Zheng, Mei Qiu, Da-Qiao Zhou

Department of Hepatology, Shenzhen Hospital of Traditional Chinese

Medicine, Shenzhen, China

Background/aims: Treatment guidelines recommend adapting ther-

apy in suboptimal responders. We evaluated 2 treatment strategies in

Adefovir Dipivoxil (ADV)suboptimal responders.

Methods: 80 ADV-naı̈ve patients from Shenzhen Chinese Medicine

Hospital (Aug. 2007 to Jan. 2011)had 57 patients suboptimal response

for about 48 weeks. 25 received add-on telbivudine (LdT) (group A)

and 32 switched to LdT (group B).They had received LdT treatment

for at least 24 weeks, and the median follow-up time was 96 weeks.

Baseline characteristics, age: 45.64 (32-66); 48.81 (35-67), gender

male/female: 18/7; 23/9, liver cirrhosis/CHB: 3/22;4/28, HBeAg +/

HBeAg-: 22/3; 25/7, ALT (U/L): 257 (72-432), 202 (67-512). ADV

duration (weeks): 48.5 (40-50); 47.6 (42-51). HBV DNA (log10

copies/mL): 6.66 ± 0.53 and 6.81 ± 0.48 for groups A and B.Viro-

logic and laboratory responses were assessed every three months.

Results: The cumulative rate of HBV DNA and HBeAg losses were

not significantly different in patients receiving either add-on LdT or

switching to LdT (HBV DNA loss, v2 = 0.594, Q = 0.441; HBeAg

loss, v2 = 0.006, Q = 0.937). 92% of patients in Group A achieved

HBV DNA loss; incidence/week of 2.398%/person-weeks. 45.5%

achieved HBeAg loss; incidence/week of 0.536%/person-weeks.

InGroup B, incidence of HBV DNA loss per week was1.725%/per-

son-weeks. 36% achieved HBeAg loss; incidence per week of

0.475%/person-weeks.No patients in Group Avs. 3 in Group B

experienced virologic breakthrough.

Conclusion: In ADV suboptimal responders, adding-on or switching

to LdT yielded similar virological and serological responses.The add-

on LdT strategy achieved higher numerical rates of HBV DNA loss

and HBeAg seroconversion and reduced resistance.
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Durability of efficacy following telbivudine’s off-treatment in 13
HBeAg-positive chronic hepatitis B patients

Lei Wang, Liu Feng, Xiao-Li Fu, Tong-Yan Liu, Fen-Zhi Ji
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Hospital of Shandong University, Jinan, China

Background/aims: Chronic hepatitis B (CHB) requires long-term

antiviral treatment.The poor durability achieved in early studies may

be due to short treatment duration and short-term consolidation

therapy following HBeAg seroconversion. A prolonged consolidation

of nucleosi(t)de analogues(NA) was recommended by related guide-

lines. The clinical studies evaluating the durability of efficacy and

influencing factors following NA cessation have primarily been

conducted with lamivudine. Here we reported a prospective cohort

study to evaluated the off-treatment durability of telbivudine(LdT)

efficacy in HBeAg-positive CHB patients

Methods: Patients who met the following cessation criteria and dis-

continued LdT in our medical center were consecutively included.

LdT cessation criteria: Total treatment course C 24 months, HBV

DNA \ 103 copies/mL, ALT normalization and HBeAg seroconver-

sion or loss remained C 12 months. Recurrence criteria: HBV

DNA C 104 copies/mL and/or elevated ALT, confirmed by an extra

test performed within 2 weeks.

Results: 13 patients (7 male and 6 female)were included in our study,

aged 29 years(20-36 y), among whom 9 were drug-naı̈ve and 4 were

interferon-refractory. The pretreatment ALT, HBV DNA level were

276(100-748)IU/L,6.57 ± 1.08 log10 copies/mL respectively and all

patients were genotype C. The patients received a total duration of

31(24-63) months and a consolidation of 20(13-35)months of LdT

treatment(600 mg/d) and were followed up for 22(6-38) months.

Sustained virological response was achieved in 12/13(92.3%)

patients, and only 1 patients relapsed 3 months after withdrawal

(36 years old, total treatment of 24 months and consolidation of

20 months, with HBeAg seroconversion during LdT treatment and

HBeAg reversion 4 months after withdrawal).

Conclusion: Good durability of effectiveness after LdT withdrawal

with stringent cessation criteria was observed in our prospective

cohort study. Further cohort studies with bigger sample size and

longer follow-up time are needed to confirm this preliminary results

and explore potential influencing factors.
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Influence of baseline lamivudine-resistance mutations
on entecavir + adefovir, lamivudine + adefovir or entecavir
alone in lamivudine-resistant chronic hepatitis B

Jeong Heo1, Sang Hoon Ahn2, Young-Oh Kweon3, Byung-Ho
Kim4, Hyung Joon Yim5, Cyril Llamoso6, Kwan Sik Lee2

1Pusan National University School of Medicine, Pusan,
2Yonsei University College of Medicine, Seoul, 3The Kyungpook

National University Hospital, Daegu, 4Kyung Hee University

Hospital, 5Korea University Medical College, Seoul,
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Background: Lamivudine (LVD)-resistant HBV remains prevalent,

especially in many Asian countries. Emergence of LVD-resistant HBV

is usually initially associated with an M204I substitution, which is

frequently replaced by M204 V (+/-L180 M) with continued LVD

treatment. In the DEFINE study the efficacy of entecavir (ETV) +

adefovir (ADV) was superior to ADV + LVD over 2 years in patients

with LVD-resistant HBV. In a sub-group analysis we assessed the

impact of M204I and M204 V substitutions on responses to treatment

in the DEFINE study.

Methods: In this open-label, multicenter study, 416 HBeAg(+) CHB

patients with LVD-resistant HBV were randomized 1:1:1 to receive

ETV + ADV (1.0 mg + 10 mg), ETV (1.0 mg) or ADV + LVD

(10 mg + 100 mg) once-daily for 100 weeks. The option to add

tenofovir to ETV monotherapy after Week 48 was allowed in coun-

tries where tenofovir was approved for CHB treatment. This analysis

compared efficacy endpoints in subgroups based on the detection of

specific LVD-resistant HBV M204 variants (I, V or mixed).
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Results: Among 407 treated patients with confirmed LVD resistance

at baseline the distribution of M204 variants was comparable among

treatment groups. In all treatment groups the proportions of patients

with HBV DNA \ 50 IU/mL at Week 96 were highest among

patients with M204I. Across all three M204 variant groups the viro-

logic response was greatest in the ETV + ADV or the ETV treatment

groups (Table 1).

Conclusions: In patients harbouring M204I LVD-resistant variants,

treatment with ETV containing regimens resulted in higher propor-

tions of subjects achieving HBV DNA \ 50 IU/mL at Week 96

compared with ADV + LVD therapy.

Topic: 8.b Clinical

Absno: 701

Safety and antiviral suppression among HBeAg-negative CHB
patients who discontinued Long-term ETV therapy in study 901
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Background: In HBeAg(-) chronic hepatitis B (CHB) patients

receiving antiviral therapy, HBV relapse is frequent after treatment

discontinuation. We assessed the durability of antiviral responses in

patients who stopped ETV therapy after maintaining viral suppression

in study ETV-901.

Methods: HBeAg(-) patients from study ETV-027 who subsequently

received ETV for C 192 weeks in ETV-901, had HBV DNA \ 300

copies/mL for C 48 weeks, ALT B 1 x ULN, and consented to off-

treatment follow-up for up to 96 weeks were studied. The primary end-

point was the proportion of patients with sustained HBV DNA \ 10,000

copies/mL at off-treatment Week 48. Failure endpoints included hepatitis

flare� and confirmed virologic relapse (HBV DNA C 10,000 copies/mL

and ALT C 2 x ULN or HBV DNA C 100,000 copies/mL at 2 con-

secutive time points C 4 weeks apart).

Results: Patients (N = 29) were predominantly male and Asian (72%

each); mean duration of ETV therapy was 254.1 weeks. Overall,

24/29 patients completed 96 weeks off-treatment follow-up. At off-

treatment Week 48, 6/29 (21%) had HBV DNA \ 10,000 copies/mL.

Seven patients experienced confirmed virologic relapse. No ETV

resistance was detected among patients who met criteria for resistance

testing. Ten patients re-started ETV, and all had HBV DNA \ 300

copies/mL within 3 months after re-starting treatment (Table 1).

Conclusions: In this cohort of HBeAg(-), predominantly Asian

patients, discontinuation of long-term ETV treatment resulted in

increased viral replication (HBV DNA C 10,000 copies/mL) in most

patients, thus demonstrating the need for continued antiviral treatment

in HBeAg(-) patients. Re-treatment with ETV resulted in rapid sup-

pression of viral replication.
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Disease and treatment perceptions among asian Americans
diagnosed with chronic hepatitis B infection
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Background/aims: In the US, an estimated 2.2 million people have

chronic hepatitis B (CHB) and about half are Asian Americans.

Previous research has shown poor disease awareness and differing

attitudes towards CHB treatment among Asian Americans. This study

therefore looks at the perceptions of CHB treatment among this

Table 1

Overall Mean BL

HBV DNA,

log10 IU/mL

HBV GT

C n (%)

HBV DNA

\50 IU/mL,

n (%) [NC=F]*

Week 48 Week 96

ETV+ADV (N=138) 7.4 124 (89.9) 35 (25.4) 60 (43.5)

ETV (N=140)# 7.4 119 (85.0) 23 (16.4) 55 (39.3)

ADV+LVD (N=137) 7.5 113 (82.5) 27 (19.7) 39 (28.5)

Treatment group M204 n (%)

ETV+ADV (N=136) M204I 42 (31) 9 (21.4) 21 (50.0)

M204I/V 50 (37) 14 (28.0) 23 (46.0)

M204 V 44 (32) 10 (22.7) 14 (31.8)

ETV (N=137) M204I 42 (31) 10 (23.8) 22 (52.4)#

M204I/V 52 (38) 7 (13.7) 21 (40.4)#

M204 V 43 (31) 4 (9.3) 9 (20.9)#

ADV+LVD (N=134) M204I 56 (42) 14 (25.0) 20 (37.5)

M204I/V 51 (38) 7 (13.7) 11 (21.6)

M204 V 27 (20) 5 (18.5) 7 (25.9)

*Primary efficiency endpoint. Number of patients with a confirmed M204 mutation

# 32 subjects in the ETV arm added tenofovir after Week 48. Bl, baseline; GT, genotype;

NC=F, non-completer=failure

Table 1

N=29 (NC=F)

Antiviral

efficacy, n

End of dosing

in ETV-901

Off-treatment

Week 48

Off-treatment

Week 96

HBV DNA

\10,000 copies/mL

29 6 4

HBV DNA

\1000 copies/mL

29 3 3

HBV DNA

\300 copies/mL

29 2 1

ALT B1 9 ULN 25 9 7

HBsAg loss 0 0 0

HBsAg seroconversion 0 0 0

Safety, n Through Post-dosing Week 96

Any AE 22

Serious AE 2*

HCC 1

ALT flares* 1

Hepatitis flares� 4

Deaths 0

ALT[2 9 reference and 10 9 ULN. �ALT C5 9 ULN and C2 9 reference. #One HCC,

one hemorrhagic fever. AE, adverse event; HCC, hepatocellular carcinoma; NC = F, non-

completer = failure; ULN, upper limit of normal
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population, and the relative importance of different clinical and

economic attributes of oral antivirals for CHB.

Methods: Qualified participants from the Chinese, Korean and

Vietnamese communities of New York metropolitan area, San Fran-

cisco/Bay area and the Los Angeles/Orange County area were

selected to receive a face-to-face structured survey. The surveys were

administered by trained interviewers from each participating ethnicity

and the data were captured in an online database. Statistical analysis

was performed using a Hierarchical Bayesian model to estimate the

relative importance of different attributes.

Results: 252 patients with CHB (36% Chinese, 33% Vietnamese,

31% Korean) participated in the study; 56% were treatment naı̈ve and

44% were being treated with an oral antiviral for CHB. The majority

of participants (88%) believed that if left untreated, CHB can lead to

serious liver damage, although only 72% believed that there are

effective medications to treat CHB. In addition, 39% showed reluc-

tance to be on long-term therapy because of side-effect concerns.

When asked about the different attributes that are important for them

to consider before being treated for CHB, long-term risk of kidney

damage was given the highest relative importance (38%), followed by

cost of the medication (23.4%), long-term risk of bone thinning

(18%), long-term efficacy (9%), time-on-market for US (6.8%) and

level of use (4.9%). These results were consistent across the different

ethnicities within the study.

Conclusions: Patients need access to improved education regarding

CHB disease progression, its management, disease outcomes and the

importance of long-term treatment.
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Improvement of adherence to ETV has a better influence
on cumulative viral breakthrough rates than that to LAM
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University Graduate School of Medicine, Chiba, Japan

Aims: To investigate the influence of adherence to medication on the

viral breakthrough in nucleos(t)ide analogues (NAs)-treated patients

infected with hepatitis B virus (HBV).

Methods: A total of 203 patients [entecavir (ETV), 66.5%; lamivu-

dine (LAM), 33.5%] were retrospectively analyzed. AST, ALT,

platelet counts, HBeAg, HBeAb, HBV DNA were measured and

adherence to medication was confirmed at least every three months.

We reviewed medical records and performed further medical inter-

views for patients’ adherence to medication. Adherence rates \ 90%

were defined as poor adherence.

Results: Cumulative viral breakthrough rates were lower in the ETV-

treated patients than those in the LAM-treated patients (p \ 0.001).

5.2% of ETV-treated and 8.8% of LAM-treated patients had poor

adherence to medication (p = 0.49). Among LAM-treated patients,

56.5% of patients without poor adherence and 50.0% of patients with

poor adherence experienced viral breakthrough (p = 0.90). On the

other hand, among ETV-treated patients, 3.1% of patients without

poor adherence and 42.9% of patients with poor adherence experi-

enced viral breakthrough (p \ 0.001). Among the patients with viral

breakthrough, the ratio of ETV-treated patients with poor adherence

was higher than that of LAM-treated those patients (p = 0.039). NA

resistance mutations were observed in 94.1% of LAM-treated and

only 50.0% of ETV-treated patients with viral breakthrough

(p = 0.048).

Conclusions: Poor adherence could play an important role in the

treatment of stronger NAs. It is assumed that the fact might be

adopted in the treatment of tenofovir.
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from Turkey

Nurcan Baykam1, Ediz Tutuncu2, Rahmet Guner3, Tansu
Yamazhan4, Kenan Hizel5, Ozlem Kandemir6, Dilara Inan7

1Infectious Diseases and Clinical Microbiology, Ankara Numune

Education and Research Hospital, 2Infectious Diseases and Clinical

Microbiology, Diskapi Yildirim Beyazit Education and Research
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Background and aims: The goal of this study is to evaluate long-

term efficacy and safety of Tenofovir monotherapy in patients with

naive or anti-HBV drug experienced chronic hepatitis B (CHB) who

were positive or negative for hepatitis B e antigen.

Methods: This retrospective multicenter study conducted at seven

infectious diseases clinics in Turkey. A total of 205, 125, 63 patients

were evaluated at 12, 24, 36 months of therapy. Baseline demo-

graphics and the rates of HBV DNA loss, ALT normalization, HBeAg

seroconversion and renal function tests were recorded.

Results: A total of 131 male and 74 female patients, with a median

age of 40 years (19-83) were evaluated. Eighty four percent of the

patients had liver biopsy and 40% of the patients were treatment

naive. Prior the treatment, the patients’ mean ALT and HBV DNA

levels were 100U/L and 6.4 log10 copies/ml. Sixty three of patients

(30.7%) were HBeAg positive. At the end of the 1st, 2nd and 3rd

years of therapy HBV DNA loss (\ 300 copies/ml) was 81.4%,

90.4%, 93.8%, ALT normalization was 77%, 77%, 92%, respectively.

HBeAg seroconversion was detected in 17%, 22% and 23% of

patients in 1st, 2nd and 3rd years of therapy respectively. At the

beginning of the therapy 1.8% of patients had serum creatinin level

as [ 1,2 mg/dl but not more than 1.3 mg/dl. At the end of third year

of the therapy 2.6% of the patients had serum creatinin level

as [ 1.2 mg/dl but not more than 1.4 mg/dl.

Conclusion: Long-term management of chronic hepatitis B patients

with Tenofovir leads to HBV DNA suppression and ALT normali-

zation in the vast majority of patients. Tenofovir had good tolerability

profile including renal toxicity as serum creatinine remained stable

during the 3-year period and \ 1% of patients had a confirmed

increase in creatinine.
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Objective: To determine the clinical characteristics and predictors of

viral relapse in hepatitis B patients after nucleos(t)ide analogues

withdraw.

Methods: 27 HBeAg positive and 27 HBeAg negative chronic hepatitis

B patients who developed viral breakthrough after nucleos(t)ide ana-

logues withdraw were enrolled respectively. 31 patients received

lamivudine treatment, 16 patients received adefovir treatment and 7

patients received entacavir treatment. The nucleos(t)ide analogues were

withdrawn according to the cessation criterion recommended by

APASL.

Results: The median treatment time was 36 months (range,

24*60 months) and 32 months (range, 24*50 months) for HBeAg

positive and negative patients (P [ 0.05). The median follow up

time was 12 months (range, 2*72 months). Cox regression anal-

ysis revealed that HBeAg status (OR = 3.566,

95%CI = 1.88*6.74, P \ 0.01) and baseline viral load

(OR = 1.297, 95%CI = 1.027*1.637, p = 0.029) was the inde-

pendent factors associated with the time from nucleos(t)ide

analogues withdraw to relapse. The median time from withdraw to

relapse in HBeAg positive patients (16 months, 95%CI =

14.2*17.8 months) was longer than that in HBeAg negative

patients (6 months, 95%CI = 4.72*7.27 months) (Kaplan-Meier

method, P = 0.001). The median time from withdraw to relapse in

higher baseline viral load patients ([ 6.7log copies/mL)

(12 months, 95%CI = 8.3*15.7 months) was shorter than that in

lower baseline viral load patients (\ 6.7log copies/mL) (11 months,

95%CI = 6.7*15.3 months) (Kaplan-Meier method, P = 0.026).

Conclusion: HBeAg negative patients with high viral load developed

relapse more rapidly after nucelot(s)ide analogues withdraw even if

achieved cessation criterion. Prolonged the treatment course was

recommended for such patients.
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HBsAg level predicts sustained response in peginterferon alfa-2a
(40KD)-treated HBeAg-positive patients: Initial post-treatment
results from the ‘real-life’ S-Collate Cohort
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Background: S-Collate is a multinational, prospective, observational

cohort study investigating on-treatment predictors of hepatitis B

surface antigen (HBsAg) clearance in peginterferon alfa-2a (Peg-

IFNa-2a) (40KD)-treated chronic hepatitis B patients. Of 1802

patients treated with Peg-IFNa-2a, 866 were hepatitis B e antigen

(HBeAg)-positive. The first post-treatment (6 months) outcomes in

HBeAg-positive patients are reported.

Methods: Patients treated with Peg-IFNa-2a for a maximum of

1 year were included (N = 655). Response rates were calculated

using available measurements at end of treatment or 6 months post-

treatment.

Results: Mean age was 31.3 years, 74% were Asian and 68% male.

The majority of patients (94%) had no previous treatment with

interferon/antiviral agents. Six months post-treatment, HBeAg

loss + hepatitis B virus (HBV) DNA \ 2000 IU/mL (combined

endpoint) and HBV DNA \ 80 IU/mL was achieved in 23% and 22%

of patients, respectively (Table 1). HBsAg \ 1000 IU/mL was

achieved in 31% of patients. HBsAg B 20 000 IU/mL at week 24 was

associated with higher rates of the combined endpoint post-treatment

than [ 20 000 IU/mL (26% vs 8%); HBsAg \ 1500 IU/mL at week

24 was associated with the highest rate of the combined endpoint

(45%). Rates of adverse and serious adverse events were similar to

previous studies, with 7% of treatment withdrawals due to adverse

events. Conclusions Peg-IFNa-2a was efficacious and well-tolerated

in a ‘real-life’ cohort of HBeAg-positive patients treated for up to

1 year, supporting findings from the Phase III/NEPTUNE studies. On-

treatment measurements of HBsAg predicted the likelihood of

achieving the combined endpoint post-treatment.
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Background/Aims: Hepatitis B virus (HBV) infection can be asso-

ciated with non-Hodgkin’s lymphoma (NHL). Agent Orange is also

reported to cause NHL. However, a correlation between HBV and

Table 1 HBeAg-positive table

Response variable End of

treatment

n/N (%)

6 months

post-treatment

n/N (%)

HBeAg loss + HBV DNA

\2000 IU/mL

81/413 (20) 83/357 (23)

HBV DNA \2000 IU/mL

+ ALT normalization

101/425 (24) 149/375 (40)

HBV DNA \80 IU/mL 86/426 (20) 81/365 (22)

HBsAg clearance 14/445 (3) 18/348 (5)

HBeAg \1000 IU/mL 76/246 (31) 54/177 (31)

HBeAg \100 IU/mL 41/267 (15) 24/192 (13)

HBeAg \10 IU/mL 22/267 (8) 13/192 (7)

ALT = alanine aminotransferase

n = patients with response

N = patients with measurements at end of treatment or 6 months post-

treatment; N numbers vary depending on data availability and how

data are reported
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Agent Orange in NHL is not yet proven. The aim of this study was to

investigate the association between HBV infection and Agent Orange

who were diagnosed with NHL.

Methods: The authors reviewed 226 veterans patients with NHL from

June 2003 to May 2010. A retrospective, case-control study was

performed.

Results: Among 226 patients with NHL, 102 patients had been

exposed to Agent Orange. The prevalence of hepatitis B surface

antigen in 102 patients who had been exposed to Agent Orange (11 of

102; 10.8%) was significantly higher than that of 124 patients who

had not been exposed to Agent Orange (4 of 124; 3.2%) (adjusted

odds ratio, 3.62; 95% CI, 2.12-5.48). HBV carrier who had been

exposed Agent Orange group (n = 11) presented with significantly

more advanced liver disease and high HBV DNA level than those

who had not been exposed Agent Orange group (n = 4). Among 15

patients with hepatitis B surface antigen who received anticancer

therapy, 12 patients (87%) received prophylactic antiviral therapy,

primarily lamivudine. There was no occurrence of hepatitis flare

during antiviral therapy.

Conclusions: Agent Orange may have a significant correlation with

HBV infection in NHL patients. Advanced liver disease and high

HBV DNA level are more common in NHL patients who had been

exposed Agent Orange. But all HBV carrier who received prophy-

lactic antiviral therapy had no occurrence of hepatitis flare during

chemotherapy.
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Background/Aims: To describe disease management in patients with

Hepatitis B Virus (HBV) infection in west region of China.

Methods: A multicenter cross-sectional study of HBV or Hepatitis C

Virus (HCV) infected patients was conducted. Adult (318 years)

patients who visited hepatitis or infectious disease outpatient clinic

between 15/08/2011 and 22/11/2011 at ten hospitals were included.

Data was collected on the day of visit from medical records and

interview of patients. For this abstract, patients with HBV monoin-

fection were analyzed.

Results: 4010 patients were enrolled in this study, 2561 had HBV

monoinfection. The mean age was 38 years, 1695(66.2%) were males,

and 2430(95%) from Han ethnicity. The median duration of infection

was 7.5 (range 0-46) years. The route of infection was unknown in

1231 (%) patients, among those with available data, maternal-infant

transmission (357; 13.9%), sexual contact (310; 13.9%), and non-

occupational exposure to unsafe injection practices (214; 8.4%) were

common. 302(12%) patients had hepatic cirrhosis. HBeAg and HBeAb

were positive in 45.4 %(1166/2136) and 50.5% (1056/2091) respec-

tively, and HBV DNA in 49.6% of patients. Among 1490(58.2%)

patients with current or most recent antiviral therapy data, 1283(86%)

received nucleoside/nucleotide analogues(NA) [Adefovir 691(46.4%);

Lamivudine 467(31.3%), Telbivudine 238(16.0%) and Entecavir 230

(15.4%)],132(9%) received interferon or pegylated interferon

(INF), 75(5%) received combination therapy of NA and INF. Of 850

(57%) treated patients with evaluation, 645 (76%) had virological

response, 12.4% (105) had HBeAg loss/seroconversion (102) or

HBsAg loss/seroconversion (4). Traditional Chinese Medicine was the

most frequently used alternate treatment (48.3%, 1238/2561). HBV

related hospitalization within 12 months was noted in 282 (11%)

patients.

Conclusion: Half of HBV patients were not being treated and viro-

logical response rate is lower than expected. For achieve better

treatment target, initiated antiviral treatment should be optimized and

patient’s adherence should be improved.
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A clinical trial on anti-HBV-DC vaccine combined with thymosin-
a1 in the HBeAg negative chronic hepatitis B patients
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Background/Aims: To observe the clinical efficacy of anti-HBV-DC

vaccine, the dendritic cells originating from peripheral blood mono-

nuclear cells(PBMC) sensitized by HBsAg, in combination with

thymosin-a1, in the HBeAg negative chronic hepatitis B(CHB)

patients.

Methods: 25 patients were recruited in the trial including 18 with

ALT B 2ULN and 7 with ALT [ 2ULN. PBMCs obtained from

50 ml of heparinized peripheral blood through density gradient cen-

trifuge and adherence method were proliferated under the induction

by GM-CSF and IL-4, and sensitized with the stock of hepatitis B

vaccine containing 30 lg HBsAg on day 5 and with hepatitis B

vaccine commercially available containing 20 lg HBsAg on day 6.

anti-HBV-DC vaccine was harvested on day 7 and injected, half

hypodermically and half intravenously, to the patient once every two

weeks for 12 practices applications totally. Thymosin-a1 1.6 mg was

injected hypodermically twice a week. Quantitative HBVM(TRFIA)

and HBVDNA and hepatic functions were evaluated at week 0, 4, 12,

and 24.

Results: Mean of HBsAg, ATL and TBIL decreased gradually along

the time from week 4, 12 to 24, with significant difference compared

with the values prior to treatment. At week 4, 12 and 24, HBsAg

negative conversion rate were 8.00%(2/25), 12.00(3/25) and

20.00%(5/25) respectively, HBVDNA negative conversion rate were

63.64%(7/11), 72.73%(8/11) and 72.73%(8/11), ALT normalization

rate were 48.00%(12/25), 64.00%(16/25) and 80.00%(20/25), and

HBsAg negative conversion rate was 11.11%(2/18), 16.67%(3/18)

and 22.22%(4/18) in patients with ALT B 2ULN. But HBsAg neg-

ative conversion occurred only in one patient (14.29%, 1/7) those
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with ALT [ 2ULN at week 24. The rate of adverse effect was 2.67%

observed in reinfusion of anti-HBV-DC vaccine.

Conclusions: Anti-HBV-DC vaccine in combination with thymosin-

a1 can be considered as a safe approach with high efficacy for HBeAg

negative CHB patients, which can effectively inhibit the viral repli-

cation, decrease rapidly and eliminate the HBsAg and HBVDNA

from body.
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Background/Aims: To observe the clinical efficacy of anti-HBV-DC

vaccine, the dendritic cells originating from peripheral blood mono-

nuclear cells(PBMC) sensitized by HBsAg, in combination with

lamivudine and thymosin-a1, in HBeAg positive chronic hepatitis B

virus(HBV) carriers.

Methods: 19 HBeAg positive chronic HBV carriers were recruited

in the trial including 15 males and 4 females aged 14-54 years.

PBMCs obtained from 50 ml of heparinized peripheral blood

through density gradient centrifuge and adherence method were

proliferated under the induction by GM-CSF and IL-4, and sensi-

tized with the stock of hepatitis B vaccine containing 30 lg HBsAg

on day 5 and with hepatitis B vaccine commercially available

containing 20 lg HBsAg on day 6. anti-HBV-DC vaccine was

harvested on day 7 and injected, half hypodermically and half

intravenously, to the patient once every two weeks for 12 practices

applications totally. Lamivudine was taken 100 mg daily, and thy-

mosin-a1 1.6 mg was injected hypodermically twice a week.

Quantitative HBVM(TRFIA) and HBVDNA and hepatic functions

were evaluated at week 0, 4, 12, and 24.

Results: Mean of HBsAg, HBeAg and HBVDNA decreased signifi-

cantly, while mean of HBeAb increased after therapy of 4, 12 and

24 weeks. At week 4, 12 and 24, HBeAg negative conversion rate were

21.05%(4/19), 15.79(3/19) and 15.79%(3/19) respectively, HBeAb

positive conversion rate were 10.53%(2/19), 21.05%(4/19) and

15.79%(3/19), HBeAg seroconversion rate were 10.53%(2/19),

15.79%(3/19) and 15.79%(3/19), HBVDNA negative conversion rate

were 21.05%(4/19), 21.05%(4/19), and 36.84%(7/19), ALT abnormal

increased rate were 5.26%(1/19), 10.53%(2/19) and 15.79%(3/19).The

rate of adverse effect was 3.07% observed in re-infusion of anti-HBV-

DC vaccine.

Conclusions: anti-HBV-DC vaccine in combination with lamivu-

dine and thymosin-a1 can be considered as a safe approach for

HBeAg positive chronic HBV carriers, which may effectively

inhibit the viral replication, lower HBsAg, HBeAg and HBVDNA,

improve the production of HBeAb, and increase the HBeAg

seroconversion rate.
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Background/Aims: To observe the clinical efficacy of anti-HBV-DC

vaccine, the dendritic cells originating from peripheral blood mono-

nuclear cells(PBMC) sensitized by HBsAg, in combination with

lamivudine and thymosin-a1, in HBeAg positive chronic hepatitis

B(CHB) patients.

Methods: 36 patients were recruited in the trial including 18 with

ALT B 2ULN and 18 with ALT [ 2ULN. PBMCs obtained from

50 ml of heparinized peripheral blood through density gradient cen-

trifuge and adherence method were proliferated under the induction

by GM-CSF and IL-4, and sensitized with the stock of hepatitis B

vaccine containing 30 lg HBsAg on day 5 and with hepatitis B

vaccine commercially available containing 20 lg HBsAg on day 6.

anti-HBV-DC vaccine was harvested on day 7 and injected, half

hypodermically and half intravenously, to the patient once every two

weeks for 12 practices applications totally. Lamivudine was taken

100 mg daily, and thymosin-a1 1.6 mg was injected hypodermically

twice a week. HBVM(TRFIA) and HBVDNA and ALT were evalu-

ated at week 0, 4, 12, and 24.

Results: Mean of HBsAg, HBeAg, HBVDNA and ATL decreased

significantly, while mean of HBeAb increased obviously after therapy

of 4, 12 and 24 weeks. At week 4, 12 and 24, HBeAg negative

conversion rate were 44.44%(16/36), 52.78(19/39) and 61.11%(22/

36) respectively, HBeAb positive conversion rate were 33.33%(12/

36), 44.44%(16/36) and 50.00%(18/36), HBeAg seroconversion rate

were 27.78%(10/36), 44.44%(16/36) and 50.00%(18/36), HBVDNA

negative conversion rate were 38.89%(14/36), 44.44%(16/36), and

66.67%(24/36), ALT normalization rate were 19.44%(7/36),

55.56%(20/36) and 72.22%(26/36), and HBeAg seroconversion rate

was 22.22%(4/18), 33.33%(6/18) and 33.33%(6/18) in patients with

ALT B 2ULN, and 33.33%(6/18), 55.56%(10/18) and 66.67%(12/18)

in those with ALT [ 2ULN.

Conclusions: anti-HBV-DC vaccine in combination with lamivudine

and thymosin-a1 can be considered as a safe approach with high

efficacy for HBeAg positive CHB patients, which may effectively

inhibit the viral replication, lower rapidly HBsAg, HBeAg and

HBVDNA, improve the production of HBeAb, and increase the

HBeAg seroconversion rate.
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Aim: We aimed to determine quality of life, anxiety and depression

situation in patients admitted to outpatient clinics who used tenofovir

(TFV) or lamivudine (LAM)due to chronic hepatitis B (CHB)

infection.

Method: Study groups were consisted of CHB patients who admitted

Sakarya Universty hospitals outpatient clinics. A total 42 patients

were included (15 TFV and 27 LAM) . After obtaining ethical

approval, socio-demographic questionnaire, the SF-36 quality of life

scale and the hospital anxiety and depression scale (HADS) were

obtained from the patients. Data were analysed with Epi-Info. Ver 6.0

(CDC, Atlanta, USA) program, student-t test, chi-square and ANOVA

tests. P \ 0.05 was considered significant.

Results:
A. Demogrophical findings
Patients, 54.7% (n = 23) were female, 90.5% (n = 38) were married,

52.4% (n = 22) were primary school graduates, 73.9% (n = 31),

middle-income, and age year average was 44.83 ± 12:37. According

to socio-demographic characteristics, there were not significantly

different between LAM and TFV groups (p [ 0.05).

B. Drug related findings
Drug-related complaints, fatigue (40.5%), headache (28.6%) and

chills (19.0%) were similar for both groups (p [ 0.05). Patients, in

26.2% (n = 11 [LAM = 7 and TFP = 4]), anxiety, and 40.5%

(n = 17 [LAM = 11 and TFP = 6]) and depression (p [ 0.05). In

terms of quality of life, physical size mean score of 72.69 ± 23.34

70.16 ± Mental Dimension score was 23:26. Dimensions of quality

of life not different between groups. But only physical functioning

(PF) subscale were different in LAM group (p = 0.038).

Conclusion: There were no difference in terms of anxiety and

depression and side effects of both drugs. But only, criterion that

physical function was different in LAM group patients. This

finding may be related with higher viral load in patients using

TFV.
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An unsual extrahepatic manifestation of acute hepatitis B
infection: epididymitis
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Introduction: Numerous extrahepatic manifestations have been

described in patients with acute viral hepatitis B. But just one report

of co-existence of HBV infection and epididymitis was informed in

the literature. In this report, we would like to present an adult male

patient with epididymitis that might be related to acute hepatitis B.

Case report: A 28-year-old man was directed to our hospital due to

elevated liver enzymes. On his admission to us he had a history of

scrotal swelling and pain for 6 days. Physical examination was

unremarkable except for left scrotal swelling and left ankle eudema.

On laboratory studies, liver enzymes (ALT, AST) were elevated

50-fold, total bilirubin:2.5 mg/dl, prothrombine time and blood

counts were normal, HBsAg, HBeAg and anti-HBc-IgM were posi-

tive. Serological parameters of hepatitis A, C, D, CMV, EBV,

mumps, VDRL, Anti-HIV 1/2 were negative. Urology consultation

was performed and the patient was diagnosed acute epididymitis by

urologic examination and scrotal color Doppler ultrasonography.

Microscobic examination and culture of urine and urethral discharge

(for C. trachomatis, N. gonorrhoeae) were negative. Standard tube

agglutination test for brucellosis, tuberculin skin test, ANA, Anti-ds

DNA were found negative. Scrotal swelling, ankle eudema and liver

enzymes were disappeared two weeks later. Liver enzymes were

reduced in a month.

Conclusion: The most commonly described extrahepatic manifes-

tations of hepatitis B are skin rash, arthritis, arthralgia, glomerulo-

nephritis, polyarteritis nodosa, and papular acrodermatitis. The

cause of these findings is generally believed to be immune medi-

ated. In this patient both arthritis and epididymitis were found. The

patient is the second case was informed epididymitis as extrahe-

patic manifestation. The physician should also evaluate the patient

for any extrahepatic manifestation while treating hepatitis B

infection.
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Background/Aims:To evaluate amino acid changes within HBV pol/

RT after 96 weeks of treatment with TDF or FTC/TDF and determine

their potential association with TDF resistance.

Methods: In study GS-US-174-0121, 280 patients receiving lami-

vudine (LAM) with detectable LAM-resistance mutations in HBV

pol/RT (LAM-R: rtM204 V/I ± rtL180 M) were randomized 1:1 to

receive blinded TDF or FTC/TDF for 96 weeks. Virologic break-

through (VB) was defined as confirmed HBV DNA [ 1 log10 increase

from nadir or HBV DNA C 400 copies/mL (69 IU/mL) after \ 400

copies/mL. Resistance genotyping by HBV pol/RT sequencing was

attempted for all patients at baseline and if viremic (HBV

DNA C 400 copies/mL) at Week 96/study discontinuation.

Results: Overall, 18 patients (9 TDF, 9 FTC/TDF) were viremic at

Week 96/last visit. The mean baseline HBV DNA was significantly

higher for viremic patients (8.04 log10 copies/mL) compared to

patients who did not qualify for genotyping (6.39 log10 copies/mL). In

the TDF arm, 3 patients had conserved site changes/reversions (1 with

VB), 1 had unique polymorphic site changes, 2 had no change, and 3

were unable to be genotyped. In the FTC/TDF arm, 2 patients had

conserved site changes/reversions, 1 had unique polymorphic site

changes, 4 had no change, and 2 were unable to be genotyped. No

phenotypic resistance to TDF was observed. Four of eight (50%)

patients on TDF had LAM-R reversions (rtV/I204 M ± rtM180L) on

treatment while 1/8 (12.5%) patients on FTC/TDF had LAM-R

reversions. Thirteen patients (4.6%) with prior entecavir (ETV)

exposure and 25 patients (8.9%) with baseline ETV-R were enrolled;

neither had an impact on viral kinetics.

Conclusions: No TDF resistance has been detected through 96 weeks

of treatment with TDF and FTC/TDF in LAM-R patients. The pres-

ence of ETV-R or ETV exposure did not impact viral kinetics through

96 weeks. Resistance surveillance in this population will continue

through Year 5.
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Background/aims: Antiviral drugs as well as polyclonal immune

modulators or HBV-related antigen, hepatitis B surface antigen

(HBsAg)-based vaccine therapy could not show satisfactory thera-

peutic effects in chronic hepatitis B (CHB) even when combination of

these drugs was used. This study was initiated to explore evidences

for a better therapeutic approach first in hepatitis B virus (HBV)

transgenic mice (TM), an animal model of HBV carrier state, and

finally in patients with CHB and liver cancer.

Methods: Using HBV TM, we assessed the comparative utility of

HBsAg-based vaccine over HBcAg-based immunization for control-

ling HBV replication and containment of liver damages. Subsequently,

the safety and efficacy of a multi-route vaccine containing both

HBsAg and HBcAg (HBsAg/HBcAg) were assessed in HBV TM.

Finally, a phase I/II clinical trial was accomplished in 20 patients with

CHB that ultimately opened an ongoing phase III clinical trial in these

patients.

Results: Study in HBV TM reveled that HBcAg-based immunization

is essential for induction of HBcAg-specific CTL in the liver that

ultimately controlled HBV replication and contained liver damages.

This could not be accomplished by HBsAg-based vaccine therapy in

HBV TM. In phase I/II clinical trial, immunization of CHB patients

with HBsAg/HBcAg vaccine caused HBV negativity in 50% patients

and ALT normalization in almost all patients; an observation that

mostly prevailed during 6-month off-treatment period. Study on

mechanism reveled that both HBsAg and HBcAg-specific immune

responses were significantly increased due to vaccination with

HBsAg/HBcAg (p \ 0.05).

Conclusion: The translation research that has been described here

show a close need to use animal model of HBV to ascertain thera-

peutic regimen for CHB patients. The data of Phase III clinical trial

seems to provide some conclusive evidences about future of antigen-

based immune therapy in CHB and hepatocellular carcinoma.
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Background: Data are limited on the efficacy and safety of tenofovir

and entecavir for longer than 1 year of use in patients with chronic

hepatitis B related cirrhosis.

Aim: To document the long-term safety and efficacy of two potent

antiviral drugs, tenofovir and entecavir, for the treatment of chronic

hepatitis B in patients with compensated and decompensated cirrho-

sis, and to compare results with lamivudine.

Patients and methods: We enrolled patients who were diagnosed

with HBV-related cirrhosis in 18 centers from Turkey. Demographics

and baseline disease characteristics were recorded. Laboratory and

clinical outcomes and drug related adverse events were compared

among antiviral treatment groups.

Results: 227 cirrhotic patients were enrolled in the study. 45.8% had

decompensated cirrhosis; 86.3% were treatment naive and 72, 77 and 74

patients received tenofovir, entecavir and lamivudine, respectively.

Follow-up durations for tenofovir, entecavir and lamivudine groups

were 21.41 ± 9.70, 24.06 ± 13.33 and 36.48 ± 24.10 months,

respectively. At the end of follow-up, HBV DNA \ 400 copies/mL

were achieved in 91.5%, 92.5% and 77% of patients receiving tenofovir,

entecavir and lamivudine, respectively. ALT normalization occurred in

86.8%, 92.1% and 71.8% in the tenofovir, entecavir and lamivudine

groups respectively. An increase in the Child-Turcotte-Pugh score

occurred in 8.5% of patients in the tenofovir group. These percentages

were 15.6% for entecavir and 27.4% for lamivudine groups. The fre-

quency of cirrhosis complications, including hepatic encephalopathy,

variceal bleeding and HCC and mortality rate were similar in each group.

The frequency of lamivudine resistance was 32.4%.

Conclusion: Tenofovir and entecavir are effective and safe for long-

term use in patients with both compensated and decompensated cir-

rhosis due to chronic hepatitis B virus. Lamivudine is also efficient,

however it needs regular monitoring.
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Background : Indonesia is one from so many countries with high

endemicity of hepatitis B infection. According to national data that

prevalence of HBsAg positivity are 9.7% for men and 9.3% for

women and anti HBc positivity until 34%. Clinical characteristic of

patients may differ from one health care to another. This study tried to

describe the clinical characteristic of patients particularly that treated

with Telbivudine in Cipto Mangunkusumo Hospital.

Methods: Data were taken from medical records from 2010 until

September 2012. The characteristics of patients that treated with

Telbivudine in hepatology polyclinic Cipto Mangunkusumo National

General Hospital Jakarta were compiled. Characteristics that were

assessed consist of gender, age, HBeAg status, ALT, HBV DNA

quantitative, ureum and creatinine serum level.

Results: There were 128 patients, male 60.9 %, 57.8% between age

40-60 years old, HBeAg positive 50.4%, pretreatment median ALT

(95 ± 1.3) and (73 ± 1.6) for HBeAg positive and negative respec-

tively, pretreatment HBV DNA (9.3 ± 0.5) x 107 IU/ml and

(4.36 ± 0.3) x 105 IU/ml for HBeAg positive and negative respectively.

Ureum baseline level 26.1 ± 11.3 mg/dl and 28.9 ± 14.9 mg/dl at

24 months of Telbivudine therapy. There weren’t increasing
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significantly. Creatinine baseline level 0.93 ± 2.3 mg/dl and

0.87 ± 0.28 mg/dl at 24 months of Telbivudine therapy. There weren’t

also significantly changing. MDRD results also didn’t show any sig-

nificantly change from baseline level to 24 months during Telbivudine

therapy.

Conclusion: Telbivudine did not affect renal function during

24 months of therapy regardless HBeAg status. Need more samples

and further evaluation to validate this study.
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Background-aims: Important advancements occur in the treatment of

chronic hepatitis B (CHB) in the last decade after the efficacious

nucleos(t)ide analogs (NA) come into use.Although there are lots of

studies comparing the efficacy of NA, regional studies are not satis-

factory.We aimed to investigate the rate of DNA losing, HBeAg and

HBsAg seroconversion, virologic breakthrough in patients with CHB

in Trakya population.

Methods: Totally 257 CHB patients (37 HBeAg(+),220 HBeAg(-))

were evaluated retrospectively.There were lamivudine (LAM) usage

in 179,tenofovir (TDF) in 77 patients.Data belonging to patients was

given in (Table 1).DNA losing was evaluated in 3.6.12. and

24.months of treatment in HBeAg(+) and (-) separately.Seroconver-

sion and virologic-breakthrough were evaluated in 6.12.24.36.48. and

60.months.

Results: Losing of HBV-DNA was 100% in 12.month for ADV,ETV

and LAM, in 24.month for TDF in HBeAg(+) patients(Fig. 1).Although

response rate was lower in HBeAg(-),any significant difference could

not be found. HBeAg seroconversion rate was higher in ADV and

ETV,but significant difference was only determined in 48.month rates

of ADV and TDF (p = 0,037).HBsAg seroconversion rate was higher

in LAM,but significant difference was only seen between 12.month

rates of LAM in HBeAg(+) and (-)(p = 0,009).HBsAg seroconversion

was not observed in ADV and ETV.Virologic-breakthrough was higher

in HBeAg(-) and LAM, lower in TDF.Significant difference was only

found in 12.24.36. and 48.month rates of LAM and TDF

(p = 0,02,p = 0,0014,p = 0,0004,p = 0,0001), in 36. and 48.month

rates of ADV and TDF (p = 0,009,p = 0,0003), in 24.36. and

48.month rates of ETV and TDF (p = 0,02,p = 0,02,p = 0,02) in

HBeAg(-).

Conclusion: Virologic breakthrough was not observed despite of late

response in TDF.DNA losing rate was lower in HBeAg(-).Virologic

breakthrough was earlier in LAM.HBeAg seroconversion was higher

in ADV and ETV,HBsAg seroconversion was higher in LAM.HBsAg

seroconversion did not occur in ADV and ETV.Our results are dif-

ferent from the literature.They can be related to regional host factors.
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Hepatitis D: a problem of present but a challenge for future

Amanullah Abbasi1,2, Abdul Rab Bhutto2, Nazish butt2,3

1Medical Unit Iii Civil Hospital Karachi, Dow University of Health

Sciences Karachi,2 Medical Iii Jpmc, Jinnah Postgradute Medical

Center Karachi, 3Resident Gastroenterlogy, Aga khan U niversity
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Background: Hepatitis Delta virus (HDV) is a unique human virus

associated with either co-infections or super infections of patients

already infected with hepatitis B virus (HBV). In Pakistan, the fre-

quency reported varies from 26.8% to 58.6% of patients infected with

hepatitis B virus. HDV infection tends to accelerate the progress of

chronic HBV infection to chronic hepatitis, cirrhosis and hepatocel-

lular carcinoma.

Objective: To find out the frequency of hepatitis D virus and its

demographic characteristics in Hepatitis B surface antigen positive

patients.

Methods: This was a cross-sectional analytical study conducted in

Jinnah Postgraduate Medical Centre and medical Unit-III Civil

Hospital, Karachi, Pakistan from March 2007 to April 2011.

Patients with positive HBsAg were included in the study while

excluded in case of co-infection with hepatitis C virus (HCV) and/or

Human immunodeficiency virus (HIV), auto-immune hepatitis,

alcoholic hepatitis, Wilson0s disease and hemochromatosis. All

patients were undergone laboratory workup including complete blood

count, liver function test, anti HDV, HCV& HIV antibodies and

prothrombin time.

Results: Out of 374 patients with HDV 266 patients were (71.1%)

males and 108 (28.9%) females with over all mean age of

31.64 ± 8.66 years. Over all frequency of positive anti HDV

antibodies was found in 105 (28.1%) patients. HDV was slightly

more prevalent in males as compare to females (28.57% vs.

26.57%). HDV frequency was significantly higher in patients who

presented with acute hepatitis/fulminant hepatic failure as compare

to other clinical diagnoses (p-0.027) and in those subsets of

patients who had raised Alanine aminotransferase levels (p-0.012).

Conclusion: Despite the decreasing patterns of HBV prevalence and

so HDV worldwide, there is still high frequency of HDV infection in

Pakistan. Our emphasis should be on preventive measures as taken by

the other countries to reduce the prevalence of these treatment chal-

lenging infections.Fig. 1 DNA losing rates in HBeAg(+) and (-)
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Comparison of renal function of telbivudine versus entecavir
in patients with hepatitis B virus-related cirrhosis: a case-control
study

Ming-Tsung Lin

Division of Hepato-Gastroenterology, Department of Internal

Medicine, Chang Gung Memorial Hospital, Kaohsiung Medical

Center, Kaohsiung Hsien, Taiwan R.O.C.

Background/aims: It has been reported that the estimated Glomerular

Filtration Rate (eGFR) in chronic hepatitis B (CHB) patients

improved with telbivudine (LdT) treatment compared to lamivudine

treatment over 2 years in the GLOBE study. As our CHB population

ages, monitoring and managing kidney function is likely to become a

clinical necessity/challenge. The aim of this study was to evaluate the

eGFR changes with LdT and entecavir (ETV) in cirrhotic CHB

patients.

Methods: We conducted a retrospective single-center study (From

June 2008 to October 2011) of 160 cirrhotic patients. Patients were

treated with LdT (N = 80) or ETV (N = 80) at the Chang Gung

Memorial Hospital, Kaohsiung Medical center for at least 1 year.

eGFR was estimated by MDRD formula at baseline and at

52 weeks of treatment. The two groups had similar baseline

characteristics. In the LdT group, age: 56.1 ± 11.4, male/female:

61/19, ALT [ 2xULN (%): 30 (37.5%), bilirubin total

(mg/dL) 1.7 ± 2.6, HBeAg-positive (%): 17 (21.3%), HBV DNA

(log copies/mL) 6.0 ± 1.3, Child-Pugh A, B, C: 66, 9, 5, CCr

(mL/min/1.73 m2): \ 60 (12), 60 * 100 (47), [ 100 (14). In the

ETV group: age: 55.3 ± 9.4, male/female: 61/19, ALT [ 2xULN

(%): 40 (50.0%), bilirubin total (mg/dL) 1.6 ± 1.6, HBeAg-positive

(%): 17 (21.3%), HBV DNA (log copies/mL) 6.0 ± 1.1, Child-

Pugh A, B, C: 69, 8, 3, CCr (mL/min/1.73 m2): \ 60 (13),

60 * 100 (46), [ 100 (18).
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HBV reactivation during anti-cancer chemotherapy
in cancer patients with past HBV infection

Eun Kim, Yong Han Paik, Geum Youn Gwak, Moon Seok Choi,
Joon Hyeok Lee, Kwang Cheol Koh, Seung Woon Paik, Byung
Chul Yoo

Gastroenterology and Hepatology, Samsung Medical Center, Seoul,

Republic of Korea

Background/Aims: It is uncertain that the preemptive antiviral

therapy is necessary in patients with past HBV infection. We

evaluated incidence and risk factors of HBV reactivation in cancer

patients with past HBV infection who received anti-cancer

chemotherapy.

Methods: From 2009 to 2011 we investigated 677 negative HBsAg

and positive anti-HBc patients who had solid cancer or hematologic

malignancy treated with intravenous cytotoxic chemotherapy at

Samsung Medical Center, Seoul, Korea. The characteristics of

patients were reviewed including demographic data, type of cancer,

anti-HBs, HBV DNA, baseline serum ALT, liver cirrhosis, type of

stem cell transplantation and kind of chemotherapy agents.

Results: The patients consisted of 322(47.6%) solid cancer and

355(52.4%) hematologic malignancy. HBV reactivation was observed

in 13 patients(1.92%). In 322 solid cancer patients, one(0.31%)

patients had HBV reactivation, whereas 12 patients(3.38%) experi-

enced HBV reactivation among 365 patients with hematologic

malignancy. Among 12 HBV reactivated patients with hemagologic

malignancy, 11 patients had lymphoma. Hematologic malig-

nancy(OR 11.23; 95% CI 1.45-86.86; p = 0.003), especially

lymphoma(OR 20.39; 95% CI 2.56-162.35; p = 0.004) had signifi-

cant higher risk for HBV reactivation compared with solid cancer.

In HBV reactivated lymphoma patients, two patients progressed to

fulminant liver failure. One had liver transplantation and another

was died. The absence of anti-HBs(OR 7.17; 95% CI 2.689-19.111;

p \ 0.001) was found as a risk factor for HBV reactivation. How-

ever, sex, age, baseline ALT abnormality, kind of chemotherapy

agents, stem cell transplantation and liver cirrhosis status had no

influence on reactivation of HBV.

Conclusion: Our study demonstrated a relatively low HBV reacti-

vation rate(1.92%) in patients with past HBV infection receive anti-

cancer chemotherapy. Lymphoma patients showed relative high

HBV reactivation risk compared to that in solid cancer patients.

Therefore, we suggest that preemptive antiviral therapy should be

considered to prevent HBV reactivation in lymphoma patients with

past HBV infection before starting anticancer chemotherapy.
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Strategies to enhance hepatocellular carcinoma surveillance
project adherence in chronic hepatitis B patients

Wariya Intalapaporn, Saoraya Lueangarun, Jiraporn Dechma

Chulabhorn Hospital, Bangkok, Thailand

Background: Biannual screening for hepatocellular carcinoma

(HCC) in chronic hepatitis B (CHB) patients has been shown to

reduce HCC mortality through earlier cancer detection. Appropriate

intervention for the adherence to the screening and surveillance

program is a particular key for achievement. However, loss of follow

up in participants represents a significant problem leading to infor-

mation and data losses.

Objective: To design a strategic method for the efficacious adherence

program of the largest cohort study in Thai CHB patients at Chu-

labhorn Hospital.

Methods: The ‘‘5- step plan’’ was developed. Step 1: A few days

prior to schedule, the reminder short message service (SMS) will be

provided to every patient. Step 2: On the scheduled day, if the patients

are late for thirty minutes, the reminder call will be given to rearrange

the most convenient time for them within a month. However, if the

call cannot be reached, the next step will be kept on. Step 3:

Reminding call, calling the relatives, and repeating reminder SMS

will be continued if the contact still cannot be successful. Step 4: The

reminder letter will be sent to them. If no response, the final step will

be done. Step 5: The Social Work Unit will contact them for home

visiting. We update participant’s address and phone number every

6 month and use dedicated phone line to make variable appoint-

ments. Moreover, good relationship between the patients and medical

personnel should be a key for improving adherence to HCC

surveillance.

Results: After implementing this strategic method, the adherence rate

has been highly improved with 52.94%, 97.7%, %, 99.2% and 99.9%

in 1st, 2nd, 3rd and 4th visit, respectively. Moreover, it could increase

patient’s satisfaction.

Conclusions: The successful HCC screening and surveillance

adherence program requires both effective strategies and good rela-

tionship between medical personnel and patients.
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Correlation of liver fibrosis and hepatitis B DNA regression
after oral nucleos(t)ide analogues treatment in patients
with chronic hepatitis B

Pattra Chun-on

Hepatitis B Medicine, Chulabhorn Hospital, Laksi, Thailand

Background/aims: Transient elastography (TE) is one of a non-

invasive measurement of liver fibrosis. Antiviral treatment with

neucleot(s)ide analogues improve liver fibrosis in hepatitis B virus

related chronic liver disease. This study aimed to evaluate the

improvement of TE values after antiviral treatment.

Methods: We prospectively recruited treatment-naı̈ve CHB patients

at Chulabhorn Hospital from 2010 to 2012. A measurement of liver

stiffness was performed by FibroScan device (EchoSens, France). TE

was done at baseline and then repeated after 18 months of treatment.

Liver biochemistry,serological markers, HBVDNA and HBsAg level

was investigated during this period.

Results: A total of 401 CHB patients had been treated with oral

neucleot(s)ide analogues. At baseline, the mean TE value and HBV

DNA log was 9.3 ± 7.6 and 5.9 ± 1.7, respectively. When compared

to the 18 months after treatment with nucleos(t)ide analog, the mean

of TE value and HBV DNA log subsequently decreased to 6.3 ± 3.6

and 1.4 ± 0.5, signaling ?? the significant correlated regression of TE

and HBV DNA (P \ 0.001).

Conclusion: In this study, there was a distinctive correlation between

liver stiffness and HBV DNA regression in CHB patients. After the

18-month treatment with nucleos(t)ide analog, a significantly

decreased regression was observed in those CHB patients.

Topic: 8.b Clinical

Absno: 836

Comparison of telbivudine alone and in combination
with thymosin-a1 in HBeAg-positive chronic hepatitis B

M.R. Wang1, F. Xie1, X. Zhang1, Z.G. Yang1, J.B. Geng1,
Y.L. Pu2, X.D. Chu3, M. Li4

1Nanjing Jingdu Hospital, Institute of Liver Disease, Nanjing,
2Dept. of Infectious Disease, Taicang First People’s Hospital,

Taicang, 3Dept. of Infectious Disease, Dongtai People’s Hospital,

Dongtai, 4Dept. of Infectious Disease, Suzhou N0.5 Hospital, Suzhou,

China

Background/aims: Thymosin-a1 is a biological response modifier that

has been used clinically, alone and in combination with interferon-a for

the treatment of chronic hepatitis B viral (HBV) infection. Both

immunomodulatory and immediate intracellular mechanisms have

been postulated to explain the effect of these two agents on HBV-

infected hepatocytes.Thymosin a1therapy may be a good option to

enhance non-specific immune function for patients who cannot tolerate

or are unwilling to use interferon. Our study was designed to investigate

the safety and efficacy of telbivudine (LdT) vs. its use in combination

with thymosin-a1 in HBeAg-positive chronic Hepatitis B patients.

Methods: We conducted an open-label, multicenter, randomized

controlled trial comparing oral LdT monotherapy(N = 54)to oral LdT

plus thymosin a1(N = 52) for 24 weeks. In the LdT group, patients

were male/female: 39/13, age (years): 32 ± 9, ALT (U/L): 198 ± 37,

HBV DNA (log10 copies/mL): 6.84 ± 0.76, HBeAg (COI):

604 ± 299. In LdT + thymosin group, patients were male/female:

32/22, age (years): 35 ± 10, ALT (U/L): 182 ± 19, HBV DNA

(log10 copies/mL): 6.87 ± 1.02, HBeAg (COI): 552 ± 263. HBV

DNA levels and serologic markers were measured at Week 12 and 24.

Results: At Week 12, we report no difference between the 2 treatment

groups. At Week 24, we report a significant difference between LdT

monotherapy vs. the combination group: HBeAg loss 28% vs. 48%,

p = 0.031; HBeAg declined by 200 COI 48% vs. 79%, p = 0.001 and

HBeAg seroconversion 26% vs. 42%, p = 0.075.Several patients in

both groups experienced a transient increase in ALT and normalized

without special treatment. No myalgia and increased serum creatine

were observed in any patient. No resistance was reported in either

group.

Conclusion: Preliminary efficacy and safety results with combination

LdT and thymosin-a1are encouraging. The efficacy of thymosin a1 in

combination with other antiviral drugs needs to be evaluated in larger,

randomized controlled studies.
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Entecavir-adefovir combination was superior to entecavir
monotherapy for suboptimal response during lamivudine-
adefovir rescue therapy

Kyung Hee Hyun1, Sae Hwan Lee1, Soung Won Jeong2, Sang
Gyune Kim3, Jae Young Jang2, Young Seok Kim3, Hong Soo
Kim1, Boo Sung Kim3

1Internal Medicine, Soonchunhyang University Cheonan hospital,

Cheonan, 2Internal Medicine, Soonchunhyang University Seoul

Hospital, Seoul, 3Internal Medicine, Soonchunhyang University

Bucheon Hospital, Bucheon, Republic of Korea

Background/Aim: The aim of this study is to investigate the efficacy

of entecavir (ETV) salvage therapy for suboptimal response during

lamivudine (LAM)-adefovir (ADV) combination therapy in patients

with LAM resistant chronic hepatitis B.

Methods: Nineteen patients received entecavir salvage therapy and were

analyzed, retrospectively. Suboptimal response was defined as HBV-

DNA reduction being less than 3 log10 IU/mL after 12 month of LAM-

ADV rescue without ADV resistance. Ten patients received ETV

monotherapy and 9 patients treated with ETV-ADV combination therapy.

HBV DNA levels were evaluated during salvage therapy including

ETV.

Results: Median duration of LAM-ADV rescue therapy and was 15

(9-27) month. Baseline HBV DNA levels before ETV salvage therapy

was 5.32 (3.5-6.7) log10 IU/mL. The median duration of ETV

monotherapy with or without reintroduction of ADV was 37 (18-45)

months. Reintroduction of ADV was permitted in 5 patients after

median 16 (12-24) months of ongoing ETV monotherapy. HBV DNA

changes from baseline to re-add-on ADV was -0.92 (-2.4-1.6) log10

IU/mL in 5 patients. The median duration of ETV-ADV combination

therapy was 18 (12-30) months. Median HBV DNA changes from

baseline of ETV monotherapy group and ETV-ADV group were -0.78

and -1.5 log10 IU/mL at month 6 (P = 0.587) and -0.64 and -2.33

log10 IU/mL at months 12 (P = 0.031), respectively. The median

HBV DNA declines from baseline at month 24 were not significantly

different between ETV monotherapy and reintroduction of ADV

group (-0.46 and -1.96 log10 IU/mL, P = 0.09). Cumulative viro-

logical response (HBV DNA \ 60 IU/mL) were achieved 1 in ETV

monotherapy, 1 in ADV reintroduced, 2 in ETV-ADV combination

therapy. Virological breakthrough and ETV resistance mutations were

emerged in 1 patient in ETV monotherapy group.

Conclusion ETV-ADV combination therapy is more effective than ETV

monotherapy and may reduce emergence of drug-resistant mutations.
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Is The ALT level surrogate marker of liver histology in HBeAg
negative chronic hepatitis B or inactive carriers?

Derya Seyman1, Dilara Inan2, Ozlem Elpek3, Aycin Ozdemir,
Kaya Suer, Senay Dodanli, Figen Sarigul, Tulin Temizkan

1Department of Infectious Diseases, Antalya Training and Research

Hospital, 2Deparment of Infectious Diseases, 3Deparment of

Pathology, Medical School of Akdeniz University, Antalya, Turkey

Aim: To differentiate HBeAg negative chronic hepatitis B patients

from inactive carriers with histopathology, and also to confirm whe-

ther ALT levels determinant for significant histology or not.

Materials and Methods: We evaluated the histological findings in

patients with serum HBV DNA level at least 104 copies/ml and

persistently normal or slightly elevated serum ALT levels. Significant

histology was defined as fibrosis stage C 2 or necroinflammation

grade C 4 according to Knodell scoring system.

Results: Three hundred and fifty-nine patients were included. Liver

biopsy was evaluated to 27 patients whose serum HBV DNA levels

were C 104 copies/ml. Twenty of them had normal ALT. Significant

histology was found in 18 patients as considered chronic hepatitis B.

The ALT level in twelve of these patients was normal, and high in six

patients. In patients with HBV DNA level between 104 and 105

copies/ml and grade C 4; high or normal ALT levels did not pose

statistical significance. The threshold HBV DNA level should be 104

copies/ml in order to differentiate HBeAg negative chronic hepatitis

patients from inactive HBsAg carriers. HBeAg negative patients with

normal ALT levels aren’t always inactive HBsAg carriers.

Conclusions: In differentiation of two groups, the ALT level has not

been found to be a distinguishing factor. We think that histopathol-

ogical investigation of the liver is the gold standard.
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HBsAg quantification and clinical course in chronic hepatitis B
patients treated with nucleoside analogues; 5 years follow up data

Jeong Han Kim1, Yun Jung Choi1, Mi Jin Hong1, Hee Won
Moon2, Soon Young Ko1, Won Hyeok Choe1, So Young Kwon1

1Department of Internal Medicine, 2Department of Laboratory

Medicine, Konkuk University School of Medicine, Seoul, Republic

of Korea

Background/Aims: HBsAg quantification is a rising method for

determinant of treatment response in chronic hepatitis B (CHB)

patients. However, there have been limited data about clinical

implication in long term nucleoside analogue treatment for CHB. We

aimed to investigate clinical correlation between HBsAg level and

clinical course in CHB patients who treated with long term nucleoside

analogues.

Methods: We reviewed medical records of CHB patients who started

lamivudine (LMV) or entecavir (ETV) monotherapy before June

2007. HBsAg quantification was performed at baseline, 6 month,

1 year, 2 year, 3 year, 4 year and 5 year of treatment. We compared

data between LMV group and ETV group, between resistance group

and non-resistance group.

Results: Total 48 patients were included (LMV = 39, ETV = 9).

There were no difference in baseline characteristics between LMV

group and ETV group. Development of resistance (43.6% vs. 0%,

p = 0.018) was only observed in LMV group during treatment.

HBsAg level (Log10 IU/mL, LMV vs. ETV) was similar between

groups at baseline (3.3 vs. 3.3), 6 month (3.2 vs. 3.4), 1 year (3.2 vs.

3.4), 2 year (3.2 vs. 3.3), 3 year (3.2 vs, 3.3), 5 year (3.0 vs. 3.0), and

only different at 4 year (3.1 vs. 2.5, p = 0.012). The result was

similar even after exclude patients with resistance development (3.1

vs, 2.5 at 4 year, p = 0.008). In LMV group, HBsAg level was not

different between resistance group and non-resistance group at

baseline and during treatment except at 2 year (3.2 vs. 3.6,

p = 0.043). Differences of HBsAg level between baseline and time

point were significant only at 5 year in non-resistance patients

(p = 0.041).

Conclusions: Reduction of HBsAg level was not definite at early

phase of nucleoside analogue treatment and long term treatment is

required to observe significant reduction. Absence of HBsAg reduc-

tion during treatment may be related with resistance.
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Systematic review on baby outcome of prenatal telbivudine
exposure in pregnant women infected with hepatitis B virus
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Pharma AG, Basel, Switzerland

Background: Perinatal mother-to-child transmission (MTCT) of

hepatitis B virus (HBV) infection accounts for about 50% of all new

HBV infections. Even with passive or active immunization MCTC

occurs in 10-15% of infants. Telbivudine (LDT) has a favorable

preclinical safety profile and therefore categorized as FDA pregnancy

category B and is recommended by APASL and EASL guidelines for

treating pregnant women with HBV infection.

We systematically reviewed the available evidence on safety and

efficacy of HBV treatment with LDT during pregnancy.

Methods: All pregnancy cases with LDT from international publi-

cations from major databases and antiretroviral pregnancy registry

(APR) were analyzed.

Results: From these publications, 3 posters and 7 manuscripts (10

different centers) were non-overlapping. 627 mothers were exposed to

LDT during 2nd and 3rd trimester of pregnancy and outcome for 629

living babies is known (2 pairs of twins). No birth defects (babies’

follow-up from 6 m to 28 m) were reported and HBV DNA was

detected in 2 babies, leading to a MTCT rate of 0.3%. In addition, 17

pregnancies under LDT were reported in the APR, all resulting in

healthy babies. MCTC is not reported. Novartis clinical database

listed 300 pregnancies with LDT. Follow-up is known in 197 preg-

nancy cases (103 unknown). From 151 with completed pregnancy,

147 living babies and 4 cases of congenital abnormalities were

reported, MTCT is not known. The overall rate of fetal abnormalities

from pregnancies under LDT with 0.5%, 4/797 (629 + 17 + 151) is

not increased vs. the rate reported by the CDC for the general pop-

ulation (2.72%).

Conclusions: This report gives an overview of all data available on

more than 700 women with HBV infection treated with telbivudine

during pregnancy. It was shown that LDT could effectively prevent

MTCT in pregnant women with HBV without risking birth defects in

babies or side effects on mothers.
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Telbivudine switch in well controlled lamivudine treated CHB
patients provides good viral suppression and improved estimated
glomerular filtration rate (eGFR)

Edward J. Gane1, Ching-Lung Lai2, Qing Xie3, Yun-Fan Liaw4,
Satawat Thongsawat5, Henry Lik-Yuen Chan6, Yuming Wang7,
S.-G. Hwang8, Rifaat Safadi9, Mobin Wan10, Alkaz Uddin11,
Mechthild E. Jung12, Aldo Trylesinski12
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6The Chinese University of Hong Kong, Hong Kong, Hong Kong
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Background/Aim: Lamivudine (LAM) provides good viral sup-

pression, but high rates of genotypic resistance to CHB patients. In

the GLOBE study, Telbivudine (LDT) was superior to LAM for

efficacy and renal function. We aimed to evaluate the potential benefit

of switching well controlled patients on LAM to LDT.

Methods: 299 (171 HBeAg + and 128 HBeAg-) compensated CHB

patients (ITT), treated from baseline (BL) to 2 years with LAM in

GLOBE + 015 studies, excluding non-responders to LAM (detectable

HBVDNA at 2 years). Patients were switched to LDT for 2 additional

years in extension study 2303. Efficacy (HBVDNA undetectable,

Viral failure (C 1000 copies/ml HBVDNA) and renal function

(eGFR, MDRD in mL/min/1.73 m2) and general safety were assessed

(LOCF).

Results: 81% of patients were Asian (Chinese 65%). 57% were HBV

Genotype C, 25% genotype B. 2 years after switch, 92% of HBeA-

g + and HBeAg- patients maintained undetectable HBVDNA, while

5% and 3% had viral failure, respectively. 54% of HBeAg + patients

had HBeAg seroconversion, 4 patients HBsAg clearance. During

2 years of LAM treatment, eGFR increased slightly from 93.95 to

99.50 (8.9% from BL), while additional significant increase of 11.93

(9.6% vs time of switch) was noted after switch to telbivudine

(p \ 0.001) (Fig. 1)

Safety in this cohort was similar than in the GLOBE study: 2.8%

of serious adverse events. ALT flares (0.8%), CK elevations (6.6 %),

Muscle symptoms (2.3%). No peripheral neuropathy, lactic acidosis

or rhabdomyolysis cases.

Conclusion: Switching well controlled lamivudine treated patients to

telbivudine provides high rates of viral load suppression and HBeAg

seroconversion. Renal function by eGFR was further improved fol-

lowing switch to telbivudine.
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Efficacy of lamivudine, adefovir dipivoxil, entecavir
monotherapy, lamivudine plus adfovir dipivoxil combinative
therapy in treatment-naive patients with chronic HBV infection

Yuan Kai Wu1, Guo Li Lin1, Xiang Yong Li1, Yu Sheng Jie1,
Ming Xing Huang2,3, Jie Luo1, Yi Hua Pang1, Yun Long Ao1,
Yu Tian Chong1, Zhi Liang Gao1

1Department of Infectious diseases, The Third Affiliated Hospital of

Sun Yat-sen Univercity, Guangzhou, 2Department of Infectious

diseases, The Fifth Affiliated Hospital of Sun Yat-sen Univercity,

Zhuhai, 3Department of Infectious Diseases, The Third Affiliated

Hospital of Sun Yat-Sen University, Guangzhou, China

Background: Clinical trials of lamivudine(LAM), adefovir dipivox-

il(ADV), and entecavir(ETV) have provided us plenty of data for

each. However, these data may not be consistent with data in real life.

And efficacy of ETV monotherapy and LAM + ADV combinative

therapy were compared in some studies but with controversial con-

clusions. This study aimed to investigate the efficacy of these four

regimens of nucleos(t)ide analogs (NAs) in naive patients chronicly

infected with HBV in real world.

Methods: This prospective cohort study investigated 92 NAs naive

patients with chronic hepatitis B(CHB) or cirrhosis(CIR) ongoing

LAM, ADV, or ETV monotherapy and LAM + ADV combinative

therapy in our follow-up clinic during Jun. 2008 and Dec. 2011. The

efficacy of four regimens in real-life were analyzed. HBV DNA was

quantified by real-time PCR (Da an Genetics, lower limits of detec-

tion: 100 IU/ml).

Results: In all patients (aged 38.4 ± 12.5 years, male/female = 83/11,

CHB/CIR = 72/20), 7.4% lost during follow-up. The median antiviral

duration was 21.0(3-42)months. Baseline ALT, AST, TBili and serum

HBV DNA(M = 5.82lgIU/ml) were comparable. LAM + ADV ther-

apy can inhibit repilication of HBV DNA more qulickly than the

others(105.5 v.s. 126.9-277.2 days to achieve undetectable HBV DNA,

P = 0.026). The undetectable rate of serum HBV DNA in four groups

were statistically different at 3rd, 6th month and 1st year (ETV

& LAM + ADV [ ADV [ LAM, P = 0.002-0.019), but comparable

at 1.5th and 2nd year. At the end of follow-up, the rates of complete viral

response(CVR) were 47.4%, 77.8%, 84.2% and 78.9% (P = 0.031), and

viral breakthrough(VBT) rates were 31.6%, 16.7%, 7.9% and 0%

(P = 0.017), for LAM, ADV, ETV and LAM + ADV, respectively.

However, the HBeAg seroconversion rates were comparable (8-25%,

P = 0.891).

Conclusions: Data from real-life practice is, to some extent, different

from that from clinical trials. Both ETV monotherapy and

LAM + ADV combinative therapy have a higher CVR and lower

VBT rates in NAs naive patents with CHB or CIR, when compared to

ADV and LAM.Fig. 1 Renal function during LAM and LDT treatment
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Depression and anxiety related to pegylated-interferon alpha
therapy in chronic hepatitis B patients, associated risk factors
and quality of life

Özen Önen Sertöz1, Meltem Tasbakan2, Özlem Kuman1, Husnu
Pullukcu2, Raika Durusoy3, Tansu Yamazhan2, Hayriye Elbi1

1Psychiatry, 2Infectious Diseases, Ege University Medical School,
3Public Health, Ege University, Izmir, Turkey

Aim: The aims of this study were to evaluate the psychiatric side-

effects and quality of life of patients starting interferon treatment,to

determine the incidence of depression and anxiety disorders and risk

factors associated with psychiatric morbidity.

Method: Patients diagnosed as chronic HBV and planned to start

interferon therapy were evaluated according to age,gender,educa-

tion,HBV-DNA,ALT,fibrosis,history of past and current psychiatric

disorder and medication,alcohol and substance use.Total of 37 patients

were included current study and their evaluation was done prior ther-

apy.Four of 37 patients diagnosed with a psychiatric disorder and began

to take medication therefore they all excluded from the study. Their

psychiatric evaluation was conducted at baseline,at first, third,sixth

months and at the end of one year follow-up period. Hamilton Depres-

sion Rating and Anxiety Scale,Clinical Global Impression Scale,short

form SF-36 quality of life scale were applied to each patient at vis-

it.Patients who had a clinically relevant depression or anxiety were

prescribed medication. Statistical analyses were conducted using Wil-

coxon’s signed rank, chi-square and Mann-Whitney U tests.Among

patients,22 were female, mean age 36.0 ± 10.7 years. Antidepressant

treatment was prescribed to 14 patients(42.4%). Six of them received

the diagnosis of Major Depression at first month,three at third,three at

sixth and two at twelfth month.Females, patients graduated from ele-

mentary school,patients with history of alcohol use had a higher

incidence rate of depression.There wasn’t significant difference for

basal HBV-DNA,ALT, fibrosis levels among patients with/without

depression.After 12 months follow-up, the seven subscales of SF-36

except General Health showed significantly lower scores.Eighty per-

cent of patients who were determined as borderline ill versus 35.7% of

patients,who were determined as healthy according to CGI at base-

line,had a diagnosis of depression.

Conclusion: Clinically relevant depression and anxiety related to

interferon therapy were frequently observed at first month.The eval-

uation of risk factors associated with psychiatric morbidity prior to

interferon treatment and to follow-up those patients with the psy-

chiatric collaboration will improve compliance.
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Telbivudine treatment of chronic hepatitis B patients complicated
with hepatitis B virus associated glomerulonephritis

Zhen-Wu Yan, Shu-Hua Li, Yan-Ju Liu, Zuo-Liang Wang,
De-Xing Jia

Department of Infections Disease, Weifang Peoples Hospital,

Weifang, China

Background: Hepatitis-B-associated glomerulonephritis (HBGN) is a

distinct disease occurring frequently in hepatitis-B-prevalent areas of

the world.ObjectiveTo investigate the efficacy and safety of telbivu-

dine (LdT) in treating chronic hepatitis Bn (CHB) with hepatitis B

virus associated glomerulonephritis.

Methods: 15 CHB patients with hepatitis B virus associated glo-

merulonephritis, diagnosed by renal biopsy, real time PCR and

urinary protein test were treated with LdT for 52 weeks in addition to

a routine treatment. The dosage of LdT was 0.6 g daily.A TCM

product (Diammonium Glycyrrhizinate) was concomitantly used.

Results: 12 patients were male and 3 were female with an age range

of 20-49 years. All patients were HBeAg positive and had HBV

DNA [ 105 copies/ml and ALT C 2 9 ULN at baseline. All had

urine protein [ 1 g/dl renal biopsy with detectable HBV DNA in the

kidney. 11 patients were diagnosed with membranous nephropathy

and 4 with meningeal proliferative glomerulonephritis. At 52 weeks,

93% (14/15) patients had undetectable HBV DNA; 73% (11/15)

patients had HBeAg loss and 50% (7/15) had HBeAg seroconversion;

ALT was normalized in 93.3% (14/15). Urine protein decreased from

baseline 5.4 ± 2.9 to 1.2 ± 0.8 (p \ 0.01) g/d at week 52. The serum

creatinine level decreased from baseline 108.2 ± 42.7 to 74.6 ± 34.5

(p \ 0.05) lmol/L at week 52 respectively. After 52 weeks of treat-

ment,the renal disease subsided fully in 12 and partially in 3

patients.No myopathy or muscle pain was reported. Only 1 patient

had transient CK increase at week 12 and returned to normal after

4 weeks continuing treatment.

Conclusion: Treating CHB patients complicated with HBV associ-

ated glomerulonephritis using telbivudine is effective and safe for

HBV related diseases in both liver and kidney.
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Case control study comparing renal function with telbivudine vs.
entecavir treatment in chronic hepatitis B patients in real-world
clinical practice

Ming-Chao Tsai1, Chien-Hung Chen1, Chao-Hung Hung1,
King-Wah Chiu1, Po-Lin Tseng1,2, Kuo-Chin Chang1,
Jing-Houng Wang1, Sheng-Nan Lu1, Yi-Hao Yen1,2,
Chuan-Mo Lee1,2, Tsung-Hui Hu1

1Division of Hepato-Gastroenterology, Department of Internal

Medicine, Chang Gung Memorial Hospital, Kaohsiung Medical

Center, 2Graduate Institute of Clinical Medical Sciences, Chang Gung

University College of Medicine, Kaohsiung Hsien, Taiwan R.O.C.

Background and aims: In the GLOBE study, estimated Glomerular

Filtration Rate (eGFR) in CHB patients increased significantly in

telbivudine (LDT) versus lamivudine treatment (p \ 0.001). The aim

of this study was to evaluate the eGFR changes with LDT and ETV in

CHB patients.

Methods: 136 LDT treated CHB patients from June 2008 to Oct.

2011. A randomly selected age-, gender-, and HBeAg-matched cohort

of 136 subjects treated with ETV were selected for comparison; 80

patients per group had liver cirrhosis. Efficacy and eGFR (MDRD

formula, ml/min/1.73 m2) was evaluated at baseline and 52 weeks

treatment.

Results: Baseline characteristics (ALT and HBV DNA levels, cir-

rhosis, eGFR, HBeAg status) were similar between the two treatment

groups. At week 52, rate of undetectable HBV DNA was significantly

greater in ETV versus LDT (97.1% vs. 83.8%, p \ 0.001), while

HBeAg seroconversion was significantly higher in the LDT vs ETV

group (75 vs. 51.5%, p = 0.038). The mean absolute (and percentage)

change of eGFR from baseline to week 52 was 7.5 (17.5%) ml/min/

1.73m2 for LDT vs. 2.6 (6.4%) ml/min/1.73m2 in ETV group

(p = 0.058). Analysis on eGFR improvement to better category

(\ 60, 60-90 and [ 90) at 12 months vs. baseline per group showed

significantly more patients with eGFR category improvement in LDT

vs. ETV group at 12 months (p = 0.036). In patients with baseline
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eGFR \ 80 (mean baseline eGFR 63.7 or 64.2 for LDT vs. ETV

group, respectively), mean change of eGFR at 12 months was 20.8 in

LDT group (n = 44) vs. 8.4 in ETV. group (n = 52) (p = 0.005)

Conclusion: In real-life clinical practice, LDT showed lower rates of

undetectable HBV DNA but higher rates of HBeAg seroconversion

compared to ETV. LDT is associated with eGFR improvement in

overall CHB patients especially in patients with reduced renal func-

tion at baseline.
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Efficacy and safety of telbivudine plus ADV therapy and entecavir
monotherapy for HBeAg-positive CHB patients with resistance
to ADV

Jia-Jie Lu1,2, Kai Liu1,2, Yuan-Ji Ma1,2, Juan Wang1,2,
En-Qiang Chen1,2, Hong Tang1,2

1Centre of Infectious Diseases, West China Hospital, 2Division of

Infectious Diseases, State Key Laboratory of Biotherapy, Chengdu,

China

Background/aims: Resistance is a major factor for failure of nucle-

os(t)ide analogue treatment. We compared the efficacy, resistance and

safety of telbivudine (LdT) plus adefovir dipivoxil (ADV) combina-

tion therapy or entecavir (ETV) monotherapy in hepatitis B e antigen

(HBeAg)-positive chronic hepatitis B (CHB) patients with resistance

to ADV.

Methods: This prospective study included 58 HBeAg-positive CHB

patients with resistance to ADV; 30 patients underwent LdT 600 mg/

day plus ADV 10 mg/day combination therapy for at least 48 weeks,

and 28 patients switched to ETV 0.5 mg/day monotherapy for at least

48 weeks. Liver and renal function, creatine kinase (CK) and HBV

DNA levels were measured at baseline, Week 4, 12, 24, 36 and 48.

When virological breakthrough occurred, resistance was analyzed

with direct gene sequencing.

Results: After 48 weeks of treatment, the rates of HBV DNA \ 3

log10 copies/mL in the LdT plus ADV group and the ETV group were

not significantly different (73.3% vs 57.1%, P = 0.195). Six patients

receiving LdT plus ADV had HBeAg seroconversion, while none of

the patients receiving ETV alone had HBeAg seroconversion (20% vs

0%, P = 0.039). During the 48-week treatment period, two patients in

the ETV monotherapy group had viral breakthrough and the strains

were confirmed to be of a variant associated with ETV resistance

(rtM204 V + rtL180 M + rtT184G), while one patient receiving LdT

plus ADV had viral breakthrough and an LdT-associated resistance

mutation (rtM204I) was detected. For the majority of the study

patients, both combination treatment of LdT plus ADV and ETV

monotherapy were generally well tolerated.

Conclusion: Both LdT plus ADV combination therapy and

ETV monotherapy led to significant decreases in serum HBV

DNA in HBeAg-positive CHB patients with resistance to ADV,

and LdT plus ADV combination therapy exhibited a significantly

higher rate of HBeAg seroconversion compared to ETV

monotherapy.

Topic: 8.b Clinical

Absno: 876

Interim analysis of initial NUC treatment among NUC–naı̈ve
chronic hepatitis B patients in Taiwan

Cheng-Yuan Peng1, Rong-Nan Chien2, Jia-Horng Kao3,
Tsung-Hui Hu4, Chun-Che Lin5, Chi-Tan Hu6, Chi-Yi Chen7,
Tsai Yuan Hsieh8, Han-Chieh Lin9, Wan-Long Chuang10,
Taiwan NA - Registry Group

1Division of Hepatogastroenterology, Department of Internal

Medicine, China Medical University Hospital, Taichung, 2Liver

Research Unit, Chang Gung Memorial Hospital and University

College of Medicine, Keelung, Keelung City, 3Graduate Institute

of Clinical Medicine, National Taiwan University College of

Medicine, Taipei, 4Division of Hepato-Gastroenterology, Department

of Internal Medicine, Kaohsiung Chang Gung Memorial Hospital and

Chang Gung University College of Medicine, Kaohsiung, 5Division

of Gastroenterology and Hepatology, Department of Internal

Medicine, Chung Shan Medical University Hospital, Taichung,
6Division of Gastroenterology, Department of Internal Medicine and

Research Center for Hepatology, Buddhist Tzu Chi General Hospital,

Hualien, 7Liver Unit of Internal Medical Department, Chia-Yi

Christian Hospital, Chia-Yi City, 8Division of Gastroenterology,

Department of Internal Medicine, Tri-Service General Hospital,

National Defense Medical Center, 9Division of Gastroenterology,

Department of Medicine, Taipei Veterans General Hospital, Taipei,
10Department of Internal Medicine, Kaohsiung Medical University

Hospital, Kaohsiung, Taiwan R.O.C.

Background/Aims: Current guidelines recommend potent nucle-

os(t)ide analogues (NUCs) with a high genetic barrier to resistance as

the initial treatment for chronic hepatitis B (CHB). This study aims to

evaluate the rate of sustained NUC treatment (entecavir [ETV],

lamivudine [LVD], or telbivudine [LdT]) and assess treatment com-

pliance in the outpatient setting.

Methods: NUC–naı̈ve CHB patients who received ETV, LVD or LdT

monotherapy from August 2008 to July 2009 were randomly selected

from 33 hospitals across Taiwan. Demographic and clinical data were

retrieved from medical records. Enrolled patients were retro–pro-

spectively followed for 144 weeks and herein we presented the

interim results as of September 2012.

Results: There were 417 male and 161 female patients (mean age,

43.5 years). The proportion of patients who had sustained treatment

Fig. 1

Table 1
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with ETV, LVD and LdT for 144 weeks without any modification

was: 98.9%, 80.0% and 88.9%, respectively. Table 1 summarizes the

rates of modification of initial treatments and reasons for modifica-

tion. Figure 1 shows the time to modification. Modified compliance

rates (mean days/year [%] on therapy) from Weeks 96 to 144 were

96.8% (ETV), 97.9% (LVD) and 97.1% (LdT).

Conclusions: Our data show a high rate of sustained treatment and an

acceptable rate of compliance in Taiwanese CHB patients treated with

144–week ETV.

Topic: 8.b Clinical

Absno: 880

Prevention of hepatitis B reactivation during chemotherapy:
efficacy and safety of telbivudine

Vera Tetova, Natalia Belyaeva

Department of Infectious Diseases, Medical Academy

for Postgraduate Education, The City Hospital n.a. S.P. Botkin,

Moscow, Russia

Background/Aims: Reactivation of hepatitis B (HBV) infection in

patients receiving chemotherapy (CT) is common and potentially

fatal, therefore prophylaxis is recommended. Limited data supporting

the use of telbivudine for primary prophylaxis is available. The aims

of this study were to evaluate the efficacy and safety of telbivudine

prophylaxis in chronic hepatitis B surface antigen (HBsAg) carriers at

risk of reactivation due to CT and to provide evidence-based rec-

ommendations for this group of patients.

Methods: Patients with hematological malignancies receiving various

CT regimens were treated with telbivudine (600 mg/d) 5-17 days prior

to the initiation of CT. Treatment with telbivudine continued for

45-190 days after the completion of CT and patients were followed for

5-10 months. The main efficacy outcome was absence of HBV reacti-

vation (C 3-fold increase in alanine aminotransferase [ALT] exceeding

the upper limit of normal [ULN]; absolute increase of ALT [ 100 U/L;

increased HBV DNA levels C 10-fold from baseline; absolute increase

exceeding 1000 x 106 genome equivalents/mL).

Results: Fifteen patients were enrolled (9 males, 6 females; median age

49): 9 patients had lymphoma (60%), 5 patients leukemia (33%) and 1

patient had multiple myeloma (7%). The baseline median level of ALT

was 27 U/L and the median HBV DNA level was 770 copies/mL.

Following treatment with telbivudine, none of the patients showed HBV

reactivation and there was no HBV-related mortality. Creatinine level

decreased from from 87 to 69 lmol/L and eGFR increased from 85.73

to 111.8 mL/min/1.73 m2 Safety: Adverse events were relatively rare:

1 patient each reported elevated amylase, elevated creatine kinase,

nausea, or dizziness. No cases of rhabdomyolysis, lactic acidosis,

muscle pain was reported.

Conclusions: Telbivudine prophylaxis for the prevention of HBV

reactivation in patients undergoing CT was generally well tolerated

and effective and renal function was stable or slightly increased.
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The serum HBsAg levels increase along with the damage
of hepatic tissues in HBeAg-positive chronic hepatitis B

Qian Ze Wu1, Yong Xiang Li1, Lei Tan2, Min Wei Ke1,
Department of Infectious Diseases, The Third Affiliated Hospital,
Sun Yat-sen University

1Infectious Diseases, 2Ultrasonography, The Third Affiliated

Hospital, Sun Yat-sen University, Guangzhou, China

Aims: To discuss the dynamic changes of serum HBsAg levels at

liver histological necroinflammation grades 1, 2, 3 and 4, also hepatic

fibrosis stages 1, 2, 3 and 4 in HBeAg-positive chronic hepatitis B.

Methods: The serum HBsAg levels were detected by electrochemi-

luminescence. The serum HBsAg levels in HBeAg-positive chronic

hepatitis B were compared among liver hostological necroinflam-

mation grades 1, 2, 3 and 4 by twos, also hepatic fibrosis stages 1, 2, 3

and 4 by twos, respectively.

Results: The serum HBsAg levels in liver histological necroinflam-

mation grades 1, 2, 3 and 4 were 2720.8 ± 2329.3, 4561.7 ± 3254.7,

5366.1 ± 2573.5 and 5456.8 ± 2026.7 COI/ml; while in hepatic

fibrosis stages 1, 2, 3 and 4 were 3395.6 ± 3510.0, 4134.9 ± 2178.6,

5866.4 ± 2255.1 and 5492.8 ± 2553.3 COI/ml, respectively. There

were differences in the serum HBsAg levels among liver histological

necroinflammation grades 1, 2, 3 and 4, as well as hepatic fibrosis stages

1, 2, 3 and 4 (v2 = 18.061, P = 0.000 and F = 6.996, P = 0.000).

Conclusions: The serum HBsAg levels increase along with the pro-

gression of the liver histological necroinflammation grades and

hepatic fibrosis stages in HBeAg-positive chronic hepatitis B.
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Effect of HBsAg level on survival rate in patients with HBeAg-
negative acute-on-chronic liver failure receiving lamivudine
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Sun Yat-Sen University, Guangzhou, 2Department of Infectious

Diseases, The people hospital of Yangshan City, Yangshan, China

Background and aims: The value of serum hepatitis B surface

antigen (HBsAg) level is still unclear to lamivudine in Hepatitis B e

antigen (HBeAg) negative acute-on-chronic liver failure (ACLF) and

related studies have been few. The aim of our study is to investigate

the effect of HBsAg level on 3-month survival rate of HBeAg ACLF

patients treated with lamivudine.

Methods: The data of 52 HBeAg-negative ACLF patients treated

with lamivudine 100 mg daily were enrolled. Serum HBsAg levels

were detected using electrochemical immunoassay (The Elecsys

2010, Roch diagnostics, Mannheim Germany) at baseline, before

death (patients died within 3 months), 3 months (patients survived

over 3 months) during treatment. Dynamic of HBsAg level and the

3-month survival rate were analyzed. Results There were 33 patients

with pretreatment HBsAg levels above 4000 COI and that of 19

patients were below to 4000 COI. The former was significantly higher

than the latter (8034 ± 1977 COI vs 2147 ± 995 COI, t = 14.255,

P \ 0.001). And 3-month survival rate of the former was also sig-

nificantly higher than the latter (60.61 % (20/33) vs 31.6 % (6/19),

v2 = 4.064, P = 0.044). Furthermore, in the group of pretreatment

HBsAg levels above 4000 COI, the post-treatment levels of survivors

and deaths were 7939 ± 17770 COI and 7009 ± 2498 COI respec-

tively. In the group of pretreatment HBsAg levels below to 4000 COI,

the post-treatment levels of survivors and deaths were 3130 ± 1716

COI and 1703 ± 1218 COI in sequence. Intro-group comparison

released the post-treatment levels of survivors were significantly

higher than that of deaths regardless pretreatment HBsAg level (all

P \ 0.05). Conclusions For HBeAg-negative ACLF patient treated

with lamivudine, one with higher pretreatment HBsAg level and

maintaining during therapy has higher 3-month survival rate than that

of lower and decline one.
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The serum HBsAg levels were invariant along with the damage
of hepatic tissues in HBeAg-negative chronic hepatitis B
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Objective: To discuss the dynamic changes of serum HBsAg levels at

liver histological necroinflammation grades 1, 2, 3 and 4, also hepatic

fibrosis stages 1, 2, 3 and 4 in HBeAg-negative chronic hepatitis B.

Methods: The serum HBsAg levels were detected by electrochemi-

luminescence. The serum HBsAg levels in HBeAg-positive chronic

hepatitis B were compared among liver hostological necroinflam-

mation grades 1, 2, 3 and 4 by twos, also hepatic fibrosis stages 1, 2, 3

and 4 by twos, respectively.

Results: The serum HBsAg levels in liver histological necroinflam-

mation grades 1, 2, 3 and 4 were 6036.4 ± 2729.4, 6704.6 ± 2457.5,

6332.2 ± 2409.0 and 6226.2 ± 2716.0 COI/ml; while in hepatic

fibrosis stages 1, 2, 3 and 4 were 6222.1 ± 2665.4, 6706.8 ± 2623.8,

6004.5 ± 2625.5 and 6455.6 ± 2344.4 COI/ml, respectively.

There were differences in the serum HBsAg levels among liver his-

tological necroinflammation grades 1, 2, 3 and 4, as well as hepatic

fibrosis stages 1, 2, 3 and 4 (F = 0.502, P = 0.682 and F = 0.466,

P = 0.706).

Conclusions: The serum HBsAg levels were invariant along with the

damage of hepatic tissues in HBeAg-negative chronic hepatitis B.
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The clinical features and pathological analysis of chronic hepatitis
B patients with the normal ALT levels

Yu-Sheng Jie, Yuan-Kai Wu, Guo-Li Lin, Xiang-Yong Li,
Yu-Tian Chong

The Third Affiliated Hospital of Sun Yat-sen Univercity, Guangzhou,

China

Background: Chronic hepatitis B (CHB) is a serious global health

problem, and antiviral therapy for CHB is to prevent the development

of cirrhosis and hepatocellular carcinoma. But a lot of CHB patients

didn’t receive antiviral therapy because of normal ALT levels. The

aim of this study was to investigate the clinical features and patho-

logical analysis of CHB patients with the normal ALT levels.

Methods: 75 CHB patients with the normal ALT levels were enrolled

in this study. The level of HBV DNA and HBeAg status were

observed. The inflammation and fibrosis were assessed by liver

biopsy.

Result: 73% (55/75) of the patients were male and 27% (20/75)

were female. The mean age was 34.15 ± 7.60 years (range

16-55 years) and the mean HBV DNA level was 5.70 ± 1.78 log10

IU/ml. A total of 61.3% (46/75) of patients in this study had

significant inflammation (grade C 2) and 52% (39/75) had signifi-

cant fibrosis (stage C 2). 40% (30/75) of patients were HBeAg

negative and 60% (45/75) were HBeAg positive.The mean age in

HBeAg negative group was older than that in HBeAg positive

group (36.73 ± 7.68 vs.32.42 ± 7.16,P \ 0.05). The HBV DNA

level of HBeAg negative group was lower than that of HBeAg

positive group (4.56 ± 1.13 vs. 6.46 ± 1.72, P \ 0.05) . The rates

of significant inflammation (grade C 2) and significant fibrosis

(stage C 2) were similar between these two groups (53.3 vs.66.7%,

P [ 0.05; 50 vs.53.3%, P [ 0.05).

Conclusion: The patients of CHB with normal ALT levels had high

rates of significant inflammation (grade C 2) and significant fibrosis

(stage C 2). The mean age and HBV DNA level were related with

HBeAg status. Liver biopsy was necessary for them, especially those

with HBeAg negative to assess liver damage.
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Serum aminotransferase abnormality after achieved undetectable
HBV DNA over one year is correlated with higher BMI, cirrhosis
and prior therapy
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of Sun Yat-Sen University, Guangzhou, 2Department of Infectious
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Zhuhai, China

Background and aims: Antiviral therapy with nucleos(t)ide ana-

logs(NAs) showed a high normalization rate of aminotransferase after

supression of HBV in chronic hepatitis B(CHB) patients. However,

some patients still had abnomal serum aminotransferase levels even if

they has achieved complete viral response (CVR) for a long time, the

reasons of which hasn0t been studied. This research aimed to define

the risk factors correlated with chemical abnormality after CVR in

CHB ptatients treated with NAs.

Methods: 557 CHB patients treated with NAs (lamivudine, adefovir,

telbivudine or entecavir, mono or combo therapy) in our follow-up

clinic during Jun. 2008 and Oct. 2012, achieved CVR(define as serum

HBV DNA \ 100 IU/ml) over one year were analyzed. Serum

aminotransferase abnormality were defined as serum alanine amino-

transferase (ALT) tested [ 1.5 upper limits of normal consecutively at

least twice during visits (with 3-6 months interval) [ 1 year post

patients achieved CVR. Logistic regression analysis was used to screen

the risk factors.

Results: Gender, age, body mass index (BMI), alcohol addict, volum

of alcohol intake, family history of CHB or cirrhosis or liver cancer,

history of prior NAs treatment, baseline data (HBeAg positivity,

HBsAg/HBeAg quantificaiton, HBV DNA level, preexisting cirrho-

sis, ALT, AST, total bilirubin and albumin levels), antiviral agents,

antiviral duration, time from baseline to achieving undetectable HBV

DNA, viral breakthrough, optimized therapy, HBeAg seroconversion

and so on, were included in analysis. Multivariate logistic regression

analysis showed higher BMI (OR = 1.14, 95%CI 1.05-1.24,

P = 0.002), history of prior NAs treatment (OR = 2.41, 95%CI 1.38-

4.21, P = 0.002) and preexisting cirrhosis(OR = 2.22, 95%CI 1.23-

3.99, P = 0.008), rather than baseline HBV DNA levels, antiviral

agents or alcohol intake, were risk factors for abnormal ALT [ 1 -

year post CVR.

Conclusions: CHB patients with higher BMI, preexisting cirrhosis

and history of prior NAs treatment were more likely to show abnor-

mal ALT levels even over one year after achieving CVR.
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Chronic hepatitis B associated with hepatic steatosis, insulin
resistance, necroinflammation and fibrosis: a clinical prospective
study

Bulent yilmaz1, Seyfettin köklü1, Hüseyin büyükbayram2,
Kendal yalçın3

1Hacettepe University, School of Medicine, Department of

Gastroenterology, Ankara, 2pathology, 3gastroenterology, Dicle

University School of Medicine, Diyarbakir, Turkey

Aim: To investigate the viral and host causes of fatty liver in chronic

hepatitis B(CHB) patients.To investigate fatty liver association with

insulin resistance and fibrosis.

Methods: A total of 88 patients (61 males and 27 females, average

age 31.7- ± 1.1 years, 17 patients untreated) with CHB were inclu-

ded in the prospective study. Liver biopsy was carried out for each

patient. The patient were divided into two groups depending on the

result of the biopsy . One group with steatosis (28 patients with [ 5%

hepatosteatosis) and the other group without steatosis (71 patients

with \ 5% hepatosteatosis). The groups were compared in terms of

age, body mass index (BMI), homeostasis model assessment

(HOMA), viral load, biochemical parameters (ALT, AST, ALP, GGT,

Glucose, insulin, cholesterol, triglycerides) and histological findings.

In the group with steatosis, the patients were subdivided depending on

the degree of steatosis into grade 1 (15 patients, 17%), grade 2 (6

patients, 7%),or grade 3 (7 patients, 8%).

Results: For CHB, 60 (68%) patients were without steatosis. In the

group of CHB with steatosis, the mean age, gender, BMI, glucose,

cholesterol, and HOMA-IR were significantly higher than those in the

group without steatosis (p \ 0.05). Steatosis was found in 24 (39%)

male patient and 4 (15%) female patients (P \ 0.05). No significant

difference was found in the positivity of viral load, HBeAg, treatment,

fibrosis and or parameters between the groups (P [ 0.05).

Conclusion: Steatosis in CHB is associated with host metabolic

factors.
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The clinical features and pathological analysis of chronic hepatitis
B patients with the normal ALT levels and undetectable HBV
DNA

Yu-Sheng Jie, Yuan-Kai Wu, Guo-Li Lin, Xiang-Yong Li,
Yu-Tian Chong, Zhi-Liang Gao

The Third Affiliated Hospital of Sun Yat-sen Univercity, Guangzhou,

China

Background: Antiviral therapy for CHB is the key to prevent the

development of cirrhosis and hepatocellular carcinoma. But a lot of

CHB patients didn’t receive antiviral therapy according to current

guideline because of normal ALT levels and undetectable HBV DNA.

This study was to investigate the clinical features and pathological

analysis of CHB patients with normal ALT levels and undetectable

HBV DNA.

Methods: 18 CHB patients (male 14, female 4) with the normal ALT

levels (\ 35U/ml) and undetectable serum HBV DNA (\ 100 IU/ml)

were enrolled in this study. The demography and HBeAg status were

observed. The inflammation and fibrosis were assessed by liver biopsy.

Result: The mean age was 39.33 ± 8.79 years (range 23-58 years).

The inflammation and fibrosis were assessed as follows: G1 in 44.4%

(8/18), G2 in 16.7% (3/18), G3 in 22.2% (4/18), G4 in 16.7% (3/18);

S0 in 16.7%(3/18),S1 in 27.8% (5/18), S2 in 16.7% (3/18), S3 in

16.7% (3/18), S4 in 22.2% (4/18). 55.6% (10/18) of patients had

significant inflammation (grade C 2) and 55.6% (10/18) had signifi-

cant fibrosis (stage C 2). 89% (16/18) of patients were HBeAg

negative and 11% (2/18) were HBeAg positive.18 patients were dived

into young group (\ 40 years old,n = 9) and old group (C 40 years

old, n = 9).22.2% (2/9) patients in young group and 88.9% (8/9)

patients in old group had significant inflammation (grade C 2)

(Fisher’s exact test, p = 0.015).The rate of significant fibrosis

(stage C 2) in old group and young group were 88.9% (8/9) and

22.2% (2/9), respectively (Fisher’s exact test, p = 0.015).

Conclusion: Most of CHB pateints with normal ALT levels and

undetectable HBV DNA were HBeAg negative, and they had high

rates of significant inflammation (grade C 2) and significant fibrosis

(stage C 2). Liver biopsy was necessary for them, especially those

over 40 years old to assese liver damage.
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Chronic hepatitis B and IL28Brs 12979860 polymorphism;
preliminary study

Özlem Kandemir1, Şenay Balcı Fidancı2, Neslihan Yücel Demir3,
Ayşegül Görür2, Ali Kaya3, Lülüfer Tamer2

1Clinical Microbiology and Infectious Diseases, Mersin University

Faculty of Medicine, 2Biochemistry, 3Clinical Microbiology

and Infectious Diseases, Mersin University, Faculty of Medicine,

Mersin, Turkey

Aim: The aim of this study, the effect of IL28Brs 12979860 poly-

morphism on treatment process and results of chronic hepatitis B

(CHB) patients who are received peg INF and oral antiviral treatment.

Also, researching the relationship with the severity of illness and this

polymorphism

Methods: Total 74 CHB patients who are received treatment, 61

asymptomatic carriers and 40 healthy control are included the study.

Genomic DNA of control and patients was extracted from whole

blood using by High Pure PCR Template Preparation Kit (Roche,

Mannheim, Germany) according to the manufacturer’s instructions

and stored at 4�C. Genotype distribution of the IL-28B polymorphism

at position -3176 C/T (rs12979860) (LightMix Kit IL28B, Cat.-

No.40-0588-32 TIB MOLBIOL, Berlin, Germany) was detected by

using a real time PCR method (Roche Diagnostics, Manheim,

Germany).

Results: Thirty patients with CHB received peg INF alpha treatment.

Any differences didn’t determine between groups in terms of age,

gender and IL28Brs 12979860 polymorphism (p = 0,122, p = 0,07,

p = 0,376 respectively). The patients with chronic hepatitis were

categorized as grade and stage (minimal, moderate and severe) and

then were analyzed for polymorphism. Any relationship could not

determine between the severe of illness and the gene polymorphism

(p = 0,293, p = 0,911 respectively). The polymorphism were eval-

uated according to virological and biochemical response in patients

with CHB at the beginning, 3th, 6th and 12th months of the treatment.

We observed that IL28Brs 12979860 polymorphism was not effective

on peg INF or oral antiviral treatment process.

Conclusion: There are conflicts of the results about CHB and IL28Brs

12979860 polymorphism in the literature. In this preliminary study

which we have done limited number of patients, we observed that

IL28Brs 12979860 polymorphism was not related with severity of ill-

ness and also was not effective in predicting response of treatment.
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An experience of entecavir therapy for chronic hepatitis B
in southeast anatolia region of Turkey in real-world practice

Hayati Demiraslan1, Selcuk Aksoz2

1Infectious Diseases, Erciyes University, Kayseri, 2Infectious

Diseases, Adiyaman State Hospital, Adiyaman, Turkey

Introduction: Hepatitis B virus (HBV) infection affects more than

500 million people worldwide. The prevalence rate in Turkey ranges

from 2% to 7%. New therapeutic agents have increased the options

for HBV treatment, one of them is entecavir which has been used in

Turkey since 2006.

Aim: To evaluate tolerance and relative efficacy of entecavir therapy

for chronic HBV infected patient in real-world practice.

Methods: Retrospective analysis was performed for the patients

suffering from chronic hepatitis B (CHB) in the Department of

Infectious Diseases, (Secondary care center) Adiyaman State Hospital

from July 2008 to June 2010. The patients were followed up to

42 months. The treatment was given according to the international

and national guidelines for CHB.

Results: Analysis was performed for a total of 14 adults in which two

patients (14.3%) were female, were administered entecavir for CHB.

A median age of the patients was 41.43 (range 16-62) year. Five

patients (35.7 %) had a history of the treatment for CHB from which

three patients (21%) received Lamivudine. Two patients had diabetes

mellitus. The mean pre-treatment duration of illness was 70.71 months

(range 12-204). The median duration of post treatment follow up was

36 months (range 12-42). Four patients (28.6 %) were HBeAg posi-

tive. Median HBV DNA negativity duration was 6 months (range

1-24). Treatment of the three patients (receiving Lamivudine) were

substituted to tenofovir on 15th, 24th and 27th month. There was a

positive correlation between duration of HBV DNA suppression and

pre-treatment HBV DNA levels (p = 0,038). As long as pre-treatment

HBV DNA level was increased, negativity period of DNA level was

delayed (0.557).

Consequently, achieving undetectable HBV DNA levels may be

difficult on 12th month of entecavir therapy, especially in Lamivudine

experienced patients. Moreover pre-treatment HBV DNA levels may

help to predict the suppression time.
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Efficacy and relapse of entecavir treatment-naı̈ve in chronic
hepatitis B patients

Jian-Ning Jiang, Shao-Hua Zhong, Ming-Hua Su, Zhi-Hong Liu,
Rong Xie, Li-Xia He, Wu-Dao Fu, Shi-Hua Li, Bao-Jian Wang,
Xiao-Li Wu, Yan-Xiu Liang, Zhe Chen

The department of infectious diseas, The first Affiliated Hospital

of Guangxi Medical University, Nanning, China

Objective: To analysis the efficacy and relapse of entecavir treat-

ment-naı̈ve in chronic hepatitis B(CHB)patients.

Methods: CHB patients were naı̈ve treated with entecavir for 1 year

at least;HBV DNA,HBeAg, HBeAb, and ALT were monitored during

treatment; The value of ALT at baseline and descendent amplitude of

serum HBeAg titer at 24 weeks for predicting HBeAg conversion

were evaluated.

Results: (1) 79 patients (37 HBeAg-positive, 42 HBeAg-negative)were

eligible for this study, the cumulative rate of virological response

gradually increased, 98.73%(78/79)patiens had undetectable serum

HBV DNA (\ 1000copies/ml) at 24 weeks (2) The cumulative rates of

HBeAg conversion within 1,2 and 3 years of treatment were

27.03%(10/37),38.71%(12/31) and 52%(13/25) respectively.(3) The

HBeAg seroconversion rate of 3 years treatment in patients with

ALT C 5 9 ULN at baseline was significantly higher than those

with ALT level \ 5 9 ULN (85.71% VS 38.89% X2 = 4.427

P = 0.035);The cumulative HBeAg seroconversion rate of 3 years

treatment in patients with descendent amplitude of serum HBeAg

titer C 75% at 24 weeks was higher than those with descendent

amplitude of serum HBeAg titer \ 75% (83.33% VS 23.08%

X2 = 9.077 P = 0.003).(4)There were no patient occurred virologic

breakthrough during treatment.(5) The virological relapse rate was

47.06% (8/17) in these who stopped entecavir after meeting the end-

point criteria of APASL guideline,The relapse rate was 100%(4/4) in

theose who did not meet guideline criteria;virological response occured

within one month and there was no virological breakthrough after

entecavir retreatment for the relapsed patients.

Conclusions: Entecavir could depressed HBV DNA quickly and

strongly with low resistance in the treatment-naı̈ve patients;The ALT

levels at baseline and descendent amplitude of serum HBeAg titer at

24 week could early predict the third year HBeAg seroconver-

sion;Prolonging treatment course can reduce the risk of relapse even

met endpoint criteria;entecavir retreatment in the relapsed patients has

similar efficacy to entecavir initial treatment.
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Hepatitis B disease awareness and access to care in India:
a multicenter, national survey

P.N. Rao1, Samir Shah2, Abhijit Chowdhury3, S.K. Sarin4,
on behalf of the GX-US-174-0196 Study Group

1Asian Institute of Gastroenterology, Hyderabad, 2Global Hospitals,

Mumbai, 3Institute of Post Graduate Medical Education And

Research, Kolkata, 4Institute of Liver and Biliary Sciences,

New Delhi, India

Background: Chronic infection with the hepatitis B virus (HBV) is a

significant public health problem in India. Prevalence estimates are on

the order of 4% equating to approximately 40 million people. The

majority of patients are asymptomatic and consequently only a small

proportion of infected individuals have been diagnosed and even

fewer have received treatment. Understanding patient demographics,

disease characteristics and awareness is critical to implement effec-

tive nation-wide efforts to control chronic hepatitis B (CHB).

Methods: This observational study enrolled 500� patients with

chronic HBV infection at 19 centers in India. Centers were selected

based upon regional considerations and type of clinical practice.

Patients who were not receiving therapy for HBV infection were

enrolled over a 2 month period. At a single clinic visit, blood was

collected for hematology, chemistry, HBV virology and for future

genomic DNA studies. Medical history was obtained and physical

examination performed. A NHANES-based questionnaire concerning

disease awareness, access to care and family/community consider-

ations was completed.

Results: Baseline characteristics and key questionnaire findings are

presented in the Table 1.

Conclusions: Public awareness of hepatitis B is low throughout India.

Nationwide programs for both physicians and patients are required to

increase awareness and the number of patients diagnosed. Following
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diagnosis financial constraints appear to be a key factor in limiting

access to care.
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The efficacy and safety of tenofovir disoproxil in pregnancy
for the prevention of vertical transmission of HBV infection
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Kaya4, Necmettin Yildirim5, Serda Gulsun4, Tunga Barcin6,
Celal Ayaz1

1Department of Infectious Diseases, Dicle University Hospital,

Diyarbakir, 2Department of Infectious Diseases, Batman Training

and Research Hospital, Batman, 3Department of Infectious Diseases,

Kiziltepe States Hospital, Mardin, 4Department of Infectious

Diseases, Diyarbakir Training and Research Hospital, Diyarbakir,
5Department of Infectious Diseases, Mardin States Hospital,

6Department of Infectious Diseases, Nusaybin States Hospital,
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Background and aims: In the South-east Anatolian area of Turkey,

perinatal transmission of the hepatitis B virus (HBV) is the most

iportant cause chronic hepatitis B infection. Despite the use of HBIG

and HBV vaccination, HBV perinatal transmission (PT) occurs in

5-25 % of infants born to highly viremic mothers. We evaluated the

efficacy and safety of Tenofovir disoproxil use during late pregnancy

in reducing HBV transmission in highly viremic HBeAg positive

mothers.

Methods: This retrospective study was conducted in six different

hospital in 45 pregnancy chronic hepatitis B patients. Fourty-five

HBeAg (+) HBV-DNA levels [ 2.000.000 IU/ml mothers received

tenofovir disoproxil 300 mg/day from week 18 to 27 of gestation

(n = 21) or served as untreated controls (n = 24). All infants in both

arms received 200 IU of HBIG within 24 hours postpartum and

recombinant HBV vaccine of 20 lg at 4, 8, and 24 weeks. HBsAg

and HBVDNA results of infants at the week 28 were used to deter-

mine perinatal transmission rate.

Results: At 28 weeks, none of the infants whose mothers received

tenofovir disoproxil had immunophrophylaxis failure, whereas 8.3 %

of the infants of control mothers did (p = 0.022). There were no

differences between groups in mothers’ adverse events or infant’s

congenital deformites, gestasional age, height, or weight. At post-

partum week 28, significantly more tenofovir disoproxil-treated

mothers had levels of HBV DNA \ 50 IU/ml and normalized ALT

compared with controls (62% vs none, p \ 0.001; 82% vs 61%,

p = 0.012)

Conclusions: Women with chronic hepatitis B given tenofovir diso-

proxil during the second or third trimester of pregnancy have reduced

rates of perinatal transmission. Tenofovir disoproxil produced no

adverse events in infants or mothers by 28 weeks.
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The risk factor of HCC development following HBeAg
serovconversion in chronic hepatitis B patients

Sung Kwan Bae, Hiroshi Yatsuhashi, Yuki Kugiyama, Shigemune
Bekki, Satoru Hashimoto, Masafumi Otani, Akira Saeki,
Shinya Nagaoka, Atsumasa Komori, Seigo Abiru

Clinical Research Center, Nagasaki Medical Center, Omura, Japan

Background&Aim: Our aim was to clarify predictive factors for

HCC (Hepatocellular carcinoma) development after HBeAg (Hepa-

titis B e Antigen) seroconversion in CHB (chronic hepatitis B)

patients.

Methods: From 1991 to 2005, a total of 231 HBeAg-positive CHB

patients were recruited for the study. Of the 231 patients, 100

underwent spontaneous HBeAg seroconversion. All the patients were

HBV genotype C. After HBeAg seroconversion, the patients were

followed up for the occurrence of HCC. Between HCC group and non

HCC group, we compared the following factors at the time of HBeAg

seroconversion; age, gender, the levels of ALT, platelets, albumin,

alpha-fetoprotein (AFP), cirrhosis, HBVDNA, and mutations in the

precore (G1896A) /core promoter (A1762T/ G1764A) domain. In

addition, HBeAg reversion, and HBeAg-negative hepatitis were also

included in the analysis.

Results: HCC occurred in 9 (9%) patients during a median follow-up

of 8.2 years. In univariate analysis, factors predictive of HCC after

Table 1 Results

North South East West Overall

# Centers 4 5 5 5 19

# Subjects 117 125 125 125 492�

Mean Age (SD); yrs 36

(11.4)

37

(12.8)

35

(10.7)

40

(12.5)

37

(12.0)

% Male 74.4 86.4 72.8 80.8 78.7

Mean weight (SD); kg 68.6

(13.29)

67.0

(13.24)

59.8

(12.17)

65.0

(13.75)

65.0

(13.49)

Inactive HBV Carriers�� (%) 62.4 52.8 46.4 57.6 54.7

Liver Biopsy (%) 8.5 10.4 4.8 3.2 6.7

Aware of HBV before

diagnosis (%)

26.5 23.2 26.4 18.4 23.6

Reasons tested for HBV (%)

Results from routine labs

indicated hepatitis

22.2 20.0 22.4 40.8 26.4

Symptoms of liver disease 17.1 20.8 33.6 13.6 21.3

Blood Donation 24.8 19.2 10.4 13.6 16.5

Risk factors for HBV infecfton 6.8 8.0 4.8 11.2 7.7

Other 29.1 32.0 28.8 20.8 27.6

Years awareness of infecbon (%)

\1 yr 49.6 52.0 56.0 51.2 52.2

2-5 yrs 20.5 14.4 36.0 29.6 25.2

[5yrs 12.0 16.0 5.6 8.8 10.6

Other 18.0 17.6 2.4 10.4 12.0

Aware of HBV vaccine (%) 59.8 68.8 78.4 74.4 70.5

Aware HBV is treatable (%) 65.8 55.2 91.2 64.0 69.1

Received HBV treatment (%) 3.4 3.2 12.0 0.0 4.7

How do you access health care, % patients

Private Doctor 49.6 80.0 50.4 64.0 61.2

Government Program or Hospital 34.2 8.0 46.4 21.6 27.4

Community Clinic 12.8 4.8 1.6 7.2 6.5

Other 3.4 7.2 1.6 7.2 4.9

Barriers to medical care access (%)

Financial Implications 54.7 39.2 60.8 42.4 49.2

Distance to Clinic/Hospital 7.7 5.6 11.2 12.8 9.3

No Time/Work Schedule 13.7 17.6 1.6 12.0 11.2

Other 23.9 37.6 26.4 32.8 30.3

Government education for

HBV is sufficient (%)

34.2 19.2 24.8 31.2 27.2
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HBeAg seroconversion were: age (p = 0.008), platelets (9 103/mm3)

(p = 0.003), and cirrhosis (p = 0.001) at the time of HBeAg sero-

conversion. Cox regression analysis showed that only platelets

(B130 9 103/mm3) was an independent factor for the occurrence of

HCC after HBeAg seroconversion (odds ratio 8.450 [95% confidence

interval 1.424-50.138], p = 0.019). Cumulative rates of HCC

occurrence at 5, 10, 15 years were 4.3, 9.8, 18.9%, respectively.

Cumulative HCC incidences of the 75 patients with platelets

([ 130 9 103/mm3) were 0, 0, 8.3% at 5, 10, 15 years, respectively.

Those of the 25 patients with platelets (B130 9 103/mm3) were 16.3,

37.2, 49.8% at 5, 10, 15 years, respectively, and significantly higher

than the patients with platelets ([ 130 9 103/mm3) (p \ 0.001).

Conclusion: Platelets (B130 9 103/mm3) at the time of HBeAg

seroconversion is the risk factors for the development of HCC after

HBeAg seroconversion in CHB patients.
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MicroRNA 548 contribute to abnormal activation of the type I
interferon pathway in chronic hepatitis B patients

Ning Li, Mingquan Chen, Jianming Zheng, Qi Cheng,
Guangfeng Shi, Huashan Hospital, Fudan University

Huashan Hospital, Fudan University, Shanghai, China

Objective: Type I interferon (IFN) signaling is the principal response

mediating antiviral innate immunity. Previous studies ours and other

groups have shown that in MoDC from patients with CHB, the

interferon signaling pathway was impaired, which lead to persistant

HBV infection and a low response to the antiviral therapy. Based on

these clues, we plan to identify which of the microRNA affect the IFN

pathway.

Methods: By bioinformatic analysis, we found some microRNA in

the 3 0untranslated region(UTR) of key elements in IFN synthesis

pathway, and then confirm that they are related to chronic hepatitis B

by real-time PCR.

Results: We found all the targets sites of MiR-548 family members in

the 3 0untranslated region(UTR) of key elements in IFN synthesis

pathway, more interestingly, most of the MiR-548 members were

upregulated in CHB patients.

Conclusions: MiR-548 family members, especially MiR-548c5p,

play import roles in CHB pathagenesis.
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Superiority of ROADMAP strategy in HBeAg positive CHB
patients: 2 year final result of EFFORT study
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Hangzhou, 19Department of Infectious Diseases, Chongqing Medical
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Peking University Health Science Center, Beijing, China

Background and aims: The ROADMAP concept provides an opti-

mized approach to improve the antiviral efficacy of nucleos(t)ide

analogues for anti-HBV treatment. EFFORT study is the first ran-

domized controlled study to prove this concept in Chinese patients

with chronic hepatitis B (CHB).

Methods: 606 adult patients with HBV DNA C 105 copies/ml, ALT

2-10 9 ULN and compensated HBeAg-positive CHB were random-

ized at baseline into two groups with 1:1 in EFFORT study (Fig. 1).

Results: 599 patients were included in the analysis of intent-to-

treatment population. Adefovir was added to 68.0% of patients in

Group I at week 28. At W104, patients in Group I achieved signifi-

cantly higher percentage of HBV DNA \ 300 copies/ml (76.7% [230/

300] vs. 61.2% [183/299], p \ 0.001) and lower genotypic resistance

rate (2.7% [8/300] vs. 25.8% [77/299], p \ 0.001). The HBeAg

seroconversion and ALT normalization rates were comparable

between two groups (23.7% [71/300] vs. 22.1% [66/299], p = 0.697;

80.7% [234/290] vs. 79.2% [232/293], p = 0.680). Patients with

suboptimal responses at week-24 with added-on adefovir (subgroup

1), achieved significantly better response than patients with subopti-

mal response at week-24 with telbivudine monotherapy in group II

(subgroup 2) in terms of HBV DNA suppression and genotypic

resistance (Table 1).

Conclusions: ROADMAP concept was proved effective in this ran-

domized controlled study with improved HBV DNA suppression and

reduced genotypic resistance rate versus standard of care.

Fig. 1 The design of EFFORT study
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HBsAg seroconversion in a chinese woman with lamivudine
resistant hepatitis B viral infection while on tenofovir disoproxil
fumarate treatment
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Foster City, 4Hepatology, UCLA School of Medicine, Los Angeles,
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Background: HBsAg seroconversion is the ideal but uncommon

outcome of antiviral therapy. Development of HBsAb is often syn-

onymous with the term ‘‘Resolved HBV infection.’’ However, HBsAg

seroconversion is very rare in patients of Asian descent who are on

nucleotide antagonists.

Aim: To describe a case of HBsAg seroconversion in a young Chinese

woman treated with tenofovir DF in a community practice setting.

Methods: Retrospective chart review.

Results: A 19 year old HBeAg-positive Chinese woman with a

maternal family history of HBV was initially treated with lamivudine

by a previous physician because of elevated ALT and HBV DNA. Her

HBV genotype was B. Treatment was stopped by the previous phy-

sician due to poor response. In June 2007, HBV DNA was 1.67 X 105

IU/mL., and the patient was treated in our community clinic with

entecavir and adefovir due to suspected lamivudine resistance.

However, she was non compliant with dual therapy, and in May 2009,

she was treated with tenofovir DF monotherapy. Her ALT was 35 U/L

and HBV DNA was 2.3 X 104 IU/mL at that time. In October 2009,

her viral load was less than 357 IU/mL, ALT was 30 U/L, and her

HBeAg was detectable. In March 2011 her ALT was 24 U/L and her

HBV DNA was less than 20 IU/ml. HBeAg was no longer detectable,

and antiHBe was noted. Tenofovir DF treatment was continued, and

in February 2012, HBsAg seroconversion was first demonstrated. In

August 2012, the patient0s ALT had decreased to 12 U/L, HBsAb

remained measurable and the patient continued on tenofovir DF.

Conclusion: The results of our report demonstrate that HBsAg

seroconversion is possible in a young Chinese patient with HBV

genotype B with probable lamivudine resistance taking tenofovir DF.

Further research is necessary to identify appropriate end points in

patients on antiviral therapy.
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A randomized, three-arm study to optimize lamivudine efficacy
in HBeAg positive chronic hepatitis B (CHB) patients: week-72
Explore study results

Jian Sun1, Jun Cheng2, Yongtao Sun3, Xinyue Chen4, Tong Li5,
Hao Wang6, Jianning Jiang7, Xiaoping Chen8, Hui Long9, Hong
Tang10, Yanyan Yu11, Jifang Sheng12, Shijun Chen13, Junqi Niu14,
Hong Ren15, Junping Shi16, Xiaoguang Dou17, Mobing Wan18,
Jiaji Jiang19, Qing Xie20, Guangfeng Shi21, Qin Ning22, Chengwei
Chen23, Deming Tan24, Hong Ma25, Jidong Jia25, Jinlin Hou1,
Hui Zhuang5

1Hepatology Unit and Department of Infectious Diseases, Nanfang
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University, Guangxi, 8Deparment of Infectious Diseases, Guangdong

General Hospital, Guangdong, 9Deparment of Infectious Diseases, The

First People Hospital of Foshan, Foshan, 10Department of Infectious

Diseases, Huaxi Hospital, Chengdu, 11Department of Infectious

Diseases, First Hospital of Peking University, Beijing, 12Department of
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Hangzhou, 17Department of Infectious Diseases, Shengjing Hospital,

Shenyang, 18Department of Infectious Diseases, Changhai Hospital,

Shanghai, 19Deparment of Infectious Diseases, The First Affiliated

Hospital of Fujian Medical University, Fujian, 20Department of

Infectious Diseases, Ruijin Hospital, 21Department of Infectious

Diseases, Shanghai Huashan Hospital, Shanghai, 22Department of

Infectious Diseases, Tongji Hospital, Wuhan, 23Department of

Infectious Diseases, 85th PLA Hospital, Shanghai, 24Department of

Infectious Diseases, Xiangya Hospital, Changsha, 25Hepatology Unit,

Beijing Friendship Hospital, Beijing, China

Aims: To compare the antiviral efficacy of lamivudine plus adefovir,

lamivudine optimization strategy based on ROADMAP concept and

lamivudine monotherapy.

Methods: Chinese adult patients without antiviral therapy within

6 months before screening with HBV DNA C 105 copies/ml,

ALT 1.3-10 9 ULN and compensated HBeAg-positive CHB

were randomized at baseline into three groups with 1:1:1 ratio

(Fig. 1).

Results: This 72-week interim analysis consists of 287 patients. At

W72, patients in group A and B achieved significantly better

responses than those in Group C (Table 1), whereas no significant

difference was observed between group A and B. Group B-I had

much lower lamivudine resistance rate (1.3% [1/79]) compared with

patients in group C with HBV DNA [ 1000 copies/ml at W24 (45.6%

Table 1 Efficacy at week 104 according to week 24 HBV DNA

Efficacy at

week 104*

[Subgroup 1]

Patients in

Group I with

HBV DNA

C300 copies/

ml

at W24 (added

on adefovir)

N=204

[Subgroup 2]

Patients in

Group II with

HBV DNA

C300 copies/ml

at W24

(telbivudine

monotherapy)

N=193

[Subgroup 3]

Patients in two

groups with

HBV DNA

\ 300 copies/ml

at W24

(telbivudine

monotherapy)

N=201

P value

(Subgroup 1

vs.

Subgroup 2)

Median HBV

DNA reduction

from baseline

(lg copies/ml)

-6.40 -5.83 -6.10 \0.001

HBV DNA

\ 300 copies/ml

(%)

71.1 (145/204) 46.6 (90/193) 88.6 (178/201) \0.001

HBeAg

seroconversion

(%)

14.7 (30/204) 12.4 (24/193) 41.3 (83/201) 0.559

ALT

normalization

(%)**

78.6 (154/196) 75.5 (145/192) 86.1 (167/194) 0.546

Genotypic

Resistance (%)

0.5 (1/204) 37.8 (73/193) 5.5 (11/201) \0.001

* 598 patients were included in the modified ITT analysis because 1 patient dropped out before

week 24 due to compliance

** For patients with abnormal ALT level at baseline (N=196, 192 and 194, in subgroup 1, subgroup

2 and subgroup 3, respectively)
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[31/68]), with more patients achieving HBV DNA B 300 copies/ml

(39.2% vs. 17.6%), and ALT normalization (82.9% vs. 52.4%).

Patients in group B-II and C with HBV DNA B 1000 copies/ml

at W24 achieved satisfactory efficacy at W72 (HBV DNA B 300

copies/ml 65.8% [25/38], HBeAg seroconversion 29.0%, lamivudine

resistance 5.3%).All regimens were well tolerated.

Conclusions: Over 72 weeks, the optimized strategy and combination

therapy exhibit potent viral suppression, low lamivudine resistance in

HBeAg positive CHB patients. For lamivudine treated patients with

suboptimal response at week 24, promptly adding on adefovir is

necessary and effective to prevent the resistance development.
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Clinical characterization of patients with histologically-proved
fibrosing cholestatic hepatitis B post-liver transplantation

Zehui Yan, Xianli Chen, Yuming Wang

Institute of Infectious Diseases, Southwest Hospital, The Third

Military Medical University, Chongqing, China

Background: Fibrosing cholestatic hepatitis (FCH) is a particular

type of liver failure that was first reported in patients with recurrent

HBV after liver transplantation (LT) and termed in 1991. The

development of FCH was associated with a rapidly progressive graft

rejection, and the prognosis was usually very poor. The pathogenesis

is still not clear and the therapeutic effect for FCH have not yet

improved. We hope to identify cases of FCH to better characterize its

clinical features and pathogenesis.

Methodology/Principal Findings: Twenty-seven LT recipients had

confirmed FCH. All cases had obvious or occult concurrent biliary

tract diseases. None of the cases were confirmed as FCH without any

biliary tract disease in the LT case. One KT case was confirmed as

FCH after the review. The incidence rate of FCH for the patients who

underwent LT due to HBV-related disease was 8.91% (27/303),

which is significantly greater than the 1.59% observed in the KT

recipients (1/63; p \ 0.05). The expression of hepatitis B viral anti-

gens in FCH was greater than that in patients with recurrent HBV

without FCH (p \ 0.01). Therefore, HBV may have a direct hepa-

tocellular role in the cytopathic outcome of FCH.

Conclusion: FCH may not exist without biliary tract diseases.

Because FCH is a unique type of liver failure, the pathogenesis may

be due to the synergism of a recurrent HBV infection and an obvious

or occult biliary tract disease.
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The long term outcome of clevudine therapy in naı̈ve patients
with chronic hepatitis B

Dae Soon Kwon, Dae Hyun Tak, Dae Wha Park, Hye Jin Kim,
Se Young Park, Se Woong Hwang, Beom Yong Yoon, Gu Hyum
Kang, Eaum Seok Lee, Byung Seok Lee, Heon Young Lee,
Seok Hyun Kim

Chungnam National University School of Medicine, Daejeon,

Republic of Korea

Background/Aims: There are few studies about the long term out-

come of clevudine. We evaluate the long term efficacy, viral

resistance and safety of treatment with clevudine in naı̈ve patients

with chronic hepatitis B (CHB).

Methods: Among clevudine treated 192 patients, 147 patients were

excluded due to poor drug compliance, malignancy, decompensated

liver cirrhosis, short term follow-up period less than two years and

previous medication history of nucleoside or nucleotide analogues or

interferon. Serum ALT and hepatitis B virus DNA were analyzed at

month 12, 24, 36 and 48. Development of viral breakthrough and

myopathy with elevated creatine kinase were also monitored.

Results: From enrolled 45 patients, their mean treatment period was

34.4 ± 9.6 months. Viral response rate was 82.2%, 86.7%, 90.5%

and 72.7% at month 12, 24, 36 and 48. Serum ALT normalization rate

was 88.9%, 91.1%, 85.7% and 100% at month 12, 24, 36 and 48. In

treatment period, rate of HBeAg loss and seroconversion were 45.8%

(11/24) and 33.3% (8/24). The rate of viral breakthrough was 11.1%

(5/45), 9.5% (2/21) and 27.3% (3/11) at month 24, 36 and 48. Nine

patients (20.0%) changed medication due to myopathy with elevated

creatine kinase.

Conclusions: Our result shows viral breakthrough and myopathy

were increased in the course of long term use of clevudine. So,

clevudine is not suitable as first line treatment for CHB.
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Influence of hepatitis B virus genotypes on the prognosis
of asymptomatic carriers with HBeAb

Makoto Arai, Xia Jiang, Shuang Wu, Takeshi Tanaka,
Eiichiro Suzuki, Akiyuki Tawada, Tetsuhiro Chiba, Tatsuo
Kanda, Keiichi Fujiwara, Fumio Imazeki, Osamu Yokosuka

Fig. 1 The design of EXPLORE study

Table 1 Efficacy of the three groups at week 72

Response at W72 Group A

(N=102)

Group B

(N=95)

Group C

(N=90)

Mean HBV DNA

reduction from baseline

(log10 copies/ml)*

-5.5 -5.4 -4.2

HBV DNA B 300 copies/ml* n (%) 53 (52.0%) 43 (45.3%) 25 (27.8%)

HBeAg seroconversion n (%) 18 (17.7%) 11 (11.6%) 12 (13.3%)

**ALT normalization* n (%) 78/98 (79.6%) 79/92 (85.9%) 51/84 (60.7%)

Lamivudine resistance* n (%) 1 (1.0%) 1 (1.1%) 33 (36.7%)

* Group A/B vs. Group C: P\0.01; **For patients with abnormal ALT levels at baseline
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Gastroenterology and Nephrology, Graduate School of Medicine,

Chiba University, Chiba, Japan

Aims: Although asymptomatic hepatitis B virus carriers (ASC) with

HBeAb were suggested to show a good prognosis, some studies

reported that ASC with HBeAb would show the reactivation recently.

In this study, we evaluated the influence of HBV genotypes on the

prognosis of ASC with HBeAb.

Methods: We analyzed 477 HBV carriers (male 272, age 50.5 ±

13.2 years old) who were followed in Chiba University Hospital

(Japan) between August in 2010 and July in 2011. We defined HBV

carriers who showed equal or less than 30 IU/L of ALT in sequential

two years, HBeAb (+), and not received nucleotide analogue as ASC

and performed two analysis as follows: (1) the distribution of HBV

genotypes on ASC, (2) A retrospective cohort analysis for the prog-

nosis of ASC who were defined at 2001 was performed.

Results: (1) 164 HBV carriers were defined as ASC at 2011. The

numbers of HBV genotypes (A/B/C/D/not detected) were 11/40/101/

1/11 and there were many carriers with genotype A and B, which

showed significant difference compared to 213 patients who were

treated by nucleotide analogue (5/21/181/0/6) (p \ 0.05, chi-square

test). (2) Among 423 HBV carriers, 83 HBV carriers were defined as

ASC at 2001. The numbers of HBV genotypes (A/B/C/D/not detec-

ted) were 5/16/54/1/7. During 10 years, HCC occurred in one patient

(1.2%) and six patients (7.2%) showed more than 30 IU/L of ALT

and more than 3.0 log copies/ml of HBV-DNA. HBV genotype in

seven out of these eight patients was genotype C. Four patients

(4.8%) received nucleotide analogue and their genotypes were all

genotype C.

Conclusions: In ASC with HBeAb, there were many carriers with

genotype A and B. Prognosis of ASC with HBeAb was generally

good, but the difference of HBV genotype might influence it, espe-

cially genotype C.
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Evaluation of patients with chronic hepatitis B incompatible
with significant histopathology

Dilara Inan1, Zahide Asik2, Ozge Turhan1, Derya Seyman3,
Seyit Ali Büyüktuna4

1Department of Infectious Diseases, Medical School of Akdeniz

University, Antalya, 2Department of Infectious Diseases, Tokat State

Hospital, Tokat, 3Department of Infectious Diseases, Antalya

Training and Research Hospital, Antalya, 4Department of Infectious

Diseases, Isparta State Hospital, Isparta, Turkey

Aim: Current treatment guidelines suggest that antiviral therapy be

considered for chronic hepatitis B patients with HBV DNA levels

above 2000 IU/ml, serum ALT levels above the upper limit of normal

(ULN) and showing moderate to severe active necroinflammation

and/or at least moderate fibrosis. The aim of the study to investigate

of chronic hepatitis B patients that the findings of liver biopsy

incompatible with significant histopathology.

Methods: A total of 498 patients with HBsAg positive were evaluated

between 2004-2010. Patients with HBsAg positive, serum ALT levels

above the ULN and HBV DNA levels above 2000 IU/ml at least six

months were underwent for liver biopsy. Patients incompatible with

significant histopathology were included in the study.

Results: One hundred eleven patients underwent liver biopsy. Of

them, 25 patients had insignificant histopathology were included in

the study. Sixteen (64%) patients were male. Mean age was 34.8 (22-

53) years. The mean duration HBsAg-positivity before liver biopsy

was 4.8 years (1-11). Fourteen (56%) patients were HBeAg-negative

and the remaining HBeAg-positive. The mean HBV DNA value was

3x107 IU/ml. According to the Ishak’s scoring system, mean histo-

logical activity index and fibrosis score of the patients was 3.6 (0-6)

and 0.52 (0-2), respectively.

Conclusion: For the evaluation of HBV infection serological tests

and HBV DNA level are important, but inadequate in the treatment

decision. Liver biopsy is important role for follow-up and decision

making treatment of patients with chronic hepatitis B.
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A longitudinal study of fibroscan in chronic hepatitis B patients

Raymond Kwok, Alice U. Lee, Meng C. Ngu

Gastroenterology and Hepatology, Concord Hospital, Sydney, NSW,

Australia

Background and aims: Existing literature on Fibroscan in Chronic

Hepatitis B (CHB) patients have mostly examined its application at a

single time point. This study examines Liver Stiffness Measurements

(LSM) in CHB patients over a follow up period.

Methods: 69 CHB (35 on antiviral treatment, 34 surveillance)

patients were identified retrospectively to have had two Fibroscans at

least 6 months apart over a 4 year period at an outpatient tertiary

hospital clinic. Patients who had comorbid liver disease or acute flares

of hepatitis B were excluded. Relevant clinical parameters were

recorded and analysed. Statistical analysis was with SPSS 17.0

Results: The mean follow up period for patients on antiviral treat-

ment and surveillance was 29 ± 13.6 and 24.7 ± 10.7 months

respectively. Comparison of Initial and subsequent LSM and relevant

parameters are set out in the Table 1.

Conclusions: LSM significantly decreases in CHB patients on anti-

viral treatment, corresponding to HBeAg seroconversion, decreasing

transaminase and viral load. Surveillance CHB patients did not show

a significant change in LSM or any of the other variables. Fibroscan is

a potentially useful tool in long term monitoring of fibrosis, but fur-

ther studies with larger numbers and correlation to liver biopsy is

needed.

Table 1 CHB patient variables: initial and follow up visit

Antiviral therapy:

patient variables

Initial Follow

up

p-value Surveillance:

patient

variables

Initial Follow

Up

p-value

HBeAg+ 14/35 10/35 n/a HBeAg+ 3/34 3/34 n/a

HBVDNA

(IU)[2000

in eAg- OR

[20000

in eAg+

16/35 4/35 n/a HBVDNA

(IU)[2000

in eAg- OR

[20000

in eAg+

17/34 11/34 n/a

LSM (kpa) 7.0 5.9 0.011 LSM (kpa) 5.0 4.6 0.112

BR (mmol/l) 11 11 0.362 BR (mmol/l) 13 11 0.058

Alb (g/l) 46 45 0.406 Alb (g/l) 46 45 0.051

ALT (u/l) 87 48 0.406 ALT (u/l) 30 33 0.508

AST (u/l) 54 36 0.013 AST (u/l) 26 29 0.157

PLT (10^9/l) 220 224 0.507 PLT (10^9/l) 235 302 0.289

aFP (ng/ml) 4.1 3.0 0.076 aFP (ng/ml) 3.4 3.5 0.548
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Durability after discontinuation of nucleos(t)ide therapy
in hepatitis e antigen negative chronic hepatitis B patients

Soon Sun Kim, Young Jip Kim, Seun Joo Ahn, Jae Youn Cheong,
Sung Won Cho

Ajou University School of Medicine, Suwon, Republic of Korea

Background and aims: The ideal treatment duration of HBeAg

negative chronic hepatitis B (CHB) is not well known. APASL

guideline suggests that if undetectable HBV-DNA has been docu-

mented on three occasions 6 months apart, discontinuation of

treatment can be considered. We investigate the frequency of relapse

in HBeAg negative CHB patients after stopping nucleos(t)ide therapy.

Methods: The nucleos(t)ide therapy was discontinued at least

18 months of undetectable level of HBV DNA in 45 patients. (25 with

entecavir, 14 with lamivudine, 6 with adefovir.) All patients have fol-

lowed up at least 1 year after stopping nucleos(t)ide therapy. Clinical

relapse was defined as HBV DNA [ 2,000 IU/mL and the AST or ALT

is more than 2 times of upper limit. Virological relapse was defined as

only HBV DNA [ 2,000 IU regardless their AST and ALT.

Results: Clinical relapse developed in 16 (35.6%) and 24 (53.3%)

patients after stopping therapy at 6 months and 12 months, respec-

tively. Virological relapse developed 22 (48.9%) and 33 (73.3%)

patients at 6 months and 12 months off-therapy. Baseline HBV DNA

(92.3% in those with baseline HBV C 10^8 copies/ml, 63.3% in

HBV \ 10^8 copies/ml, P = 0.070) and presence of cirrhosis (86.1%

in CHB, 22.2% in liver cirrhosis, P = 0.000) were associated with

1 year virological relapse.

Conclusions: Virological relapse developed in the majority (73.3%) of

patients and clinical relapse developed in the half (53.3%) patients at

1 year off-therapy. Low baseline HBV DNA level (\ 10^8 copies/ml)

and presence of liver cirrhosis were found to be associated with the low

rate of virological relapse.
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Quantitative hepatitis B surface antigen titers in Chinese chronic
hepatitis B patients over 4 years of entecavir treatment
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1Center of Infectious Diseases, West China Hospital, Sichuan

University, 2Division of Infectious Diseases, State Key Laboratory

of Biotherapy, Sichuan University, 3Department of Laboratory

Medicine, West China Hospital, Sichuan University, Chengdu, China

Background & Aims: The clinical value of quantitative hepatitis B

surface antigen (qHBsAg) titer in patients taking nucleot(s)ide ana-

logs(NAs) is still controversial. This study aims to investigate the

dynamic changes of qHBsAg titers and its significance for predicting

virological response(VR) and serological response(SR) to long-term

entecavir (ETV) treatment.

Methods: Forty-eight ETV-naı̈ve patients were enrolled and followed

prospectively for 4 years, and 32 of them were HBeAg-positive at

baseline. Serum alanine aminotransferase(ALT), qualitative hepatitis

B virus(HBV) serological markers, and HBV DNA were detected;

and qHBsAg titers were measured using Elecsys� HBsAg II Quant

Assay.

Results: The mean baseline HBV-DNA and qHBsAg were 7.51 log

copies/mL and 3.78 log IU/mL, respectively. After 48 months of ETV

treatment, the rates of VR(\ 291 copies/mL), ALT normalization and

SR(HBeAg/anti-HBe) were 89.6%(43/48), 89.6%(43/48) and

34.4%(11/32), respectively. There was a decline in qHBsAg titers

from baseline to months 48, ranging from 3.78 to 3.10 log IU/mL;

qHBsAg declined more obviously by 0.47 log IU/mL in the first

3 months of treatment, and this obvious decline of qHBsAg was

significantly correlated with corresponding HBV-DNA decreas-

ing(3.89 log copies/mL)(P = 0.029). By using ROC analysis,

qHBsAg titers at baseline(AUC = 0.647) and 3 months after treat-

ment (AUC = 0.537) had poor power in predicting of 48-month VR;

qHBsAg titers at baseline (AUC = 0.779) and 3 months after ETV

treatment (AUC = 0.658) had poor power in predicting of 48-month

SR in HBeAg-positive patients at baseline. Additionally, the declines

of qHBsAg in the first 3 months of treatment also could not predict of

either 48-month VR or SR.

Conclusions: ETV is efficacious in NAs-naı̈ve patients, and qHBsAg

titers declined obviously in the first 3 months of ETV treatment. In

this cohort, qHBsAg is not a good predictor of 4-year virological and

HBeAg/anti-HBe serological responses; however, further studies in

larger cohorts are required to confirm our findings.
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Correlation of IL-28B polymorphisms with the HBV
susceptibility In population living in western China

Yun Liao, Yi Li, Jie Chen, Bei Cai, Lanlan Wang

Department of Laboratory Medicine, West China Hospital

of Sichuan University, Chengdu, China

Aims: Our study aims to explore the correlation between IL-28B

polymorphisms and the susceptibility of Hepatitis B Virus (HBV)

infection in the Chinese Han and Tibetan population living in the

western part of China, meanwhile compare the genotype distributions

of IL-28B polymorphisms in the two populations.

Methods: Genotype distributions of IL-28B polymorphisms

(rs8099917, rs12980275, rs12979860) were determined in 457 Tibetan

HBV patients and 245 Tibetan healthy subjects. Besides, 175 Chinese

Han patients and 244 Han healthy subjects were genotyped as well.

Correlation was analyzed through Chi square test. P value less than

0.05 was deemed as significant.

Results: In the Tibetan population, we failed to observe any significant

association between IL-28B polymorphisms and the susceptibility of

HBV infection. However, in the Han population, rs12979860 and

rs8099917 might correlate with the predisposition of HBV infection

respectively (P = 0.039 & 0.026). But no significant association was

observed in rs12980275. When comparing the discrepancy of the

genotype distributions in the two kinds of population, we unexpectedly

observed that the genotype distributions of rs8099917 differed sub-

stantially in the Han and Tibetan population, while the latter population

has a much higher rate of allele T, which might incur various conse-

quences when treated with interferon in the two kinds of people.

Conclusions: IL-28B polymorphisms rs12979860, rs8099917 might

impact on the susceptibility of HBV infection in Chinese Han pop-

ulation. However no evidence upheld that IL-28B polymorphisms

correlated with the predisposition of HBV infection in the Tibetan

population. Moreover, rs8099917 had quite varied distributions in the

Han and Tibetan population which might herald the discrepancy of

the treatment response in the two kinds of populations.
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Renal function for chronic hepatitis B patients treated
with nucleoside antivirals—a retrospective study in a medical
center

Pei-Yuan Su, Hsu-Heng Yen, Yu-Chun Hsu, Shun-Sheng Wu,
Wei-Wen Su, Maw-Soan Soon

Changhua Christian Hospital, Changhua, Taiwan R.O.C.

Introduction: Little is known about the long term renal tolerance of

the different nucleoside analogues for chronic hepatitis B patients .

Aim: We compared with the renal functions in long-term used of the

different nucleoside analogues in a medical center.

Methods: We analyzed patients who received nucleoside analogues

between 10/01/2003 and 04/30/2011. They all fulfilled the criteria of

the Bureau of National Health Insurance. Patients were divided into

the following four groups depending on the type of drug administered.

(1)lamivudine(LAM), (2)entecavir(ETV), (3)telbivudine(LdT) and

(4)LAM with adefovir(ADV). We excluded the CHB patients

received chemoprevention because of chemotherapy, bone marrow

transplantation or liver transplantation. The baseline renal function

before treatment and one year after therapy were analyzed.

Results: A total of 361 patients were recruited included 76 patients

treated with LAM, 200 patients treated with ETV, 31 patients treated

with LdT and 54 patients treated with LAM with ADV. The initial

MDRD(T0)(ml/min/1.73 m2) were 86.56 ± 25.30 in LAM,

106.07 ± 36.91 in ETV, 117.23 ± 42.70 in LdT and 87.75 ± 23.10

in LAM with ADV. The basic data list as Table 1. The mean changes

of MDRD (4MDRD: T12-T0) in one year after treatment(T12) from

baseline(T0) were -3.55 ± 19.13 in LAM, -3.53 ± 22.85 in ETV,

9.54 ± 29.93 in LdT and -2.38 ± 18.77 in LAM with ADV.4MDRD

was statistically significant difference between LAM vs LdT

(p = 0.030) and ETV vs LdT (p = 0.005) (Fig. 1). When we only

analyzed patients who had MDRD values less than 90 mL/min/1.73 m2,

we found significant difference between the LdT group and the other

three groups (Fig. 2).

Conclusions: We found the renal function improved in the patients

treated with LdT for one year by comparing with patients treated with

LAM or ETV or combined LAM and ADV.
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IL-28 polymorphism rs8099917 might correlate
with the susceptibility of HBV infection: evidence from one
meta-analysis

Yun Liao, Yi Li, Jie Chen, Bei Cai, Lanlan Wang
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University, Chengdu, China

Background and aims: It has been reported that the polymorphisms

of IL-28B might strongly correlate with the sustained virological

response and the spontaneous virus clearance in Hepatitis C Virus

infected patients. Several studies have performed in patients infected

with Hepatitis B Virus (HBV) to ascertain the correlation between

IL-28 polymorphisms and HBV infection as well as the treatment

response, but no consistent results were achieved. Therefore, we

conducted this meta-analysis combining our research data to see

whether IL-28 associate with the susceptibility of HBV infection.

Methods: We determined three polymorphisms of IL-28B

(rs12979860, rs12980275, rs8099917) in 457 Tibetan HBV patients

and 245 Tibetan healthy subjects. Additionally, 175 Chinese Han

patients and 244 Han healthy subjects were genotyped as well. Meta-

analysis was performed in fixed/random-effects model. Odds ratio

(OR) and its 95% confidence interval (CI) were analyzed using

STATA 10.0.

Results: In total, eight articles including seven in English and one in

Chinese were adopted in our meta-analysis. When analyzing the

influence the polymorphisms had on the susceptibility, we found that

rs8099917 GT/GG genotypes correlated with HBV infection predis-

position (OR = 1.476, 95% CI: 1.072 - 2.033, p = 0.017). Moreover,

Table 1 The basic data of patients received nucleoside analogues

Drug Lamivudine

(n = 77)

Entecavir

(n = 200)

Telbivudine

(n = 31)

Lamivudine

Adefovir

(n = 57)

Mean age 49.48 50.95 42.03 54.63

M / F 59 / 18 157 / 43 20 / 11 39 / 18

MDRD(T0)* 86.58 ± 25.13 106.07 ± 36.91 117.23 ± 42.70 86.96 ± 22.96

* Mean ± S.D

Fig. 1 The mean changes of MDRD (TI2-T0) of all the patients

between the four groups

Fig. 2 The mean changes of MDRD (TI2-T0) of the patients whose

MDRD values less than 90 mL/min/1.73 m2 between the four groups
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when analyzing the correlation between the allele gene of IL-28

polymorphisms with the susceptibility of HBV infection, rs8099917

allele G correlated with the predisposition (OR = 1.46, 95%CI: 1.078

- 1.977, p = 0.014). However, we haven’t observed any significant

association in rs12979860, rs12980275 (See Table 1).

Conclusions: IL-28 polymorphism rs8099917 might correlate with

the susceptibility of HBV infection, while rs12980275, rs12979860

might not influence the HBV susceptibility.
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2 years entecavir plus adefovir combination therapy for chronic
hepatitis B patients failing prior nucleoside/nucleotide analog
therapy

Xiaohong Wang, Changjiang Zhang, Yan Zhu, Yulin Xiong,
Yuming Wang

Southwest Hospital, the Third Military Medical University,

Chongqing, China

Background/aims: Combination entecavir plus adefovir may be a

promising option for chronic hepatitis B (CHB) patients who fail

nucleos(t)ide analog (NUC) regimens, however long-term data from

large cohorts are lacking.

Methods: This retrospective study included consecutive CHB

patients treated between July 2006 and October 2012 from Southwest

Hospital in China. Patients with HBV DNA [ 103 IU/mL

and [ 6 months prior therapy with one or multiple NUCs (sequen-

tially or in combination; excluding adefovir plus entecavir)

received C 24 months combination adefovir (10 mg/day) plus ente-

cavir (0.5 mg/day) therapy.

Results: 104 patients were included: 92/104 (88.5%) were male;

median age was 31.7 years. At baseline,82/104 (78.8%) were HBeAg

positive, 12/104 (11.5%) had compensated cirrhosis, 19/104 (18.3%)

had fatty liver and 6/104 (5.8%) had hepatocellular carcinoma (HCC).

The median duration of prior NUC therapy was 44.5 (range: 6-108)

months. Among patients with available baseline samples, 44/64

(48.9%) had drug-resistant mutations. Median baseline ALT was 41.5

(range: 5-1335) IU/L and HBV DNA was 5.2 ± 1.9 log IU/mL.

Efficacy results are shown in Table 1. No patient developed renal

impairment, lactic acidosis, clinical decompensation or new HCC. No

existing HCC patient relapsed and there were no deaths.

Conclusions: Combination entecavir plus adefovir was efficacious and

well tolerated through 2 years in Chinese CHB patients with or without

advanced liver disease who had previously failed NUC therapy, with

additional patients achieving efficacy endpoints in Year 2.
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MCP-1, MIP-1b, RANTES: key inflammatory factors
in the progress of HBV infection

Jie Chen, Lanlan Wang, Junlong Zhang, Yi Li, Bei Cai,
Yang Fu, Yun Liao

Department of Laboratory Medicine, West China Hospital of Sichuan

University, Chengdu, China

Objectives: To explore the most important chemokines in the pro-

gress of HBV infection and liver injury.

Methods: Different progress HBV infection patients including 81

Chronic Hepatitis B(CHB), 100 Liver Cirrhosis(LC), 84 Hepatocellular

Carcinoma(HCC), 92 liver transplant(LT) recipients, and 76 health

control were analyzed for cytokines and chemokines. IL-1b, IL-6, IL-8,

IL-10, IL-17, IFN-c, IP-10, MCP-1, MIP-1b, and RANTES were ana-

lyzed by bio-plex system. Liver function tests, coagulation tests and

some other tests were determined at the same time.

Results: Five chemokines were increased in CHB patients but decreased

in LC and HCC patients, especially decreased in LC group. The che-

mokines levels recover in LT group. IL-1b, IL-6, IL-10 have the similar

trend with chemokines, but IFN-c increased in each group of liver dis-

eases than health control, while IL-17 decreased in all of the groups. In

multi logistic regression analysis, we found that MCP-1(P = 0.012,

OR = 1.094, 95%CI:1.020-1.173), MIP-1b(P = 0.011, OR = 0.996,

95%CI: 0.993-0.999), RANTES(P = 0.004, OR = 1.017,

95%CI:1.006-1.028) were significantly associated with HCC occur-

rence, the concentration of MIP-1b was significantly increased in drug

resistant group than in non-drug resistant group(p = 0.007).

Conclusions: Both Th1 and Th2 cytokines are activated in CHB

group, but decreased in serious groups such as LC and HCC. This tells

us reduced CCR5 expression and signaling may contribute to the

sustained lymphocyte dysfunction favoring viral persistence in hep-

atitis B infection, ultimately result in severe liver injury and

occurrence of LC and HCC. MCP-1, MIP-1b and RANTES may

become new promising marker and treatment target for disease pro-

gress in HBV infection. The decrease of these chemokines results in

weakening of immune defense and persistent of virus, ultimately

results in liver fibrosis and malignant progression. MIP-1b may be a

new target of treatment and prevention against drug resistance.

Table 1 Summary of the odds ratio and its 95%CI in the meta-analysis

SNPs(dominant model) case/control OR 95%CI POR
* I2§ PH

# Effect Model

rs12979860 (CT-TT:CC) 1149/1083 1.282 1.003-1.638 0.047 43.90% 0.129 F$

rs12979860 hadjustmenti 910/1036 1.17 0.906-1.510 0.229 0 0.438 F

rs8099917 (GT+GG : TT) 1300/883 1.476 1.072-2.033 0.017 0 0.626 F

rs12980275 (GT+GG : AA) 1101/729 1.26 0.952-1.667 0.107 0 0.533 F

SNPs(allele) case/control OR 95%CI POR I2 PH Effect Model

rs12979860 (T:C) 1149/1083 1.27 0.895-1.802 0.181 55.10% 0.063 R#

rs12979860 (adjustment) 910/1036 1.106 0.883-1.386 0.38 0 0.439 F

rs8099917 (G:T) 1300/883 1.46 1.078-1.977 0.014 0 0.708 F

rs12980275 (G:A) 1101/729 10256 0.963-1.637 0.092 0 0.767 F

*POR: P value for the odds ratio

§: Values of the heterogeneity

#: the P value of the heterogeneity test

$: Fixed-effects model

#: Random-effects model

Table 1 Efficacy results at the end of Year 1 and 2

n/N, (%) Year 1 Year 2

HBV DNA \12 IU/mL 23/104 (22.1) 52/104 (50.0)

HBV DNA \54 IU/mL (300copies/mL) 27/104 (26.0) 56/104 (53.8)

HBV DNA \200 IU/mL (1000copies/mL) 42/104 (40.4) 68/104 (65.4)

ALT normalization* 71/104 (68.3) 78/104 (75.0)

HBeAg loss** 7/82 (8.5) 11/82 (13.4)

HBeAg seroconversion** 5/82 (6.1) 8/82 (9.8)

*ALT \42 IU/L

**Among HBeAg-positive patients at baseline
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Long-term virological response in Greek patients with chronic
hepatitis B under treatment with entecavir

Athina I. Chounta1, Christakis G. Ellinas1, Ioannis Ketikoglou2,
Fani Ploiarchopoulou1, G Katsouridis3, Christos Drakoulis3

14th Department of Internal Medicine, University of Athens,
23Department of Internal Medicine, Ippokration General Hospital,

Athens, 32th Department of Internal Medicine, General Hospital

of Nikea, Pireus, Greece

Introduction: The drugs used for the treatment of chronic hepatitis B

are Peg–IFN and nucleos(t)ide analogues. Entecavir is a first–line

nucleos(t)ide analogue with high genetic barrier which causes rapid

and fast suppression of viral replication and a sustained virological

response with a good 5-year profile.

Purpose: Our study comprises the recording of our experience from

the use of entecavir in treatment-naive or treatment-experienced

(PEG-IFN or NUCs), HBeAg(+) and HBeAg(-) patients with chronic

hepatitis B.

Materials and method: The study included 87 patients (62 men and

25 women) with a mean age of 48.2 ± years from 3 Hepatology

Centers in Athens. Patients underwent complete clinical-laboratory

testing with an initial median HBV DNA value of 50,000 IU/ml

(range 2,000-110,000,000 IU/ml). Measurement of HBV DNA was

performed on the 3rd and 6th month and annually thereafter. The

percentage of cirrhotic patients was 23.4%.

Results: The virological response rates were 93.3%, 98.28% and

92.46% in the Year 1, Year 3 and Year 5, respectively. There was no

statistically significant difference between HBeAg(+) and HBeAg(-)

patients. Drug resistance rates were 0% for both the first and the third

year. A virological breakthrough of 2.33% was observed at the 5th

year without genotypic resistance confirmation. Adverse reactions

were rare. Patient compliance was very good (98.84%). No patient

showed HBeAg to antiHbe and HBsAg to antiHBs seroconversion.

Conclusion: Entecavir induces high rates of long-term virological

response, has a small percentage of virologic breakthrough, is safe

and its adverse reactions are rare.
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Long term clinical efficacy of entecavir therapy and predicting
factors associated with treatment response in nucleoside-naı̈ve
patients with chronic hepatitis B

Beom Hee Kim1, Dae Wha Park1, Dae Hyun Tak1, Dae Soon
Kwon1, Hye Jin Kim1, Se Young Park1, Yoon beom yong2,
Gu Hyum Kang1, Eom Seok Lee1, Seok Hyun Kim1,
Heon Young Lee1, Byung Seok Lee1

1Department of Internal Medicine, Chungnam National University

School of Medicine, Daejone, 2Chungnam National University

School of Medicine, dae jeon, Republic of Korea

Background/Aims: The aim of this study was to characterize the

treatment response to entecavir and to examine the factors affecting

that response.

Methods: A total of 77 naı̈ve chronic hepatitis B patients treated with

entecavir (0.5 mg daily) for at least 48 weeks were consecutively

enrolled from May 2007 to May 2011. The virologic response (HBV

DNA \ 2,000 copies/mL), biochemical response (ALT B upper limit

of normal), HBeAg loss and seroconversion were retrospectively

analyzed.

Results: The cumulative rates at 12, 24, 48, 96 and 144 weeks were

51.9%, 74%, 84.4%, 94.8% and 98.3%, respectively, for the virologic

response; 51.9%, 74%, 84.4%, 94.8% and 98.3% for the biochemical

response; 57.1%, 63.6%, 70.1%, 74% and 80.5% for HBeAg loss; and

55.8%, 58.3%, 61%, 62.3% and 68.1% for HBeAg seroconversion.

The independent predictors associated with HBV DNA PCR nega-

tivity were an absence of HBeAg at baseline and early virologic

response (HBV DNA \ 2,000 copies/mL after 12 weeks of therapy,

P = 0.001) in a multivariate analysis. The independent factor pre-

dicting HBeAg loss was found to be early virologic response

(P = 0.000) in a multivariate analysis.

Conclusion: Entecavir induced excellent biochemical and virologic

responses in naı̈ve chronic hepatitis B patients. Early virologic

response was an independent factor for predicting HBV PCR nega-

tivity and HBeAg loss, early virologic response would be useful as a

predictor of long-term treatment response of entecavir.

Keywords: Chronic Hepatitis B; Entecavir; Treatment response;

Predicting factors
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Efficacy of peginterferon alfa-2a treatment in HBeAg-positive
and HBeAg-negative naı̈ve patients with chronic hepatitis B
(CHB) in clinical practice

Hanna Berak1, Anna Kolakowska-Rzadzka1, Janusz Stanczak1,
Andrzej Horban1,2

1Hospital of Infectious Diseases, 2Medical University of Warsaw,

Warsaw, Poland

Background: Current treatment guidelines recommend peginterferon

alfa as well as nucleos(t)ide analogues as first line therapy for CHB.

Peginterferon is indicated for adult patients with HBeAg(+) and

HBeAg(-) CHB. Main goal is to decrease progression of liver

inflammation which leads to decreasing stage of fibrosis, cirrhosis and

presence of HCC. Lower levels of HBVDNA as well as clearance of

hepatitis HBeAg and HBsAg are associated with lower risk of disease

progression.

Objectives: To evaluate efficacy of peginterferon alpha-2a in

HBeAg(+) and HBeAg(-) CHB at end, and 24 weeks after treatment

discontinuation.

Material and methods: Ffifty five patients were treated 48 weeks

with standard doses (180 lg/week) of peginterferon alpha-2a. There

were 20(36,4%) HBeAg positive and 34(63,6%) HBeAg negative

patients with HBVDNA [ 2000 IU/ml and ALT quotient: 0,48

- 21,9. Three patients (all HBeAg +) stopped treatment due to adverse

events prematurely. Evaluation of HBVDNA, seroconversion or loss

HBeAg and HBsAg at end of treatment and 24 weeks after treatment

was performed. Viral load quantification was done by TaqMan HBV

2.0 Roche with limit of detection of 20 IU/ml.

Results: 48 weeks of treatment:

Undetectable HBVDNA achieved 11/54(20,4%) patients, 1/20(5%) of

them was HBeAg(+) and 10/34(29,5%) HBeAg(-). Loss or serocon-

version in HBsAg was not observed. Seroconversion in HBeAg

occured in 3/20(15%) and loss of HBeAg in 1/20(5%) patients.

24 weeks after treatment:

Undetectable HBVDNA achieved 3/54(5,5%), 2/20(10%) of them

were HBeAg(+) and 1/34(2,9%) HBeAg(-). Seroconversion in

HBsAg occurred in 1/20(5%) HBeAg (+), loss of HBsAg was
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observed in 1/20(5%) also HBeAg (+) patients. Seroconversion in

HBeAg occured in 6/20(30%), loss of HBeAg in 2/20(10%).

Conclusions: Patients with HBeAg(-) show limited response for IFN

and didn’t achieved sustained off treatment HBVDNA suppression, and

HBsAg loss/seroconversion. IFN therapy still can be effective in

HBeAg(+) patients and can leed sustained virilogical and serological

response.
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Primary non-response to entecavir should not be a deterring
factor against treatment continuation in chronic hepatitis B
patients

Athina I. Chounta1, Christakis G. Ellinas1, Christos Drakoulis2,
Fani Ploiarchopoulou1, Eleni Mouka2, Ioannis Ketikoglou3

14th Department of Internal Medicine, University of Athens, Athens,
22th Department of Internal Medicine, General Hospital of Nikea,

Pireus, 33Department of Internal Medicine, Ippokration General

Hospital, Athens, Greece

Introduction: Primary non-response to nucleos(t)ide analogue treat-

ment is defined as an HBV DNA reduction \ 1 log10 following

3 months of treatment. According to EASL Guidelines, treatment

should be continued with another nucleos(t)ide analogue provided

compliance is satisfactory.

Aim: This study investigated whether the continuation of treatment

with entecavir results in viral load suppression, despite the presence

of primary non-response.

Materials and method: Entecavir 0.5 mg/day was administered in 50

chronic hepatitis B patients, who were either treatment-naive or had

been treated with Peg-INF or NUCs in the past. Viral load was

measured on the 3rd and 6th month of treatment and annually

thereafter.

Results: An HBV DNA reduction \ 1 Log10 was observed in 13 out

of 50 patients on the 3rd month, while the reduction was much higher

thereafter, resulting in undetectable levels on the 1st, 3rd and 5th year

of treatment.

Conclusion: Entecavir is a potent antiviral agent for the treatment of

chronic hepatitis B. Despite a potential initial delay in its action in

some patients, viral load suppression is large thereafter, with the

majority of patients achieving an undetectable HBV DNA on the 1st,

3rd and 5th year of treatment. Non-attainment of a large viral sup-

pression within the first 3 months of treatment should not lead to a

change of this important antiviral drug.
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Assessing renal function in compensated chronic hepatitis B
patients with diabetes treated with telbivudine versus other
therapies

Deepak N. Amarapurkar
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and Medical Research Centre, Mumbai, India

Background: Nucleos(t)ides (NAs) are cleared by the kidneys and

are known for their potential for mitochondrial toxicity, one of the

manifestations of which is reduced renal function. Recent guidelines

recommend testing for serum creatinine levels and estimated glo-

merular filtration rate (eGFR) in all patients before starting NA

therapy treatment to assess baseline renal risk.

Aims: To evaluatechange in renal function in CHB patients with

compensated disease and diabetes treated with telbivudine (LdT) and

other NAs.

Methods: We conducted a retrospective analysis of our entire data-

base of CHB patients who had received at least one year of therapy

and were diabetic (fasting sugar level of [ 120 mg/dl). Data of 39

compensated diabetic CHB patients were analyzed for eGFR by

MDRD formula in ml/min/1.73 m2 (Table 1).

Results: Of these, 87% (34/39) were Male, 15% (6/39) HBeAg

positive. 18 patients received -Telbivudine (14 monotherapy, 4

combination with other NUCs) and 21 non-Telbivudine therapies (8

monotherapy, 13 combination). Baseline HBVDNA (7.1-7.8 log

copies/ml), ALT and eGFR was similar between telbivudine and non-

telbivudine based regimens.

At 48 weeks, all groups showed eGFR decline, which was

significant in non-LDT based regimens but lower and non-signifi-

cant in LDT based regimens; week 48 median eGFR was

significantly different between groups and were in normal range for

LDT based regimens.

Conclusion: In this retrospective analysis, we observed eGFR

decline in diabetic CHB patients over 48 weeks of antiviral treat-

ment, but the decline was lower in LDT based treatment regimens

versus other therapies. Larger, prospective studies should be

undertaken to assess the impact of antiviral treatment to renal

function in diabetic patients.
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Frequency of HIV and/or HCV co-Infection in HBV patients
in a large teaching hospital in China

Yongming Liu, Dongdong Li, Tingting Wang, Kening Yan,
Tingfu Yang, Siyuan Zhu
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University, Chengdu, China

Background and objective: Because of hepatitis B virus (HBV),

hepatitis C virus (HCV) and human immunodeficiency virus (HIV)

share common transmission modes, co-infection with HCV, HIV and

Table 1 eGFR changes during treatment

LDT

group

(N=18)

Non -

LDT

group

(n=21)

p-value

between

groups

LDT

monotherapy

(n=14)

Non-LDT

monotherapy

(n=08)

p-value

between

groups

Baseline

eGFR

(MDRD

mean

in ml/min/

1.73m2)

100.2 94.2 0.50 104.2 108.2 0.76

48 weeks

eGFR

(MDRD

mean in

ml/min/

1.73m2)

96.8 81 0.028 99.6 84.5 0.25

p-value

(BL to 48

weeks

decline)

0.9 0.06 0.55 0.05
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HBV is common. Moreover, co-infection with HCV and HIV in

patients with hepatitis B infection can alter the course of the disease.

In this study, we investigated the prevalence of HIV and/or HCV

co-infection in HBV patients.

Methods: We retrospectively investigated 1377 HBV patients who

visited the infectious disease department of West China Hospital in

2011. Demographic information was obtained. Serological makers

referred to HIV, HCV, and HBV were evaluated. HIV and/or HCV

infection were confirmed by Western blot assay or PCR when

necessary.

Results: Of 1377 patients with HBV, 1062 patients (77.4%) were

men and 315 patients (22.6%) were women. 15 patients (1.09%) was

positive for anti-HCV antibody, whereas 10 patients (0.73%) were

positive for anti-HIV antibody. Only 3 patients had co-infection with

all 3 viruses. This study demonstrated that the prevalence of HCV is

higher than that of HIV in HBV patients. The lower rate of

co-infection with HIV and/or HCV in HBV patients was found in our

hospital as compared to other studies from other Asia countries. In

Iran 4.2% and 4.9% HBV carrier was co-infected with HCV and/or

HIV. In addition, 53% intravenous drug users were found co-infection

with HCV and/or HIV.

Conclusions: Co-infection is not uncommon in China, as these virus

studied are blood-brone virus. Screening for HIV and HCV infection

is recommended in HBV patients, especially in HBV high burden

countries and risky behaviors.
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Vaccine therapy in hepatitis B carriers: a randomized double
blind clinical trial

Behnaz Khodabakhshi, Abdolvahab Moradi, Shahryar Semnani,
Taghi Amiriani, Gholamreza Roshandel

Golestan Research Center of Gastroenterology and Hepatology,

Golestan University of Medical Sciences, Gorgan, Iran

Background/aims: Hepatitis B virus (HBV) infection is a common

infectious disease throughout the world. This study was conducted to

assess therapeutic effects of HBV vaccine in HBV carriers.

Methods: This study was a randomized double blind clinical trial.

Patients with clinical manifestations of HBV infection as well as

alanine aminotransferase (ALT) levels of higher than 40 IU/L were

excluded. Subjects were randomly allocated in four groups. Group 1,

2 and 3 were received placebo, one dose and two doses of HBV

vaccine, respectively. All patients in intervention groups received

standard HBV vaccine. HBV viral load (IU/ml) was assessed before

and after vaccination. Reducing or elimination of HBV viral load was

considered as main outcomes.

Results: At the beginning of study, 105 HBV carriers were recruited.

At the end of study, 90 patients received all doses of HBV vaccines

including 23, 21, 24 and 22 cases in groups 1, 2, 3 and 4, respectively.

The mean age of participants was 33.6 years and 44% of them were

male. There was no significant difference in age and sex between

groups. The mean of viral load in intervention groups was signifi-

cantly lower after vaccination (P \ 0.01). HBV viral load elimination

was occurred in 8.3%, 13.2%, 10.5% and 15.7% in groups 1, 2, 3 and

4, respectively (P = 0.23). HBV Viral loads decreased to lower than

100000 IU/ml in 76.1%, 88.9%, 85.3% and 92.4% in groups 1, 2, 3

and 4, respectively (P = 0.09). No adverse reaction was reported.

Conclusions: Our findings showed that HBV vaccine have had

positive effects on reduction or elimination of HBV viral load, but the

effects were not significant. Responses to HBV vaccine therapy may

be influenced by number of doses and interval of injections. These

factors may be considered as possible reasons why we did not find

significant therapeutic effect.
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A 96-week randomized trial of switching to entecavir in chronic
hepatitis B patients with a complete virologic response
to lamivudine

Jeong Heo1, Sang Hoon Ahn2, Jun Young Park2, Hyun Young
Woo1, Heon Ju Lee3, Won Young Tak4, Soon Ho Um5, Ki Tae
Yoon1, Soo Young Park4, Yeon Seok Seo5, Chang Wook Kim6,
Kwang Hyub Han2, Mong Cho1

1Internal Medicine, Pusan National University School of Medicine,

Pusan, 2Internal Medicine, Yonsei University College of Medicine,

Seoul, 3Internal Medicine, Yeungnam University College of

Medicine, 4Internal Medicine, Kyungpook National University

College of Medicine, Daegu, 5Internal Medicine, Korea University

College of Medicine, 6Internal Medicine, Catholic University College

of Medicine, Seoul, Republic of Korea

Background and aims: Entecavir has a higher potent antiviral efficacy

and a lower drug resistance rate than Lamivudine in nucleoside-naı̈ve

chronic hepatitis B (CHB) patients. The switch from Lamivudine to

Entecavir in patients who have undetectable hepatitis B virus DNA

(HBV DNA \ 60 IU/mL) may lead to more prolonged viral suppres-

sion to undetectable level by PCR method, compared to patients with

continuous Lamivudine treatment. This prospective, 96 week study

investigated the antiviral efficacy, safety and tolerability of switching to

Entecavir versus maintaining Lamivudine in CHB patients with viro-

logic response to Lamivudine.

Methods: A total of 73 HBeAg-positive patients, with serum HBV

DNA \ 60 IU/mL after at least 6 months Lamivudine monotherapy

were randomized 1:1 into either switching to Entecavir 0.5 mg/day,

or continuing with Lamivudine 100 mg/day.

Results: Mean duration of prior Lamivudine treatment (n = 35) was

25.7 months in the Lamivudine-maintained, and 27.4 months in the

Entecavir-switch patients. At 96 weeks of follow-up, 20/35 (57.1%)

patients in the Lamivudine arm had persistently undetectable HBV

DNA, compared with 37/38 (97.4%) patients in the Entecavir arm

(P \ 0.001). Out of total 16 patients with HBV DNA rebound, 8/15 in

the Lamivudine arm had HBV DNA of more than 1000 IU/mL during

rebound, while none in Entecavir arm. Genotypic resistance to

assigned intervention emerged in 28.6% (10/35) of Lamivudine-

maintained patients, and in 0% (0/38) of Entecavir-switched patients

during 96 weeks (P \ 0.001). Seventeen Entecavir-switched (45.9%)

and seven Lamivudine-maintained (21.2%) patients achieved HBeAg

loss (P = 0.043), and nine Entecavir (24.3%) and five Lamivudine

(15.2%) patients achieved HBeAg seroconversion.

Conclusion: Switching to Entecavir in patients with undetectable

HBV DNA to Lamivudine resulted in maintained virologic response

without antiviral resistance at 96 week compared with maintaining

Lamivudine.
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Background/aims: Chemotherapy can cause Hepatitis B virus reac-

tivation, acute hepatitis, hepatic failure and even death. Preventive

nucleot(s)ide therapy (NUCs) could reduce HBV flares during che-

motherapy. To evaluate the efficacy (viral, laboratory and survival) of

prophylactic telbivudine (LdT) or entecavir (ETV) in Chronic Hep-

atitis B (CHB) patients with solid and hematologic malignancies.

Methods: NUCs were administrated 1 week prior to beginning che-

motherapy, and lasted 6 months after the end of chemotherapy (Per

APASL guidelines 2012).

Results: Patients were observed for a mean of 320 days (Min. 17,

Max. 835) with the shortest observation time for urologic cancer and

longest for breast cancer. Longest observation time for Stage I cancers

(431 days) and shortest for Stage IV (259 days). Baseline character-

istics for LdT and ETV groups were similar. 48 LdT patients, age (yr),

mean ± SD: 53.9 ± 13.2, male: 46%; HBV DNA (log10 IU/ml)

3.36 ± 2.13; ALT (IU/L): 33.6 ± 22.5, Cre (mg/dl): 0.85 ± 0.367.

24 ETV patients, age (yr), mean ± SD: 57.3 ± 13.9, male: 63%,

HBV DNA (log10 IU/ml): 3.17 ± 2.71, ALT (IU/L): 56.7 ± 15.3,

Cre (mg/dl): SD 0.75 ± 0.43. HBV reduction for 3 mo and 6 mo after

NUCs was 3.48 and 3.43 log10 IU/ml for LdT and ETV respectively.

Despite undetectable HBV in the end of NUCs therapy, reappearance

of viremia in high baseline viral load developed after cessation of

NUCs. In addition, we report no difference in mortality rate, 23% for

LdT and 34% for ETV, P = 0.352.

Conclusion: NUCs prophylaxis is necessary to effectively prevent

HBV reactivation in patients with malignancies undergoing chemo-

therapy. HBV reactivation recurs in patients (receiving chemotherapy)

with high baseline viral load once the NUCs were withdrawn. Pro-

longed therapy ([ 6 months?) after cession of chemotherapy is

probably required to continue to suppress the virus.
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Background/Aims: To observe the clinical efficacy of anti-HBV-DC

vaccine, the dendritic cells originating from peripheral blood mono-

nuclear cells(PBMC) sensitized by HBsAg, in combination with

thymosin-a1, in the inactive HBsAg carriers.

Methods: 24 inactive HBsAg carriers were recruited in the trial

including 15 males and 9 females aged 18-57 years. PBMCs obtained

from 50 ml of heparinized peripheral blood through density gradient

centrifuge and adherence method were proliferated under the induc-

tion by GM-CSF and IL-4, and sensitized with the stock of hepatitis B

vaccine containing 30 lg HBsAg on day 5 and with hepatitis B

vaccine commercially available containing 20 lg HBsAg on day 6.

anti-HBV-DC vaccine was harvested on day 7 and injected, half

hypodermically and half intravenously, to the patient once every two

weeks for 12 practices applications totally. Thymosin-a1 1.6 mg was

injected hypodermically twice a week. Quantitative HBVM(TRFIA)

and HBVDNA and hepatic functions were evaluated at week 0, 4, 12,

and 24.

Results: Mean of HBsAg decreased gradually along the time from

week 4, 12 to 24, with significant difference compared with the values

prior to treatment. At week 4, 12 and 24, HBsAg negative conversion

rate were 12.50%(3/24), 25.00%(6/24) and 37.50%(9/24) respectively.

The rate of adverse effect was 2.78% observed in reinfusion of

anti-HBV-DC vaccine.

Conclusions: anti-HBV-DC vaccine in combination with thymosin-

a1 can be considered as a safe approach with high efficacy for

inactive HBsAg carriers, which can decrease rapidly the HBsAg, and

may eliminate the HBsAg for partial inactive HBsAg carriers.
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Background and aims: MicroRNAs (miRNAs) act as posttran-

scriptional regulators of gene expression by targeting mRNA

transcripts for either mRNA degradation or translational repression.

We aimed to elucidate whether SNPs in miRNA-machinery genes

influenced susceptibility to chronic hepatitis B (CHB).

Methods: 3 SNPs (rs3757 located in DGCR8 gene, rs636832 located

in AGO1 gene, rs7813 located in GEMIN4 gene) in miRNA-

machinery genes were chosen for analyses. A case-control study was

carried out with patients of Han Chinese ethnicity, which consisted of

332 CHB cases and 182 controls.

Results: The allele frequency of rs636832 was statistically different

between CHB and control groups (OR = 0.706, 95%CI = 0.529-

0.941, P = 0.017). However, genotype frequency of rs636832 did not

show significant between the two groups (p = 0.055,). The allele and

genotype frequencies of rs3757 and rs7813 showed no significant

difference between case and control groups. Further exploration for

association between rs636832 and HBV-DNA loading of 329 cases

had been made. There was no significant difference of genotype and

allele distributions among three groups of patients (p [ 0.05). The

association between rs636832 and the results of HBsAg and HBeAg

cases were done. There was no significant difference of genotype

distributions between two groups of patients.

Conclusions: The frequency of A allele of rs636832 (AGO1 gene)

was different between case and control group, indicating that G allele

carriers of rs636832 in AGO1 gene were more susceptible to CHB

and genes in miRNA processing contributed to susceptibility of

chronic hepatitis B. For rs636832, the HBV-DNA loading and the

results of HBeAg and HBsAg were no significant difference,

foreshowing that the disease severity in HBV patients may be irrel-

ative with rs636832.
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Aims: Early identification of patients who respond to peginterferon

(PEG-IFN) in HBeAg-positive chronic hepatitis B is important to

optimize therapy. Our aims were to identify non-responders early and

to develop an easy to use prediction tool updating prediction of

response with on-treatment levels of hepatitis B surface anti-

gen(HBsAg) and HBVDNA.

Methods: 465 HBeAg-positive patients treated with PEG-IFN mono-

therapy for one year in 3 global randomized studies (Peginterferon

alfa-2a phase 3, Neptune and HBV 99-01 Study) and infected with

HBV-genotypes A through D were enrolled. Response (HBeAg loss

with HBVDNA \ 2,000 IU/mL) was assessed at 6 months post-

treatment. The area-under-the-receiver-operating-curve(AUC) was

used to describe model performance.

Results: Patients were predominantly Asian (n = 347;75%) or Cau-

casian (n = 100;22%) and harboured HBV genotypes A/B/C/D in

12/26/49/12%. Response was observed in 109(23%) patients. At week

24, nearly all patients with HBsAg [ 20,000 IU/mL failed to achieve

a response, irrespective of HBV-genotype (NPV 99%).Optimized

predictions were achieved at week 12 and 24 with combined crude

HBsAg and HBVDNA levels (AUC = 0.81,p \ 0.002 and

AUC = 0.85,p \ 0.0001) compared to a model with baseline vari-

ables (AUC = 0.72). Contour plots were developed to easily obtain

individualized predictions. Overall the prediction of response

improved with 32-47% at week 12-24 compared to baseline. Differ-

ences in improvement in prediction across HBV-genotypes were

observed: 60% for HBV-genotype B at week 12, 62% and 47% for

HBV-genotype A and C at week 24. Prediction did not improve at

week 12 or 24 for patients with HBV-genotype D.

Conclusions: HBsAg and HBVDNA levels during PEG-IFN therapy

significantly improved prediction of response. Discontinuation is

indicated in all patients with an HBsAg level [ 20,000 IU/mL at

treatment week 24. A dynamic prediction model was designed to be

used for individual modification of the prediction of response while

on treatment. In particular, patients with genotype B and C benefit

from this optimized on-treatment response prediction.
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Background & Aims: Data comparing the effect of lamivudine

(LAM) and entecavir (ETV) on mortality in chronic hepatitis B

(CHB) patients with severe acute exacerbation is limited. We com-

pared the mortality between two treatments and evaluated predictors

of mortality.

Patients and Methods: From 2003 to 2010 (LAM group) and 2008 to

2010 (ETV group), 213 and 107 consecutive CHB naı̈ve patients with

acute exacerbation and hepatic decompensation treated with LAM

and ETV respectively, were recruited in this study. Acute exacerba-

tion of hepatitis was defined as increase of serum ALT level to C 5

times the upper limit of normal. Hepatic decompensation was defined

as serum bilirubin levels C 3 mg/ml and prolonged prothrombin time

(PT) C 3 seconds.

Results: At baseline, LAM group had higher AST level and end-stage

liver disease (MELD) scores, and lower albumin level than ETV

group. Univariate analysis showed that LAM group had a higher rate

of overall (p = 0.013) and liver-related mortality (p = 0.039) than

ETV group. Multivariate analysis showed that age, hepatic enceph-

alopathy, MELD scores, and bilirubin levels at baseline were

independent factors for overall and liver-related mortality. The best

cut-off value of bilirubin level and MELD scores for mortality were

14 mg/dL and 24. ETV group achieved better virological response

(HBV DNA \ 300 copies/mL) than LAM group at week 24

(p = 0.043) and 48 (p = 0.007). T1753C/A mutation was also an

independent predictor associated with overall (HR: 2.41, 95% CI:

1.15-5.06) or liver-related mortality (HR: 2.46, 95% CI: 1.12-5.43) at

week 48 by analysis of 277 patients.

Conclusions: Antiviral regimen such as ETV or LAM treatment was

not an independent factor for mortality in CHB patients with acute

exacerbation and hepatic decompensation. Patients with hepatic

encephalopathy, bilirubin level C 14 mg/dL and MELD scores C 24

were associated with poor outcome and should be considered for liver

transplantation.
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Background/Aims: To determine the long-term efficacy of entecavir

(ETV) plus adefovir (ADV) combination therapy in patients with

multi-drug refractory hepatitis B virus (HBV).

Methods: Ninety patients with serum HBV DNA [ 2000 IU/mL

despite LAM plus ADV therapy for LAM-resistant HBV were ran-

domized to ETV plus ADV for 104 weeks (EA-EA group, n = 45) or

LAM plus ADV for 52 weeks, and then, ETV plus ADV for 52 weeks

(LA-EA group, n = 45).

Results: At baseline, patients’ mean serum HBV DNA was 4.60 log10

IU/mL (SD 1.03). At week 52, the proportion of patients with com-

plete virologic response (CVR, serum HBV DNA \ 60 IU/mL) was

significantly higher in the EA-EA group than in the LA-EA group

(29% vs. 4%; P \ 0.01). The mean reduction in serum HBV DNA

levels from baseline was significantly greater in the EA-EA group

than in the LA-EA group (-2.2 log10 IU/mL vs. -0.6 log10 IU/mL;

P \ 0.01). Additional resistance mutations to ADV or ETV were

detected in none in the EA-EA group but in 15% of patients in the

LA-EA group (P = 0.02). At week 104, the proportion of patients
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with CVR increased in both groups and became comparable (42.2%

vs. 33.3%; P = 0.38). The mean reduction in serum HBV DNA levels

from baseline was also similar between the two groups (-2.8 log10

IU/mL vs. -2.8 log10 IU/mL; P = 0.87). Additional resistance

mutations to ADV or ETV were not detected in any patient during

ETV plus ADV combination therapy. Patients in both groups main-

tained a favorable safety profile.

Conclusions: In patients with LAM-resistant HBV who fail to

response to LAM plus ADV combination therapy, ETV plus ADV

combination for up to 104 weeks provides progressive virologic

response. No patient developed additional resistance mutations of

HBV after up to 104 weeks of ETV plus ADV therapy.
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Objective: To analyze the relationship between clinical resistance

and the mutations of HBV reverse transcription genes and related

nuclero(t)ide analogues (NAs) resistant sites.

Methods: Analyze the gene mutation types about the resistance of

different NAs for anti-HBV.

Result: M204 V/I is one of the most common sites in the LMV

resistant mutations, which can also occur with L180 M mutation

simultaneously. N236T ± A181 base replacement mainly exists in

ADV resistant mutations. ETV mutations base on the LMV muta-

tions. M204 V/I is the mutation site of LdT. And the site 194 base

(rtA194T) replacement is most common in the TDF mutations.

Conclusion: Detecting the multiple mutations of HBV reverse tran-

scription genes are helpful to discover whether the chronic hepatitis B

patient is resistant to some NAs or not, which will guide the antiviral

treatments in clinical practice rationally.
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experienced without resistance chronic hepatitis B patients
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Backgrounds: Entecavir(ETV) has a potent efficacy in lamivu-

dine(LAM) naı̈ve chronic hepatitis B patients. However, data on the

antiviral efficacy of ETV in patients who LAM experienced without

resistance are limited.

Methods: We retrospectively collected clinical data from 288 chronic

hepatitis B patients treated with ETV between September 2006 and

September 2012. The patients were divided into two groups: LAM

naı̈ve patients (group 1, n = 228) and patients who experienced LAM

without development of LAM resistance (group 2, n = 60).

Results: During median follow up of 44.7 (30-60) months, there was

no significant difference in clinical efficacy between two groups.

Biochemical response of group 1 and 2 was 76.3% and 86.7% at

1 year (p = 0.111), 85.9% and 89.5% at 3 year (p = 0.66), and

88.9% and 66.7% at 5 year (p = 0.102). Virologic response of group

1 and group 2 was 78.5% and 78.3% at 1 year (p = 1.0), 91.3% and

84.2% at 3 year (p = 0.139), and 91.1% and 73.3% at 5 year

(p = 0.098). Hepatitis B e antigen (HBeAg) loss was 17.6% in group

1 and 24.1% in group 2 at 1 year (p = 0.434), 45.2% and 44.8% at

3 year (p = 1.0), and 59.4% and 30.0% at 5 year (p = 0.152).

HBeAg seroconversion rate of group 1 and 2 was 8.8% and 3.4% at

1 year(p = 0.466), 15.7% and 6.9% at 3 year (p = 0.367) at 3 year

and 21.9% and 10.0% at 5 year (p = 0.655). Virological break-

through was developed in 0.5% (group 1) and 3.5% (group 2) at

3 year (p = 0.119) and 4.4% and 20.0% at 5 year (p = 0.094).

Conclusions: The antiviral efficacy of ETV was not influenced by

prior treatment with LAM in LAM responders without development

of resistance.
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Background and aims: A close relation exists between HBV

infection and renal dysfunction. This study was undertaken to deter-

mine the spectrum of causes of renal dysfunction in HBV infected

patients in a standard outpatients setting.

Methods: We prospectively analyzed 639 patients with HBV-related

liver disease presenting to our clinic from January 2010 till September

2012 for evidence of any renal dysfunction. 39 patients (33 males;

median age 54.5, range 22-73 years) with renal dysfunction were

included in the study.

Results: 39/639 patients (6.10%) had renal dysfunction (serum cre-

atinine [ 1.5 mg/dl) at entry point. 8 patients were inactive carriers,

13 had chronic hepatitis B, 18 cirrhosis (12 were compensated, mean

MELD score 18). 8 patients were HBeAg positive (6 on maintenance

hemodialysis). 29 patients had comorbidities (diabetes mellitus and/or

systemic hypertension). Chronic kidney disease (CKD) was the most

common cause of renal dysfunction, found in 25 patients (64%), 9 of

these were on maintenance hemodialysis. 2 patients had active

chronic glomerulonephritis. Of the remaining 14 patients, 5 had

hepatorenal syndrome (4 had HRS I), 4 had diuretic induced wors-

ening, and 1 each had septicemia, plasmodium falciparum infection,

prerenal kidney injury and probable tenofovir induced nephrotoxicity.

7/8 inactive carriers had CKD, while only 18/31 patients with HBV

related chronic liver disease had underlying CKD as the cause of renal

dysfunction. Of the 16 patients with underlying CKD not on main-

tenance hemodialysis, 6 were receiving antiviral treatment, 3 of them

receiving tenofovir based combination regimens.

Conclusion: Chronic HBV infection accelerates worsening of renal

function in HBV patients and these patients have a high incidence of

comorbidities. Various other causes of renal dysfunction need to be

kept in mind, therefore regular monitoring of kidney function in

overall HBV patients is recommended, using Serum creatinine or

more sensitive methods such as Creatinine based formulas (MDRD).
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Background: Seroclearance of hepatitis B surface antigen (HBsAg)

is the most important endpoint in chronic hepatitis B. Previous studies

found lower HBV DNA levels to be the most important predictor of

HBsAg seroclearance, but this association has not been confirmed in

those with low viral loads. This study examined whether HBV DNA

seroclearance will predict higher rates of HBsAg seroclearance in

chronic hepatitis B patients with low viral loads.

Methods: 1712 HBeAg-seronegative individuals with baseline HBV

DNA \ 10,000 copies/mL, who were anti-HCV negative and free of

liver cirrhosis at study entry were enrolled during 1991-1992 and

followed-up until June 30, 2004. Cox proportional hazards models

were used to estimate the rate ratios (RR) of HBsAg seroclearance.

Results: During 13,581 person-years of follow-up, 472 cases of

HBsAg occurred, for an incidence rate of 347.5 per 10,000 person-years.

Among 1712 individuals, 748 had undetectable (\ 300 copies/mL)

serum HBV DNA, 247 had detectable HBV DNA that decreased to

undetectable during follow-up, and 717 individuals had persistently

detectable HBV DNA. In multivariate analyses, compared to indi-

viduals with persistently detectable HBV DNA, those who had HBV

DNA seroclearance during follow-up, and those who had undetect-

able HBV DNA at baseline had multivariate adjusted RR’s (95%CI)

of HBsAg seroclearance of 25.78 (15.58-42.67) and 21.08 (12.93-

34.38), respectfully. When analyses were limited to those with HBV

DNA between 300-10,000 copies/mL, compared to those with per-

sistently detectable HBV DNA, those who reached HBV DNA

seroclearance had a RR of HBsAg seroclearance of 29.51 (17.77-

48.99). The adjusted cumulative incidence of seroclearance among

those with and without HBV DNA seroclearance during follow-up

was 82.6% and 7.7%, respectfully.

Conclusion: Among those with low viral loads, reaching HBV DNA

seroclearance is a significant predictor of HBsAg seroclearance, fur-

ther emphasizing the importance of suppressing HBV viral loads in

chronic hepatitis B.
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Introduction: Entecavir (ETV) is a potent antiviral agent recom-

mended as first-line monotherapy for chronic hepatitis B. Here, we

are presenting a large cohort of treatment naive chronic hepatitis B

(CHB) Bangladeshi patients receiving entecavir in our real-life set-

tings in Dhaka.

Aims and objectives: This study was aimed to explore efficacy of

ETV among e-antigen positive (Group A, n = 362) and e-antigen

negative (Group B, 734) CHB patients.

Materials and methods: At the Liver Centre Dhaka, Bangladesh

patients of CHB were randomly assigned to have 0.5 mg of entecavir

orally daily. The efficacy was assessed by the reduction in serum

HBV DNA level, HBeAg negative and alanine aminotransferase

(ALT) normalization during treatment at 6 months interval upto

24 months.

Results: At 6, 12, 18 and 24 months 409, 203, 124 and 50 cases were

analyzed in both groups. Baseline mean ± SD of HBV DNA was

7.7 ± 2.0 vs 5.7 ± 1.5 log copies/ml (p = 0.002) and mean ± SEM

of serum ALT was 125 ± 13.0 vs 69.6 ± 5.6 IU/L (p = 0.003) in

group A and B respectively. (Fig. 1) shows mean serum ALT levels

which was gradually declining.

Figure 2 shows mean HBV DNA levels which was also gradually

declining.

Fig. 1 Serum ALT

Fig. 2 Serum HBV DNA
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HBeAg seroconversion shown Fig. 3 where the rate is satisfac-

torily increased over time.

Conclusion: Entecavir is a potent antiviral agent which showed

similar outcomes for both e-antigen positive and e-antigen negative

CHB patients. HBeAg serocnversion was also very encouraging.
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Change in serum HBsAg level and its clinical significance
in lamivudine treatment for patients with HBeAg-negative acute-
on-chronic liver failure

LAI Jing, Gan Wei-qiang, Li Zhan-yi, Sun Hai-xia, Deng Hong

Department of Infectious Diseases, The Third Affiliated Hospital, Sun

Yat-Sen University, Guangzhou, China

Background and aims: The role of hepatitis B surface antigen

(HBsAg) level in hepatitis B e antigen (HBeAg) negative acute-on-

chronic liver failure (ACLF) has been scarcely investigated. This

study aimed to investigate change in serum HBsAg level and its

clinical significance in HBeAg-negative patients with ACLF receiv-

ing lamivudine.

Methods: Clinical data of HBeAg-negative patients with ACLF were

collected. They were treated with 100 mg of lamivudine daily. Serum

HBsAg level using electrochemical immunoassay (Elecsys 2010,

Roch diagnostics) and HBV DNA level by Realtime-PCR (Amplicor

HBV Monitor Test, Daan gene Diagnostics) were detected at baseline,

before death (patient died within 3 months), 3 months anti-viral

therapy (patient survived over 3 months). The dynamics of HBsAg

and HBV DNA levels were analyzed.

Results: Fifty-nine patients were enrolled. Thirty-one patients sur-

vived over 3 months and the other 28 patients died within 3 months,

whose pretreatment HBsAg levels were 6506 ± 3281 COI and

4747 ± 3311 COI respectively (t = 2.202, P = 0.049); whose post-

treatment levels were 6459 ± 1983 COI and 3622 ± 3514 COI in

sequence (t = 2.353, P = 0.036). Survival group was significantly

higher than dead group regardless pretreatment or post-treatment.

Meanwhile, the pretreatment HBV DNA levels of survival group and

dead group were 4.99 ± 1.69 log10 copies/ml and 5.66 ± 1.67 log10

copies/ml respectively (t = -1.478, P = 0.145) and whose post-

treatment HBV DNA levels were 2.73 ± 1.05 log10 copies/ml and

3.05 ± 1.29 log10 copies/ml in sequence (t = -0.663, P = 0.513).

No significant difference was found. Furthermore, no correlation was

observed between the levels of HBV DNA and HBsAg (all P [ 0.05).

Conclusions: Changes in HBsAg level could be a useful parameter

for assessing three-month outcome to lamivudine therapy in HBeAg-

negative ACLF. Patient with higher pretreatment HBsAg level and

maintaining during therapy has batter prognosis.
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The role of hepatitis B surface antigen quantification predict
HBsAg loss and HBV reactivation after discontinuation
of lamivudine treatment
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Hospital, Kaohsiung, Taiwan R.O.C.

Background and aims: The aim of this study was to investigate

whether the quantification of HBsAg level could predict HBsAg loss

or HBV reactivation after discontinuation of lamivudine treatment.

Patients and methods: From 2002 to 2007, 190 naive patients (83

HBeAg-positive, 107 HBeAg-negative patients) treated with lami-

vudine and have stopped the treatment were recruited. Lamivudine

were stopped according to the recommendations of the APASL.

Results: The duration of cessation of lamivudine was a median of 48

(range 2-141) months. Of the 190 NA-naı̈ve patients, 36 experienced

HBsAg loss and 95 experienced HBV reactivation after stopping

lamivudine treatment. Cox regression analysis showed that baseline

ALT [Hazard ratio (HR):0.999, 95% confidence interval (CI): 0.998-

1.00] and HBV DNA levels (per log copies/mL) (HR: 0.72, 95% CI:

0.59-0.89), longer duration of treatment (per week) (HR: 1.02, 95%

CI: 1.01-1.02), and HBsAg level at the end of treatment (per log

IU/mL) (HR:0.22, 95% CI: 0.14-0.34) were independent factors for

HBsAg loss, and old age (HR:1.04, 95% CI: 1.02-1.05), male sex

(HR:2.04, 95% CI: 1.19-3.51), baseline ALT [ 200 IU/L (HR:0.61,

95% CI: 0.40-3.94), and HBsAg level at the end of treatment (per log

IU/mL) (HR:2.22, 95% CI: 1.66-2.96) were independent factors for

HBV reactivation. The HBsAg at the end of treatment cutoff values of

150 and 250 IU/mL could give the maximum sum of sensitivity (92.9%

and 95.5%) and specificity (70.6% and 56.6%) to predict HBsAg loss

and HBV reactivation respectively. At the end of treatment, of the 35

patients who achieved HBsAg B 150 IU/mL, 25 (71.4%) experienced

HBsAg loss after stopping lamivudine treatment. Of the 42 patients who

achieved HBsAg B 250 IU/mL, 38 (90.5%) had no HBV reactivation

after stopping lamivudine treatment.

Conclusions: Serum HBsAg level at the end of treatment is a useful

predictor to guide the timing of stopping lamivudine treatment in

chronic hepatitis B patients.
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Objective: To observe the characteristic of drug-resistance mutation

in the CHB patients treated with nucleos(t)ide analogs.

Methods: Collect 180 serums of CHB patients who showed virological

breakthrough during the treatment with LAM, ADV, LdT or ETV for

long term monotherapy or combination therapy from April 2009 to

April 2012 in the third affiliated hospital of Sun Yat-sen university. We

used nest PCR and direct sequencing to obtained the full-length

sequence of HBV reversed transcriptive enzyme, and screened the

classical drug-resistance mutation sites with bioinformatics technology

to analyze the clinical resistant characteristic of CHB.

Result: In the 180 CHB patients occurred virological breakthrough,

there were 97 cases (53.9%) discovered mutation in known sites. The

ratio of mutation on the known resistant sites of the patients received

NAs monotherapy and occurred virological breakthrough were 91.8%

(LAM, 67/73), 21.2% (ADV 11/52), 16.7% (LdT, 3/18), 31.2% (ETV,

5/16), respectively. In 12 patients received LAM and ADV combi-

nation therapy with virological breakthrough, 2 patients (16.7%)

showed ETV resistance, 5 patients (41.7%) occurred LAM/ADV

multidrug resistance mutation, and 1 patient (8.3%) occurred ETV/

ADV multidrug resistance mutation.

Conclusion: Only about half of the patients showed virological

breakthrough occurred resistance at the classical sites, and LAM

resistance are the most common ones. Viralogical breakthrough in the

patients who had ETV experience and received LAM and ADV, or

ETV and ADV optimized combination therapy are mainly attributed

to ETV resistance or multidrug resistance.
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Background/aims: High prevalence of reduced bone mineral density

(BMD) has been reported in cholestatic liver disease, alcoholic liver

disease or cirrhosis. The knowledge of the prevalence of low BMD in

patients with non-cirrhotic chronic hepatitis B or C virus infection is

limited.

Methods: A total of 3754 patients with normal ALT (£36 U/L) in health

care center from 2008 Oct to 2012 Aug were included for analysis. The

patients with cirrhosis by ultrasound were excluded. The study group

comprised patients with chronic hepatitis B or C (n = 1408, 37.5%) and

the remaining patients without chronic liver disease were as control

group. BMD was assessed by dual energy X-ray absorptiometry

(DEXA) of the lumbar spine and femoral neck. According to the WHO

criteria, a T score of less than -2.5 and a T score between -1 and -2.5 was

identified osteoporosis and osteopenia, respectively. Reduced BMD

was defined as the presence of one of these conditions.

Results: Overall, osteopenia was present in 1650 (44%) and osteo-

porosis in 210 (6%) patients. Among the patients with chronic

hepatitis B or C, 751 (53%) had reduced BMD. This prevalence was

significantly higher than that of patients without chronic liver disease

(47%, p \ 0.001). By multivariate analysis, chronic hepatitis B or C

(OR 1.27, 95% CI 1.10-1.46), older age (OR 1.06, 95% CI 1.05-1.07),

female gender (OR 1.24, 95% CI 1.08-1.42) and alkaline phosphatase

(OR 1.02, 95% CI 1.014-1.023) were independently associated with a

reduced BMD.

Conclusions: The patients with chronic hepatitis B or C infection had

higher prevalence of reduced BMD than those without chronic liver

disease.
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Objective: To evaluate the efficacy of a new therapeutic strategy of

combining Adevofir dipivoxil (ADV) and Entecavir (ETV) therapy in

chronic hepatitis B patients with a suboptimal virological response to

ADV monotherapy.

Methods: Patients who showed suboptimal response which was

defined as that the decline of HBV DNA level was more than 1 log10

copies/mL,but still detectable by real-time PCR after 48 weeks of

ADV monotherapy were included. ADV monotherapy was continued

for another 48 weeks as the control group (Group A), and Group B

was treated with ADV plus ETV as the optimized combination

therapies, while the other patients with suboptimal response received

other optimal therapies. The serum ALT, TBIL, ALB, HBV DNA

were monitored with an interval of 12 weeks.

Results: One hundreds and seventy patients showed suboptimal

response to ADV in five hundreds and twenty-one patients who had

received ADV monotherapy for various periods were enrolled. The

number of patients in group A, B is 34, 43 respectively. After 48-week

follow up, the patients of Group B and Group A had the comparable

biochemical response (BR) rate, the BR rate (normalization of alanine

aminotransferase levels) were 34.8%(8/23), 33.3%(4/12), respectively,

v2 = 3.496, P = 0.321; However, compared with ADV monotherapy,

ADV + LdT had an improved virological response at weeks 96, the

virological response (VR) rate (HBV DNA level \ 102 IU/mL) were

58.1%(25/43), 23.5%(8/34), respectively, v2 = 12.952,P = 0.005; the

seroconversion rate (from HBeAg to HBeAb) were 2.6%(1/38),

9.0%(2/22), respectively, v2 = 2.227,P = 0.527; the virologic break-

through (VB) rate were 9.3%(4/43), 26.%(9/34), respectively,

v2 = 8.057, P = 0.045.All patients in two groups showed good and

comparably tolerant and safe data to therapies.

Conclusion: Optimized combination therapy of ADV plus ETV may

be good choice for chronic hepatitis B patients with a suboptimal

viological response to ADV monotherapy.
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Background/aims: Indonesia is one of the countries in Asia with

moderate to high endemicity for Chronic Hepatitis B (CHB). Fur-

thermore, medical resources are constrained. We assessed

telbivudine’s(LdT) efficacy by applying the roadmap concept in nu-

cleos(t)ide-naive patients.

Methods: Thirty CHB cases were treated at the Dr Kariadi Hospital,

Semarang. 63.3% male and 36.7% female,mean age: 46.8

(21-74 years), 53% HBeAg negative and 47% HBeAg positive,23%

with cirrhosis, mean baseline viral load was measured in 27 patients:

5.6346918 x 107 copies/mL, mean ALT baseline: 161 (21-780) IU/mL.

Patients were treated with LdT 600 mg/day for 48 weeks. Add-on

adefovir (ADV) was administered to patients with inadequate response

at Week 24. Patients were followed up every 3 months for biochemical,

serologic, and virologic markers.

Results: In 13 patients at Week 12, viral load decreased to 2.8963 x 104

copies/mL. At Week 12, 46% (6/13) patients achieved a complete

virologic response. At Week 24, 53% (8/15) patients achieved complete

virologic response (PCR negative), 40% partial and 7% had inadequate

responses. One patient received add-on ADV therapy at Week 24 for an

inadequate response. At Week 48, 72% (13/18) of patients achieved

complete virologic response, 28% partial and none had an inadequate

virologic response. Mean viral load at Week 48 was 5.102 x 10 2 copies/cc;

mean ALT was 52.2 IU/mL (normal range); There are 2 patients (14%)

HBeAg seroconversion was observed.
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Background: Aim of this cohort study was to investigate the efficacy

and safety of entecavir (0.5 mg) in ETV-naı̈ve and lamivudine-pre-

treated patients with chronic hepatitis B-related cirrhosis.

Methods: We designed a open-label and retrospective clinical trial to

assess the efficacy and safety of entecavir (0.5 mg) in 74 patients with

chronic hepatitis B-related cirrhosis. Quantitative HBV-DNA mea-

surement \ 100 IU/ml was used. ALT, HBV-DNA and HBeAg were

quantitatively measured at baseline and every 3 months.

Results: 74 patients (58 male) with a median age of 43 years (range

25-70 years) were included. 59.5% (44/74) of patients were ETV-

navie, and 40.5% (30/74) had prior exposure to lamivudine (LAM), in

which there were 60.0% (18/30) YMDD positive. At baseline median

ALT was 1.37 ULN (range 0.21 - 7.10 ULN) and HBV-DNA was

4.73 log10 IU/ml (range 2.39-7.76 IU/ml). Median treatment duration

was 15.73 months (range 3 - 50 months), without significant clinical

side effects. The median HBV-DNA level dropped highly significant

by 2.17 logs (range 0 - 5.10 log; p \ 0.001) and 86.5% (64/74)

patients became HBV-DNA undetectable (\ 100 IU/ml).10 patients

with lamivudine-resistance showed suboptimal response to ETV, and

four patients showed complete virological response after 48-week

combination therapy of ETV and adefovir. 4.1% (3/74) of patients

achieved HBeAg seroconversion on ETV therapy. The rate of viro-

logic non-response (HBV DNA reduction \ 1 log10 IU/ml at

6 months) on ETV therapy was 37.8% (28/74),but none of them

developed virological breakthrough.

Conclusion: Entecavir therapy can significantly improve liver func-

tion and effectively decrease serum level of HBV DNA in patients

with chronic hepatitis B-related cirrhosis.
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Introduction: Hepatitis B (HBV) is a real public health problem.

Genotype D and mutant phenotype are prominent in our patients. We

aimed to evaluate the place of pegylated interferon in ourcontext and

to define good responders’ profile.

Patients and methods: We included naive HBV-carriers treated by

pegylated interferon since 2004 with at least 24 weeks (W) of follow-

up after treatment. Patients with treatment failure and relapsers were

not excluded. Considered data were: age, gender, body mass index

(BMI), initial ALT rates, initial viral loads, histological activity and

fibrosis. Virological response and sustained off-treatment virological

response (SVR) were defined according to EASL guidelines 2012.

Results: From 80 treated patients, 50 were included. Mean age was

41 years old and 74% of patients were male. HVB genotyping was

performed in only 28 patients. Four patients were genotype A and 24

were genotype D. Ten patients were obese. Severe fibrosis (F3- F4) was

reported in 6 patients. Treatment failure and relapse were reported in 6

patients (18%), and then only 44 patients achieved 48 weeks of treat-

ment. 26 patients achieved 96 weeks of follow-up. HBV DNA was

undetectable by polymerase chain reaction in 11% of patients at both

72 W and 96 W (respectively n = 5/44 and n = 3/26). Virological

response was achieved by 38% of patients at 72 W (n = 17/44) and

sustained off-treatment virological response was obtained in 34% at

96 W (n = 9/26). Gender, age \ 50 years old, genotype and initial

cytolysis were not predictive of SVR. Low initial DNA viral level

(\ 4log) was the only significant predictor of SVR (p = 0.002).

Conclusion: Pegylated interferon allows short duration of treatment. In

our context -where HBe-Antigen negative and genotype D are promi-

nent-, DNA negativation rates were low (11%) and SVR was achieved

in 38%. Extended treatment duration or combination to analogues

especially tenofovir must be seriously considered in our patients.
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Objective: To evaluate the efficacy and safety of a new therapeutic

strategy of combining Adevofir dipivoxil (ADV) and Lamivudine

(LAM) therapy in decompensate cirrhosis patients caused by hepatitis

B virus (HBV).

Methods: We designed a open-label and retrospective clinical trial to

assess the efficacy and safety of LAM(100 mg) and ADV (10 mg) in

53 patients with decompensate cirrhosis caused by HBV. Quantitative

HBV-DNA measurement \ 100 IU/ml was used. Child-Pugh scores,

HBV-DNA and HBeAg were quantitatively measured at baseline and

every 3 months.

Results: 53 patients (39 male) with a median age of 44 years (range

29-69 years) were included. 49.1% (26/53) of patients were naive

combination of LAM and ADV, and 35.8% (19/53) and 26.4% (14/53)

had prior exposure to LAM and ADV (including six patients with LAM/

ADV sequential therapy). At baseline median Chilid-Pugh score was

11.1 (range 9.33 - 12.9), and HBV-DNA was 4.07 log10 IU/ml (range

2.43-7.01 IU/ml). Median treatment duration after initiating combi-

nation therapy was 17.13 months (range 3 - 42 months), without

significant clinical side effects. There was statistically significance in

Child-Pugh score before and after combination treatment, (12.7 ± 2.1)

and (8.7 ± 1.7) respectively (p \ 0.001) . The median HBV-DNA

level dropped highly significant by 1.91 logs (range 0 - 5.01 log;

p \ 0.001) and 69.8% (37/53) patients became HBV-DNA undetect-

able (\ 100 IU/ml). Despite previous long-term antiviral treatment

(median 35 months), 38.64 %(17/44) of patients became HBV DNA

negative for the first time. 5.0% (2/40) of patients achieved HBeAg

seroconversion on LAM + ADV. The rate of virologic non-response

(HBV DNA reduction \ 1 log10 IU/ml at 6 months) on LAM + ADV

was 45.3% (24/53) .

Conclusion: Combination therapy of lamivudine and adefovir in

HBV-related decompensated cirrhosis patients with suboptimal

response to lamivudine/adefovir monotherapy or lamivudine/adefovir

sequential therapy is highly efficient, safe, and well tolerated.
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Background: Bone Morphogenic Protein (BMP 7) is a key protein

for organogenesis and development of liver. This protein has been

studied in liver fibrosis and regeneration. Aim of this study was to

evaluate the association between fibrosis level detected by the liver

biopsy and plasma BMP7 levels.

Material and methods: This study included 189 chronic hepatitis B

patients and 51 healthy controls. Biopsy criteria were established

according to guidelines of American Association for the Study of

Liver Diseases (AASLD). Local ethics committee approved the study

protocol and a written informed constent was signed by the volun-

teers. BMP7 examination from plasma samples was done using

RayBio ELH-BMP-/001 kit. Data of study participants was analysed

using SPSS 16.0 software. Chi square test, independent samples T

test, and Mann Whitney U test were used for statistical analysis.

Mann-Whitney U test with Bonferroni correction after Kruskal Wallis

test was used to analyse association of biopsy stages with BMP7.

Results: Study group consisted of 120 (63.5%) males and 69 (36.5%)

females, and control group consisted of 25 males (49.0%) and 26

females (51%) (p [ 0.05). Mean age of patients was 34.6 ± 10.8 and

controls was 33.8 ± 9.3 (p [ 0.05). In general, BMP7 values of

patients were higher than those of the control group (p = 0,001).

BMP7 values of patients whose liver biopsy revealed a fibrosis stage

of 1, 2, 3, or 4 were higher than BMP values of controls (p = 0,01,

p = 0,01, p = 0,01, and p = 0,01, respectively) but BMP levels of

patients at fibrosis stage 5 were similar with controls. No correlation

was detected between BMP7 levels and age, and sex of participants,

fibrosis, HAI, ALT, AST, HBV DNA, PLT, and albumin.

Conclusion: BMP-7 may play an anti-inflammatory and anti-fibro-

genic role in the pathogenesis of chronic hepatitis B infection.
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Background: High-mobility group box 1 (HMGB1) which has been

identified as an inflammatory cytokine, was shown to have a role in

virus triggered liver injury. In this study, we aimed to evaluate the

association between serum levels of HGMB1 and liver fibrosis.

Methods: This study included 189 chronic hepatitis B patients and 51

healthy controls. Biopsy criteria were established according to Amer-

ican Association for the Study of Liver Diseases (AASLD) criteria.

Local ethics committee approved the study protocol and all participants

signed a written informed consent. Serum HGMB1 levels were mea-

sured by utilizing csb-e08223 h kit produced by Cusabio� Biotech Co

Ltd. Pathological examination of the liver biopsy samples was done by a

single experienced pathologist. Data of study participants was analyzed

using SPSS 16.0 software. Chi square test, independent samples T test,

and Mann Whitney U test were used for statistical analysis. Mann-

Whitney U test with Bonferroni correction after Kruskal Wallis test was

used to analyze association of biopsy stages with HGMB1.

Results: Mean serum HGMB1 levels of patients (41.3 ng/ml

(6.25-300) were found to be higher than those of the control group

(6.25 ng/ml (6.25-36.6)) (p = 0,001). Chronic hepatitis B patients
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with fibrosis score F1 to F4 had higher serum HGMB1 levels than

those of the control group whereas serum levels of patients with F5

fibrosis had similar serum HGMB1 levels when compared to controls.

Serum HGMB1 levels did not differ between the patients with F1 to

F4 fibrosis however, all were found to be higher than the patients with

F5 fibrosis. No correlation was found between the HGMB1 and his-

tological activity index score, age, gender and serum ALT, AST,

HBV DNA, platelet, albumin values.

Conclusion: HGMB1 may play role in liver fibrogenesis thus serum

HGMB1 levels can be used to predict the level of liver fibrosis.
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Purpose: Evaluation of effectiveness of treatment, prophylaxis and

follow-up in HBsAg positive pregnants.

Material-Method: The files of HBsAg positive pregnant women

visited Adiyaman State Hospital and Adiyaman 82nd Year State

Hospital Infectious Diseases Department between January 2010 and

May 2012 were analysed retrospectively.

Results: Mean age was 24.7 years (18-46). In 36 pregnants ALT:

normal, HBV DNA \ 104 Copy/ml and positive Anti-Hbe inactive

carriers. Vaccine + immunoglobulin prophylaxis was performed in

these women’s babies at birth. The 12th month results of the babies:

HBsAg was negative, Anti-HBs was over 10 IU/ml in 35 cases. HBV

DNA measure was over 109 copy/ml in 3 patients, to prevent intra-

uterine transmission, tenofovir disoproksil 245 mg/day was given after

the informed consent was taken. Initiation to treatment was weeks 22,

26,28. The 12-month HBsAg measure was negative and Anti-HBs was

over 10 IU/ml in these babies. The HBV DNA measures were between

104 and 106 copy/ml and Anti-HBe was positive in the rest of the

patients (15 patients). The patients were followed up for 3 months and

the babies were vaccinated and had immunoglobulin at birth. One of the

babies died at birth, the other 14 babies were HBsAg seronegative and in

13 babies Anti-HBs levels were 10 IU/ml or higher.

Conclusion: In conclusion, our country is medium endemic region in

terms of HBV infection. Although hepatitis B vaccine is routine in

vaccination scheme, screening must be held in pregnant women and if

HBsAg seropositivity is detected, the baby has to be vaccinated and

have immunoglobulin at birth.
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Introduction: There is a need to develop combinational vaccine to

induce strong systemic and mucosal immunity for Hepatitis B

infection. Nasal vaccination is a promising alternative choice for

conventional parenteral vaccination as it is non-invasive, capable of

elicit strong systemic and mucosal immunity, it does not require

needles, avoiding the pain and discomfort. The use of combination

vaccines is a useful way to overcome the restrictions of multiple

injections, especially for starting the immunization series for children

behind schedule.

Methods: In this study, the potential of combinational microparticle

delivery system as nasal vaccine was investigated. Two type of

microparticle formulations were prepared by using Hepatitis B Surface

Antigen (HBsAg) and Tetanus Toxoid (TT) with PLGA as polymer. Tri

Methyl Chitosan was used as a mucoadhesive coating material. The

particle size, surface charge, morphology, protein loading efficiency,

protein integrity, In vitro release studies, Fluorescence microscopy,

In vivo immunological response was performed. The biodistribution

study was performed to confirm the transport of microparticles across

the nasal mucosa and distribution of particles in blood and various

tissues. The immunogenicity of microparticle based delivery sys-

tem(s) was assessed by measuring anti-HBsAg antibody titer in mice

serum and secretions after intranasal administration.

Results: The TMC coated PLGA microparticles has an average size of

1-10l and a positive zeta potential while PLGA microparticles shows

negative zeta potential. The protein loading efficiency was found as

above 80%. The antigen integrity was retained intact in encapsulated

form as well as on release. The coated microparticles shows strong IgA

level as compared to Aluminum adsorbed parenteral vaccines.

Conclusion: Surface modified PLGA microparticles proved great

potential as a nasal delivery system for combinational vaccines where

humoral, cellular and mucosal responses are necessary particularly in

conditions after bacterial and viral pathogens invade the host through

the mucosal surface.
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1Infectious Diseases, Adiyaman University School of Medicine,

Adiyaman, 2Infectious Diseases, Meram Research and Training

Hospital, Konya, 3Internal Medicine Section of Infectious Diseases,

Hacettepe University Faculty of Medicine, Ankara, 4Public Health,

Public Health Management Office, Konya, 5Pathology,
6Biochemistry, Adiyaman State Hospital, 7Biochemistry, Adiyaman

University School of Medicine, Adiyaman, Turkey

Background: Annexin A2 is involved in several biological processes,

including anti-inflammatory effects, Ca2 + -dependent exocytosis,

immune responses, Ca2 + transport and phospholipase A2 regulation.

We aimed to evaluate AnnexinA2 values in liver fibrosis.

Materials and Methods: This study included 173chronic hepatitis B

patients and 51 healthy controls. Biopsy criteria were established

according to American Association for the Study of Liver Diseases

(AASLD) criteria. Local ethics committee approved the study pro-

tocol and all participants gave a written informed consent. Annexin

A2 examination from serum samples was made using E91944Hu kit

(USCN� life sciences). Data were analyzed using SPSS 16.0 soft-

ware. Chi square test, independent samples T test, and Mann Whitney

U test were used for statistical analysis. Mann-Whitney U test with

Bonferroni correction after Kruskal Wallis test was used to analyze

association of biopsy stages with BMP7.
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Results: Annexin A2 levels were found to be elevated in patients

compared to controls (p = 0,001). Patients with F1-F3 fibrosis had

higher Annexin A2 levels when compared to controls however

patients with F4-F5 fibrosis did not differ significantly from the

control group. Serum Annexin A2 levels found to be higher in F1

patients when compared to F4 patients otherwise remained stable

through the different fibrosis stages. Serum Annexin A2 levels posi-

tively correlated with HBV DNA however, were found to be inversely

correlated with histological activity index score and fibrosis score.

Conclusion: Serum Annexin A2 levels were elevated at the early

stages of liver damage and remained elevated through-out the course

of the disease which may give rise to extrahepatic manifestations.
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HBsAg and Anti-HCV positivity of pregnant women in Adiyaman
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Purpose: Aim of this study was to determine HBsAg, Anti-HBs and

Anti-HCV positivity rates of pregnant women in Adiyaman province.

Materials and Methods: HBsAg, Anti-HBs and Anti-HCV data of

women admitted to Adiyaman Obstetrics and Gynecology Hospital

between January-1-2008 and December-31-2011 were retrospectively

evaluated from laboratory recordings. Anti-HBs level above 10 IU/mL

was accepted positive.

Findings: Mean age of 9420 women (ages between 18-45) admitted

to hospital was 23.4 years. HBsAg was positive in 442 (4,7 %), Anti

HBs was positive in 3624 (38.4%) and, Anti-HCV was positive in 27

(0,286%) patients. HBsAg positivity was 1.33% in 18-25 years group;

2.05% in 26-30 years group; 0.78% in 31-35 years group; 0.32% in

36-40 years group and 0.18% in [ 40 years group (Table 1).

Conclusion: Our country is an intermediate endemic country for

HBV infection. Beginning from 1998 all newborns are administered 3

doses of hepatitis B vaccine at 0, 1, and 6th months. Although hep-

atitis B is included in routine vaccination schedule in our country

newborn infants detected to have HBsAg positivity should have

hepatitis B immunoglobulin with vaccination. Pregnant women who

are at risk for HCV infection should be assessed and followed.
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Intra-familial transmission of hepatitis B in BANGLADESH
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Kumar Podder1, Md. Kutubuddin Mollick1, Md. Nasirul Islam1

1Hepatology, Sir Salimullah Medical College and Midford Hospital,
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Background/Aim: Hepatitis B virus (HBV) infection is the most

important cause of chronic hepatitis in Bangladesh. HBsAg positivity

in general population is around 5.4%.In Bangladesh intra-familial and

household clustering has impact on persistence of HBV infection.

Methodology: Patients coming for liver biopsy for HBV related liver

diseases were questioned to find out the infected members in their

families. These patients were selected on the basis of availability.

They belonged to lower, middle and high socio-economic classes.

HBsAg screening test was done in their family members.

Results: 82 chronic HBV patients of both sexes (M:F = 68:14, age

16-53 years) was studied. Lower, middle and high socio-economic

classes was found in 8, 22 &3 persons in family history positive cases

compared to 10,32 &7 in family history negative cases respectively.

Intra-familial spread was found in 33 (40.24%) cases. Mother was

affected in 5 (15.15%), father in 5 (15.15%), brother in 19 (57.57%),

sister in 1 (3.03%), children in 1 (3.03%), uncle in 2 (6.06%) cases.

More than 2 family members were affected in 18.18% cases. High

and middle socioeconomic classes had significantly less affected

family members than in lower socioeconomic group having similar

infection in both family history positive or negative classes. Median

time of seeking treatment after detection of HBV infection was

5 years in family history positive cases as compared to 3 years in

negative cases.

Conclusion: This study though small, denotes 40.24% cases having

intra-familial spread. Also horizontal modes of transmission was

found to be a major route of spread. Long duration of contact was one

of the important factor in spread of HBV in family history positive

cases. Awareness about the mode of transmission was probably

responsible for relatively less intra-familial spread of HBV in middle

and higher socio-economic classes.
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Treatment outcome with nucleos(t)ide analogs in naive and non-
naive chronic hepatitis B patients
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Backgrounds-aims: It is reported that there are differences in treat-

ment outcome with interferon (INF) and nucleos(t)ide analogs

(NA).This situation can be explained by host factors, viral mutations

and drug potency. It is reported that resistance rate is higher in

patients that are non-responder to another NA.Prolonged effect of INF

can increase the response rate of current NA.We aimed to evaluate the

response rate of NA in patients with NA and INF-naive and non-naive

chronic hepatitis B (CHB).

Methods: Totally 257 CHB patients (37 HBeAg (+),220 HBeAg(-))

followed in our clinic were evaluated retrospectively. HBV-DNA

Table 1 Age distribution of HBsAg positive patien

Age interval Number of HBsAg

positive pregnant

women

18-25 years 126

26-30 years 194

31-35 years 74

36-40 years 31

[ 40 years 17
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losing rates were compared statistically in 3.6.12. and 24.months for

naive and non-naive groups in terms of NA and INF separately

(Figs.1, 2).

Results: Any significant difference was not found between INF-naive

and non-naive groups in terms of DNA losing rates.We found that

previous INF usage do not affect the response rate of NA as distinct

from current literature. Response rate in NA-naive patients were

found to be higher than NA-non-naive patiens that are using lami-

vudine in 6. and 12. months(respectively p = 0,0212,p = 0,005).

While DNA losing rate was %92 in NA-naive patients that are using

entecavir, it was %0 in NA-non naive ones. For other NA, response

rates were similar in both groups (naive and non-naive).The highest

response rate was on tenofovir among all NA.

Conclusions: These results revealed that the potency of therapeutic

agents is one of the most important factors in the treatment

response. When starting the treatment, drugs having low genetic

barrier such as lamivudine should be used as a first choice in NA-

naive patients.On the other hand, in NA-non-naive patients, drugs

having high genetic barrier such as entecavir and tenofovir should

be preferred.
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Hepatitis B e antigen-positive chronic hepatitis B patients
with two-year tenofovir disoproxil fumarate therapy

Elif Yorulmaz, Gupse Adali, Ilyas Tuncer

Goztepe Education and Treatment Hospital, Istanbul, Turkey

Antiviral drug resistance in chronic hepatitis B virus infection, pro-

gression of liver disease may cause long-term treatment. Drug

resistance is known to be important in the formation of high viral load

and ALT values.

Study, lamivudine-resistant Tenofovir Disoproxil Fumarate (TDF)

therapy was started 52 patients (group 1) and naı̈ve TDF therapy was

initiated 44 patients (group 2) were included. At the end of the second

year of HBV DNA and ALT levels and HBeAg seroconversion rates

were compared.

A total of 96 HBeAg positive patients (%66.6 men, mean age of

48 ± 15.8 years) were recruited. Basal serum ALT and HBV DNA

levels, respectively, in the first group were 80 ± 26 IU / L and 16

000 ± 876 IU / ml, the second group, 112 ± 58 IU / L and 53.5764

million ± 49 IU / ml, respectively. ALT normalization at the end of

the second year, 91.3% in the first group and the second group was

96.7%. Rates of undetectable HBV DNA at the end of the second year

1 and 2 groups were found in 93.4%, and 89.2%, respectively. HBeAg

seroconversion occurred in 8.8% of the whole group.

For the prevention of the spread of drug-resistant mutant strains,

high resistance barrier, such as the first-line treatment with TDF drugs

should be selected.
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HBeAg titer monitoring in HBeAg-positive chronic hepatitis B
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Background and aims: In this study we investigated whether Hbe

Ag levels can be used as a novel monitoring parameter, and corre-

lation between HBV DNA levels and HBeAg titers in Hbe

Ag-positive chronic hepatitis B (CHB) patients treated with entecavir

and tenofovir.

Methods: HBeAg was investigated on an Architect System device

using the chemiluminescent microparticle enzyme immunoassay

(CMIA) technique before and at weeks 12, 24 and 48 of treatment in

62 CHB patients treated with entecavir and tenofovir. Since there is

no standardization in the quantitative measurement of HBeAg titer

with the ELISA technique, this study investigated titers directly, with

no s/co-type procedure performed, in laboratory results investigated

using the appropriate kits. HBV DNA levels were determined with the

real time PCR method using an Abbott M2000rt kit. Test measure-

ment range was 15 IU/mL-108 IU/mL.

Results: 75.8% of 62 patients were male and average age was

36.6 ± 13.1. Of the patients, 36 received entecavir and 26 received

tenofovir. The decrease in HBV DNA levels during the first 24 weeks

of treatment was statistically significantly correlated with the decrease

in HBeAg levels over the same period (r = 0.32, p = 0.017). The

same correlation was also present between at weeks 24 and 48 of

treatment (r = 0.34, p = 0.01) (Figs. 1, 2). No difference were

between entecavir and tenofovir.

Conclusion: The results of our study suggest that HBeAg titer

monitoring can be used as a novel parameter, in situations in which

HBV DNA cannot be investigated, in the monitoring of response to

treatment in HBeAg-positive patients, and that a fall in HBeAg titers

can be a predictor of virological response.
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Histology improvement was achieved in chronic HBV infection
patients after 2-year telbivudine treatment

Qinglong Jin, Yue Qi, Xiaoyu Wen, Junqi Niu

First Hospital of Jilin University, Changchun, China

Aim: To evaluate the effect of tlbivudine treatment in the CHB

patients and the factors related to well outcomes of the treatment.

Fig. 1 DNA losing rates in INF-naive/non-naive

Fig. 2 DNA losing rates in NA-naive/non-naive
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Methods: The cohort of our study included 34 patients who were

diagnosed as CHB or compensated cirrhosis. Several physical and

laboratory data were collected and the liver biopsy was performed

before and after the treatment.

Results: The 34 patients included 3 females and 31 males. HBV DNA

was detected in 9 of them at the end of treatment. The inflammation

grade at baseline was sever in the group whose HBV DNA was

undetectable, but the fibrosis grade was not different compared with

the patients whose HBV DNA was detectable after treatment. 13

patients accompanied with fatty liver. The HBV DNA undetectable

rate, BMI and histology improvement were significantly different in

the group with and without fatty liver. Histology improvement pre-

sented in all the patients after treatment.

Conclusion: histology improvement is achieved after 2-year tel-

bivudine treatment in the CHB and compensated cirrhosis patients,

and the response is related to BMI and the presence of fatty

liver.
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Third- year entecavir treatment in naive chronic
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Background: During the last 2 decades much progress has been made

in treatment Cronic hepatitis B (CHB), oral nucleos(t)ide analogs

have been used as a new antiviral agents. Among the nukleos(t)ide

analogs, Entecavir (ETV) is one of the most effective agents. How-

ever information about the efficacy of ETV long-term on both

virologic and histological respond is limited. We aimed to determine

histological improvement, antiviral potency and viral resistance rate

after 36 months of ETV treatment.

Methods: Thirthy eight nucleos(t)ide naı̈ve CHB patients treated with

ETV 0.5 mg/day included in this study. Eligibility criteria were: a

viral load of at least 2000 IU/Ml at the initiation,who underwent liver

biopsy before and during treatment and who were treated for at least

36 months. Necroinflamation and fibrosis were assessed with the

ISHAK modification system.

Results: The mean age and follow-up period were 42 ± 12 (20-76)

years and 45 ± 10 months respectively. Of the 38 patients 29 %

female, 44.7% were HBeAg positive, the mean ALT level was

110 ± 53(U/L), HBV-DNA level was 4.68x107 ± 4.56 x 107

IU/Ml and mean necroinflamatory and fibrosis score were

7.2 ± 2.1and 1.7 ± 1.1, respectively at baseline. All patients were

genotip D. Of the 17 HBeAg -positive patients; 9 of them lost

HBeAg and HBeAg seroconversion occurred in 6 patients, 86.8 %

of the patients had undetectable serum HBV-DNA levels.

At 3rd year HBV-DNA level was 5.45x101 ± 1.36x101 IU/Ml

(p \ 0.001), ALT level was 31 ± 20(U/L) (p \ 0.001), necroin-

flamatory score was 5.0 ± 1.5 (p \ 0.001) and fibrosis score was

1.6 ± 1.0 (p = 0.76).

Conclusions: Among patients with CHB treated with long term ETV,

the rates of virologic and biochemical responses are highly effective

and may result histological improvement. ETV is a valuable treatment

option for the management of CHB. Further prospective controlled

studies are needed to confirm these findings.
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Background and objectives: It is well known that cytotoxic che-

motherapy of immunosuppressant drugs reactivates hepatitis B virus

(HBV) infection inducing fluminant hepatitis,especially in patients

positive for HBs antigen.But,recently we began to know that anti-

cancer drugs rarely let negative for HBs antigen and positive for HBc

and/or HBs antibody patients to be fluminant hepatitis called‘‘de novo

hapetitis B’’.Our hospital started to check HBV markers for all

patients who underwent cytotoxic chemotherapy before induction

since March 2011.But it is still kept unknown the reactivation of de

novo HBV infection during chemotherapy in solid tumors of digestive

system.The aim of this study was to clarify the characteristics of HBV

screenings in patients receiving chemotherapy for solid tumors of

digestive system and HBV reactivation due to chemotherapy.

Methods: 78 patients(pts) were checked for HBV markers before

receiving the chemotherapy for digestive tumors from August 2011 to

July 2012. Diagnosis,type of chemotherapy,HBV markers,and HBV

reactivation were retrospectively analyzed.

Result: The origin of malignancies inducing chemotherapy were

esophagus in 5pts,stomach in 20pts,duodenum in 1pts,colon and

rectum in 32pts,liver in 2pts,bile duct in 9pts,pancreas in 12pts and

spleen in 1pts.30pts who received curative resection underwent

adjuvant or neo-adjuvant chemotherapy.48pts received chemotherapy

for far advanced or recurrent cancer.30pts received adjuvant che-

motherapy including the cases of non-currative resection.2pts were

Positive or HBs antigen(1.3%).The rate of the patients who were

negative for HBs antigen and positive for HBs and/or HBc antibody

were 31.6%.HBV-DNA were undetectable in all those

patients,therefore no patients were administered chemotherapy with

anti-virus drugs.No reactivation of HBV was detected in those cases.

Conclusion: Although the activation of HBV infection during the

chemotherapy for tumors of digestive system may be rare from our

results,we should pool more samples for further analysis.
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Introduction: Chronic hepatitis B (CHB) has a significant impact on

the Australian health care system and including the General Practi-

tioners (GPs) in the CHB management is essential to reducing its
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personal and community impact. This qualitative study explored how

GPs understand their role in the clinical management of CHB.

Methods: Semi-structured interviews were conducted with 26 GPs

from five Australian jurisdictions. General practitioners self-identi-

fying as having a ‘high caseload’ of patients and/or an interest in CHB

were purposively recruited. The interviews were analysed according

to the principles of grounded theory.

Results: General practitioners were culturally diverse with almost

two-thirds communicating with their patients in at least one language

other than English; primarily one or more Chinese languages, and

Vietnamese. The principal roles identified by GPs in CHB were

diagnosis, monitoring, mediating between patient and specialist and

patient education. Poor knowledge of CHB was identified as a sig-

nificant barrier limiting their role in managing CHB as was a lack of

an agreed referral pathway between general practice and specialist

services. GPs believed they were ideally placed to be involved in the

long term monitoring and management of CHB as they are more

accessible than specialist services particularly with flexible business

hours, geographic accessibility, and familiarity with community lan-

guages and cultural norms. There was general support for GPs having

an active role in the delivering CHB pharmaceutical treatment with

shared care the preferred model.

Conclusion: An optimal clinical and public health response to CHB

requires the role of GPs to be clearly defined. Based on the findings of

this study, GPs require additional skills and resources to effectively

respond to CHB, however, there is a keen interest to expand the role

of GPs beyond diagnosis and monitoring to include a more substan-

tive role in management and treatment of CHB.
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Background/Aims: The combination therapy of peginterferon (PEG-

IFN) and a potent antiviral drug might improve the response rate in

patients with chronic hepatitis B. The aim of this study was to

compare the efficacy of PEG-IFN plus entecavir and PEG-IFN alone

in Thai patients with HBeAg-negative chronic hepatitis B.

Methods: 76 treatment-naı̈ve patients with HBeAg-negative chronic

hepatitis B were randomly assigned to either combination of PEG-

IFN alpha-2b (1.5 microgram/kg weekly for 48 weeks) and entecavir

(0.5 mg/day for 48 weeks) (group 1) or PEG-IFN alpha-2b mono-

therapy (1.5 microgram/kg weekly for 48 weeks) (group 2). Serum

HBV DNA and HBsAg levels were quantified using commercially

available assays (Roche Diagnostics). Data were evaluated based on

the intention-to-treat analysis.

Results: There were 37 and 39 patients in groups 1 and 2, respec-

tively. At baseline, no significant difference between groups 1 and 2

was observed with respect to sex, mean age (42 vs. 39 years), ALT

level (67 vs. 71 IU/L), HBV DNA level (4.9 vs. 5.1 log10 IU/mL) and

HBsAg level (3.2 vs. 3.5 log10 IU/mL). At week 48, HBV DNA was

undetectable in 29/37 (78.4%) in group 1 versus 13/39 (33.3%)

patients in group 2 (p \ 0.001). The mean HBV DNA level in group 1

was significantly lower than that of group 2 (0.2 vs. 1.6 log10 IU/mL,

respectively) (p \ 0.001). However, there was no significant

difference in mean HBsAg level between both groups (2.4 vs. 2.4

log10 IU/mL). HBsAg clearance was achieved in 1/37 (2.7%) and

3/39 (7.7%) in groups 1 and 2, respectively (p = 0.33).

Conclusions: At the end of treatment, PEG-IFN plus entecavir leads

to a higher rate of HBV DNA suppression than PEG-IFN mono-

therapy. However, the combination therapy might not superior to

PEG-IFN monotherapy on the basis of HBsAg reduction and HBsAg

clearance.
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Aim: To estimate the prevalence of HBV/HCV coinfection in

northern china and to determine risk factors of coinfection.

Methods: Datas were collected from volunteers in 50 towns in Jilin

Province, China. Questionnaires were used to obtain socio-demo-

graphic data. HBsAg
�
HBsAb

�
HBeAb

�
HBeAb

�
HBcAb and anti-

HCV were detected by enzyme immunoassays. Patients with HBsAg/

anti-HCV positive were tested by Color Doppler,liver enzymes and

HBV DNA/ HCV RNA. To identify risk factors,a case-control study

was conducted and seronegative ones matched for age and sex.

Results: The prevalence of HBsAg
�
anti-HCV

�
HBsAg + anti-HCV

and HBcAb + anti-HCV positivity were sepatately 6136/100,000

(6.13%), 2979/100,000 (2.98%), 102/100,000 (0.10%) and

1134/100,000 (1.13%). HBV DNA and HCV RNA positive rate were

lower in patients with HBsAg + anti-HCV positive than with HBsAg

positive . ALT elevated rate in HBsAg + anti-HCV positive patients

was higher than in HBsAg or anti-HCV positive patients. It was

highest among 35-44 years old in male, which was earlier than in

HBsAg or anti-HCV positive patients. And it was no difference with

HBsAg or anti-HCV positive patients in female. The prevalence of

cirrhosis in HBsAg + anti-HCV positive patients was higher than in

HBsAg and anti-HCV positive patients. It was highest among

45-55 years old for male, which was earlier than in HBsAg or anti-

HCV positive patients. It was no difference with HBsAg or anti-HCV

positive patients in female. HBV/HCV coinfection was significantly

associated with transfusion, surgery, razor sharing, acupuncture, tat-

tooing and dental treatment.

Conclusion: The prevalence of HBV/HCV coinfection was

1236/100,000(1.23%)in the northern of China and the prevalence of

HBsAg + anti-HCV was 0.1%. Risk factors of HBV/HCV coinfec-

tion included transfusion,surgery,razor sharing,acupuncture and

tattooing.
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Background/aims: We observed histological outcome of chronic

hepatitis B (CHB) patients with advanced fibrosis or cirrhosis after

long-term entecavir (ETV) treatment.

Methods: We reviewed clinical data of CHB patients and compared

the results of paired liver biopsies both pre- and post-treatment.

Knodell scoring system and Ishak fibrosis scores were used to assess

necroinflammation and fibrosis of biopsy samples, respectively.

A C 2-point change in Knodell inflammatory score or C 1-point

change in Ishak fibrosis score were considered remarkable.

Results: Eleven eligible patients with paired liver biopsies were

enrolled. Eight patients were male with a median age of 44. Median

duration of treatment was 42 months (range 13-69 months). After

long-term antiviral treatment with ETV, median Knodell necroin-

flammatory score decreased from 10 to 0 (P = .0038), and median

Ishak fibrosis score dropped to 3 from a baseline score of 5

(P = .0137) (Fig. 1). Furthermore, two patients achieved a fibrosis

score of 0 post-treatment (Fig. 2).

Conclusions: CHB patients with significant fibrosis or cirrhosis

benefited from long-term antiviral therapy with ETV in that necro-

inflammation was markedly improved and reversal of fibrosis or

regression of cirrhosis was also observed in most individuals.

Topic: 8.b Clinical

Absno: 1326

Association between IL28B polymorphisms and spontaneous
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Background/aims: Single-nucleotide polymorphisms (SNPs) near

the interleukin 28B gene (IL28B; interferon [IFN]-k-3) are associated

with outcomes of chronic hepatitis C virus (HCV) and hepatitis B

virus (HBV) infection treated with peginterferon (PEG-IFN) alpha-

based antiviral therapy. In this study, we investigated the influence of

IL28B polymorphisms on spontaneous clearance of HBV infection in

a large Korean cohort.

Methods: Between January 2007 and June 2010, a total of 208

patients with chronic HBV infection and newly diagnosed HBV-

related hepatocellular carcinoma were recruited as the CC group

[HBsAg(+) for [ 6 months, anti-HBc(+), and anti-HBs(-)]. In

addition, 351 organ donors were stratified into the UE group

[n = 106; HBsAg(-), anti-HBc(-), and anti-HBs(-)] or the SC

group [n = 245; HBsAg(-), anti-HBc(+), and anti-HBs(+)]. The

SNaPshot ddNTP Primer Extension Kit (Applied Biosystems, Foster

City, CA) was used for SNP detection. Direct full sequencing of the

IL28B coding region was also attempted.

Results: Regardless of group, rs12979860 CC was most frequently

identified (85.0% in UE, 85.9% in SC, and 93.5% in CC, respec-

tively), whereas rs12979860 TT was not identified in any group.

Similarly, rs12980275 AA and rs8099917 TT were most frequently

identified (C 85%) regardless of group, whereas rs12980275 GG was

identified in only one subject in the SC group. In addition, rs8099917
GG was not identified. The prevalences of CC in rs12979860, AA in

rs12980275, and TT in rs8099917 were significantly higher in the CC

group when compared with the UE and SC group (all P \ 0.05).

Among 19 novel SNPs in the IL28B coding region, the proportions of

6 SNPs were significantly different among the UE, SC, and CC

groups (all P \ 0.05).

Conclusions: The SNP upstream of IL28B that has the strongest

genetic association with HCV recovery to date has an inverse influ-

ence on HBV recovery. Additional studies are needed to understand

the mechanisms of this SNP in HBV infection.

Fig. 1 A plot of Knodell inflammatory scores and Ishak fibrosis

scores both at baseline and post-treatment of patients underwent long-

term ETV therapy

Fig. 2 Dstributions of Ishak fibrosis scores at baseline and post-

treatment, the grass green areas represent percentage of patients that

had a Ishak fibrosis score of 0 post-treatment
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Background and aim: The optimal duration of oral antiviral therapy

in HBeAg negative chronic hepatitis B (CHB) is still uncertain. Asian

Pacific guidelines recommend a stopping rule that therapy can be

stopped if undetectable HBV DNA was demonstrated in 3 occasions

at least 6 months apart. Nearly half of the patients experience clinical

relapse after stopping entecavir (ETV) therapy by the rule. This study

investigated the efficacy of ETV re-therapy in this patient population.

Patients and methods: A total of 92 HBeAg-negative CHB patients

(mean age 56.3, male 85%, cirrhosis 76%) who had discontinued

ETV therapy were re-treated with ETV for at least 6 months. Serum

ALT and HBV DNA were measured at least every 3 months. The

results of the second round ETV therapy were compared with the

results of their first round therapy.

Result: The baseline ALT and HBV-DNA were comparable between

the first and second round of ETV treatment. During ETV retreat-

ment, time to first undetectable HBV DNA was shorter than that

during the first round ETV therapy (183.6 vs 236 days; P = 0.005).

Serum HBV DNA becomes undetectable within 3 months in 47%

during retreatment, in contrast to 35.6% during the first round ETV

therapy (P = 0.146). Cirrhotic patients showed a faster response as

compared with non-cirrhotic patients though the difference was not

significant statistically.

Conclusion and perspective: ETV retreatment is at least as effective

as prior ETV therapy in HBeAg-negative patients with CHB or

cirrhosis.
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The efficacy of entecavir treatment up to 96 weeks in HBeAg
positive chronic hepatitis B patients with high viral load

Hong Tang, Libo Yan, Enqiang Chen, Lingyao Du

Sichuan University, Chengdu, China

Background: This study aimed to evaluate the efficacy of entecavir

in HBeAg positive Chronic Hepatitis B(CHB) patients with high viral

load.

Methods: There were 99 HBeAg positive CHB patients with

HBVDNA [ 5 log10 copies/ml enrolled in this study. Patients were

administered ETV 0.5 mg daily for 96 weeks. In final analysis,

patients were divided into two groups according to viral load. Patients

with viral load higher than 9 log10 copies/ml were named group

A(N = 50), meanwhile others were named group B(N = 49).

Results: Baseline characteristics between two groups were similar

except viral load. The mean level of viral load in the two groups were

9.67 ± 0.42, 7.94 ± 0.89 log10 copies/ml respectively at baseline.

Virological response (VR, HBV DNA \ 300 copies/ml) was achieved

in 8of50(16%), 21of50(42%), 34of 50(68%) in group A, and

14of49(28.57%), 33of49(67.34%), 42of49(85.71%) in group B at week

24,48,96 respectively. The VR rate was always lower in high viral load

group compared to the low viral load group and the diffrences at week48

and 96 were statistically significant(P = 0.006, p = 0.037). Though

the VR rates were not high at week24 in both two groups, the ETV VR

rate were still achieved with high rates at week96. The rates of bio-

chemical responses and HBeAg seroconversion were similar between

the two groups at week 48 and 96. Among 96 weeks’ treatment, one

patient had virological breakthrough in Group A with inadequate vi-

rological response.

Conclusions: Entecavir led to significant HBV-DNA decrease . The

VR rate in high viral load group is always lower than low viral load

group, meanwhile it would improve as the treatment extending.

However, long-term study is needed to explore whether the resistance

rates in patients with inadequate virological response in high viral

load group would increase as time extends.
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Background: Bangladesh is an intermediate prevalent area of chronic

hepatitis B (CHB) virus infection. The data on safety and efficacy of

Telbivudine therapy on CHB patient in Bangladesh is limited. The

aim of the study was to see the safety and efficacy of Telbivudine

therapy on CHB patient.

Methods: This prospective study was done in the department of

Gastroenterology and Hepatology, Comilla Medical college Hospital,

Bangladesh during the period January 2009 to July 2012. A total of 58

patient of CHB with no history of previous nucleosid(t)e were treated

with 600 mg Telbivudine daily for 72 weeks. Virological and bio-

chemical response were analyzed at 24, 48 and 72 weeks for

therapeutic efficacy and side effects for safety profile.

Results: Among 58 patient 40 (69%) were male and 18 (31%) were

female. Mean age was 32.8 ± 4.8 years. 12 (21%) patient were

HBeAg positive and 46(79%) patient were HBeAg negative. Baseline

mean serum ALT was 78 ± 28 IU/L and Serum HBV DNA ranged

from 1 x 104 to 1 x 1012 copies/ml. At 24, 48 and 72 weeks 56, 52 and

47 patients were analyzed. Serum ALT level was normal at 24 weeks

in 80.4%, at 48 weeks in 94 % and by 72 weeks in 95% patient.

During treatment 74% of patients had undetectable HBV DNA at

week 24, 85% at week 48, 96% at week 72. 41.6%(5/12) patient

showed HBeAg seroconversion at 72 weeks. One HBeAg positive

patient showed high viral load than the baseline at 48 week after

initial response at 24 week. No drug related side effect reported.

Conclusion: Telbivudine showed high rate of viral suppression, ALT

normalization, HBeAg seroconversion and a favorable safety profile.
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Background: The nucleotide analogue Tenofovir is funded for

patients with hepatitis B, loss of virological response (HBV DNA 20

000 IU/mL or [ 1 log from nadir) and proven antiviral resistance.

In treatment-naı̈ve patients 76% of HBeAg-positive and 93%

of HBeAg-negative achieve viral suppression (HBV DNA \ 400

copies/mL or 69 IU/ml) at 48 weeks. Treatment-experienced cohorts

show a similar response but questions remain over durability in

patients with adefovir resistance.

Methods: Retrospective single-centre audit reporting local experi-

ence in treatment-experienced patients switched to tenofovir as

monotherapy or in combination with lamivudine. Patients treated

during pregnancy or following liver transplantation were excluded.

Results: 144 of 146 patients tolerated treatment and were analysed.

38 received combination therapy. Median follow up was 26 months

(range 1-94) with 116 patients completing 12 and 75 patients

24 months of therapy. Previous treatment included lamivudine (95%),

adefovir (64%) and telbivudine (12%). On intention to treat analysis

67% of HBeAg-positive, 72% of HBeAg-negative and 69% of all

patients achieved viral suppression (\ 400 copies/mL) at 12 months,

and 70%, 82% and 75% respectively at 24 months. In patients

meeting PHARMAC criteria for treatment failure at commencement

of therapy suppression was 56% at 12 and 75% at 24 months; results

were similar in the adefovir-resistant subgroup (57% and 71%).

HBeAg seroconversion occurred in 13% of patients treated for -

C 12 months; no patient lost HBsAg.

Conclusion: Our experience with tenofovir rescue therapy in patients

with antiviral resistance is consistent with published series. Adefovir-

resistant patients had a similar virologic response but longer follow-

up is needed. The need for combination rather than monotherapy in

this population needs further evaluation.
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Background/aims: The incidence of multidrug-resistant (MDR)-

chronic hepatitis B (CHB) during sequential lamivudine (LAM) and

adefovir dipivoxil (ADV) treatment is increasing. We investigated the

antiviral efficacies of various rescue regimens in patients who failed

sequential LAM-ADV treatment.

Methods: A total of 48 patients (83.3% HBeAg-positive) who failed

sequential LAM-ADV treatment were treated with one of the fol-

lowing regimens: entecavir (ETV) 1 mg monotherapy (n = 16),

LAM + ADV combination therapy (n = 20), or ETV(1 mg) + ADV

combination therapy (n = 12). All patients had confirmed genotypic

resistance to both LAM and ADV. Patients were evaluated every

12 weeks.

Results: There was no significant difference in the baseline charac-

teristics and treatment duration among study groups. During treatments

(median duration: 100 weeks), the decline of serum HBV DNA from

baseline tended to be greatest in the ETV + ADV group at all time

points (week 48: -2.55 log10 IU/ml, week 96: -4.27 log10 IU/ml), but

there was no statistical significance. The ETV + ADV group tended to

have higher virologic response rates at 96 weeks compared to the ETV

monotherapy or LAM + ADV groups (40.0% vs. 20.0% or 20.0%,

p = 0.656) and less virologic breakthrough was observed compared to

the ETV monotherapy or LAM + ADV groups (8.3% vs. 37.5% or

30.0%, p = 0.219), but there were no statistical significances. HBeAg

loss occurred in one patient in the ETV + ADV group, two in the ETV

monotherapy group, and none in the LAM + ADV group. Safety pro-

files were similar between each arm.

Conclusions: ETV + ADV combination therapy tended to have a

better antiviral efficacy compared to LAM + ADV or ETV mono-

therapy for MDR-CHB in Korea, where tenofovir is not yet available.
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Background and aim: Chronic hepatitis B (CHB) progress to hepatic

cirrhosis in 15-40% of of which 15-20% are likely to decompensate in

5-years. Antiviral therapy alone may reverse some of the decompensated

patients delaying the burden of Liver Transplantation. The study aims to

evaluate the usefulness of various prognostic indicators in predicting the

24-months survival in HBV related decompensated cirrhosis after

antiviral therapy and to evaluate the post-treatment outcome.

Methods: 96 HBV related decompensated patients on antiviral (ten-

ofovir) therapy were prospectively studied for 24 months, predicting

factor for survival and mortality using univariate and multivariate

regression analysis. Cutoff levels for several prognostic indicators were

generated by ROC. Overall probability of mortality was predicted.

Results: The overall probability of survival at 12 month was 0.947

whereas at 24 months it was found to be 0.833. According to Cox

proportional hazards model, the univariate analysis revealed cutoff

of [ 7.4 log copies/ml for HBV DNA, [ 1.2 mg/dl for serum creat-

inine, [ 3.7 mg/dl for total bilirubin, B 0.75 for platelets count, [ 10

for CTP and [ 20 for MELD as predictors of poor survival. MELD

score of [ 20 was the most robust predictor of mortality, with 58

times higher risk (HR: 58.73, p \ 0.001). Post treatment response

with tenofovir (TDF) therapy for 24 months significantly improves

the hepatic function and reverses decompensation.

Conclusion: Antiviral therapy can improve hepatic functional status

in a great majority of decompensated CHB, MELD score \ 20 was

most potent predictor of favorable response which can delay the need

of liver transplantation.
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Background: On-treatment hepatitis B surface antigen (HBsAg)

levels may predict response to peginterferon (PEG-IFN) therapy in

chronic hepatitis B (CHB).

Methods: 803 HBeAg-positive patients treated with PEG-

IFN ± lamivudine for one year in 3 global randomized studies (Pe-

ginterferon alfa-2a phase 3, Neptune and HBV 99-01) infected with

HBV genotypes A through D were enrolled. A stopping-rule based on

absence of a decline from baseline was compared to a prediction-rule

that uses HBsAg levels of \ 1500 IU/mL and [ 20,000 IU/mL at

week 12 or 24 to identify patients with high and low probabilities of

response.

Results: Patients were predominantly Asian (n = 580, 72%) or Cau-

casian (n = 188, 23%) and harboured HBV genotypes A/B/C/D in

13/25/48/14%. Response (HBeAg loss with HBV DNA \ 2,000 IU/mL

at 6 months post-treatment) was achieved in 182 (23%) and HBsAg loss

in 39 (5%). Patients with an HBsAg level \ 1,500 IU/mL at week 12 or

24 achieved response in 45 and 46%. At week 12, patients without

HBsAg decline achieved a response in 14%, compared to 6% of patients

with HBsAg [ 20,000 IU/mL, but performance varied across HBV

genotype. A stopping-rule based on absence of a decline at week 12 was

superior for patients infected with genotypes A (NPV 88%) or D (NPV

98%), while an HBsAg level [ 20,000 IU/mL better identified non-

responders with genotypes B (NPV 92%) or C (NPV 99%). At week 24,

nearly all patients with HBsAg [ 20,000 IU/mL failed to achieve a

response, irrespective of HBV genotype (NPV 98%). The performance

of the proposed stopping-rules in patients treated with peginterferon

monotherapy (n = 465) was excellent (Fig. 1).

Conclusions: On-treatment HBsAg level is a strong predictor of

response to PEG-IFN in HBeAg-positive CHB. Discontinuation is

indicated in all patients with an HBsAg level [ 20,000 IU/mL at

treatment week 24, irrespective of HBV genotype.
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Background/aims: Although currently available antiviral drugs can

efficiently suppress serum hepatitis B virus (HBV) viral load to an

undetectable level, they usually fail to achieve seroclearance of HBV

surface antigen (HBsAg) that indicates eradication of HBV infection.

In this study, we compared the effect of therapeutic vaccination in

patients in an inactive carrier phase with control patients.

Methods: We included chronic hepatitis B (CHB) patients who were

in an inactive HBsAg carrier state from January 2009 to November

2011. Seventeen patients who received therapeutic HBV vaccine were

included in the vaccination group. The same number of matched

patients were randomly selected and enrolled as the control group.

HBsAg, HBeAg, anti-HBe, serum alanine aminotransferase and HBV

DNA levels were assessed at 6 and 12 months from last administra-

tion of vaccine or from enrollment in both groups.

Results: Three patients experienced HBsAg seroclearance at follow-up

month 6: two patients (11.8%) in the vaccination group and one patient

(5.9%) in the control group (P = 1.000). At month 12, the majority of

patients in both groups remained in an inactive phase (the vaccination

group, 64.7% vs. the control group, 47.1%). In the vaccination group,

only a low baseline HBsAg titer (B 100 IU/mL) was significantly

related to a high frequency of HBsAg seroclearance (P = 0.044).

Conclusion: Therapeutic HBV vaccination is a potential therapeutic

option for the control and eradication of CHB in inactive carriers with a

low HBsAg titer. To enhance the efficacy and safety of such treatment,

rational patient selection and novel therapeutic approaches are needed.
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Background: Patients with chronic Hepatitis B virus (HBV) infection

are at a high risk of acquiring Hepatitis E Virus (HEV) infection leading

to rapid decompensation of liver function and increased mortality.

However, the roles and interactions between these viruses remain

unclear.

Methods: We investigated copy numbers of HBV and HEV in dual

positive patient serum vis-à-vis infection with any of those agents.

Nucleic acid isolations were carried out using Trizol. Copy numbers

of HBV and HEV were quantified by Real time PCR using virus

specific primers. We also developed a culture model by co-trans-

fecting Huh7 cells with HBV and HEV replicons. Dual infected

(HBV- HEV) cells in liver biopsies and cultures were detected by

immunofluorescence with rabbit-anti-HBsAg and mice-anti-ORF2(for

biopsies)/mice-anti-ORF3 (for cultures) and stained with anti-rabbit-

Alexa546 and anti-mice-Alexa488 respectively.Fig. 1 HBsAg
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Results: Average log copy numbers of HBV and HEV in dual

positive serum per ml were 14.068 ± 3.07 and 19.44 ± 5.19

respectively. Virus copy numbers in HBV only positive serum was

13.52 ± 3.81 and in HEV only positive serum was 15.85 ± 2.95.

Dual immunofluoresence of the biopsies and cell cultures showed the

same cells to be usually positive for both viruses (Figs. 1, 2).

Conclusion: Copy numbers of HEV in dual infected cases were

significantly higher than HEV only infected cases (p = 0.007) but the

difference of HBV copy numbers between dual positive and single

positive cases is not significant (p = 0.6). The detection of dual

transfected cells in culture system validated the use of such a system

for the study of HBV and HEV co/superinfection.
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Background: Patients with acute-on-chronic liver failure (ACLF) are

characterized by severe hepatic inflammation and the destruction of

hepatocytes. Severe accumulation of macrophages is usually seen in

the liver tissues from patients with fulminant hepatic failure. Acti-

vated macrophages might have a role during ACLF. Soluble CD163

(sCD163) is a scavenger receptor shed in serum during inflammatory

activation of macrophages. The aim of this study was to assess

sCD163 levels in patients with HBV-related ACLF and to evaluate

their clinical significance.

Methods: Serum samples were obtained from 63 patients with HBV-

related ACLF, including 60 males and 3 females(42.3 ± 10.5 years)

and 35 patients with chronic hepatitis B (CHB), including 31 males

and 4 females(38.5 ± 10.4 years). The levels of serum sCD163 were

measured by commercial enzyme-linked-immunosorbent serologic

assay (ELISA) kits. Pearson correlation was used to evaluate corre-

lation between sCD163 and international normalized ratio (INR), total

bilirubin (TBIL), albumin, serum alanine aminotransferase (ALT) and

aspartate aminotransferase (AST).

Results: The levels of serum sCD163 in ACLF patients (7178.62 ±

2417.25 ng/ml) were significantly higher than that in CHB patients

(4395.36 ± 2129.64 ng/ml, P \ 0.001). Moreover, there was a good

correlation between serum levels of sCD163 and the concentrations of

INR (r = 0.495, P \ 0.001), TBIL (r = 0.382, P \ 0.001), AST

(r = 0.316, P = 0.002). No correlation were found between the levels

of sCD163 and the levels of ALT or albumine in serum.

Conclusions: Our data revealed that activation of macrophages might

involved in the pathogeneses of ACLF. In addition, positive corre-

lation between sCD163 and INR and TBIL, suggesting that sCD163

might be useful marker for the evaluation of the severity and prog-

nosis in patients with ACLF.
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Chronic hepatitis B virus infection with acute exacerbation
during pregnancy: a case control study

Fig. 1 Dual Immunofluorescence in liver biopsies

Fig. 2 Dual Immunofluorescence in cell culture
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Background/aims: The prevalence of hepatitis B virus (HBV)

infection is estimated as 10-20% among women of child-bearing age

and is figured as 5.79% among pregnant women in Asia. Sporadic

acute exacerbations (AEs) of chronic hepatitis B (CHB) during

pregnancy have been reported. The knowledge of this event is limited.

We conducted a case-control study to explore this issue.

Methods: The study group comprised 12 CHB carriers with AE

during pregnancy. A group of 118 age-matched females with AE of

CHB without pregnancy were selected as a control group. The defi-

nition of AE was an abrupt elevation of alanine aminotransferase

(ALT) to 10 times upper limit of normal (36 U/L) or two-fold ele-

vation of baseline ALT to a level more than 5 times ULN. Hepatic

decompensation was defined as jaundice with international normal-

ized ratio (INR) more than 1.5 and/or features of hepatic

encephalopathy or existence of ascites.

Results: The mean age was 31.6 ± 2.5 (28-36) years. The mean total

bilirubin and INR in study group was 10.5 mg/dL and 1.8, respec-

tively, significantly higher than the correspoding levels in control

group (3.1 mg/dL, p = 0.006 and 1.2, p = 0.002, respectively).

Among 79 patients with age [ 30, 8 pregnant patients experiencing

AE had significantly higher ALT level (1108 vs. 698 U/L,

p = 0.045), total bilirubin (10.6 vs. 3.4 mg/dL, p = 0.001), INR (2.1

vs. 1.2, p \ 0.0001) and greater rate of hepatic decompensation (75%

vs. 4.3%, p \ 0.0001) than the corresponding figures of patients

without pregnancy. With stepwise logistic regression analysis, preg-

nancy (odds ratio 15.9, 95% CI 3.202-78.897, p = 0.001) and ALT

level (odds ratio 1.002, 95% CI 1.001-1.003, p = 0.001) were inde-

pendent factors for hepatic decompensation.

Conclusions: Pregnancy predisposed untoward clinical manifesta-

tions during AE of CHB in women of child-bearing age. Regular

monitor of ALT level and serum HBV DNA was necessary to avoid

poor clinical outcomes.
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Background and aims: To evaluate efficacy and safety of the

combined therapy with entecavir (ETV) and adefovir (ADV)at week

48 and 96 in chronic hepatitis B (CHB) patients who experienced

failure of treatment with nucleoside/nucleotide analogs.

Methods: Ninety CHB patients who had failed NA regimens and

were treated with entecavir plus adefovir combination were retro-

spectively analyzed. The biochemical response and complete

virological response at week 24,48 and 96 were evaluated.

Results: In total,90 CHB patients with entecavir and adefovir combi-

nation after failure of treatment of nucleotide/nucleotide analogs were

idetified,and 73 of them were male.20% of patients(18/90) had cir-

rhosis. The number of patients at week 24,48,96 was 90,66 and 31,while

the rate of complete virological response (HBV DNA \ 100 IU/ml)

was 63%(57/90),77%(47/61),84%(26/31) respectively.There are 14

patients hadn’t achieved complete virological response at week 48,6 of

them were virological breakthrough.4 out of 16 patients who contiuned

the combined therapy achieved complete virological response at week

96,including 2 patients who were virological breakthrough at

week48.The biochemical response at week 24,48,96 were

62%,67%,77%.There were no siginificant clinical side effects reported.

Conclusions: Entecavir plus adefovir combination treatment was

effective and safety in CHB patients after failure of NAs. Some of

patients who hadn’t achieved complete virological response at week

48 still reached VR if the combined therapy of ETV and ADV was

continued to week 96.
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Background and aims: HBV genotypes have distinct geographical

distributions and correlate with the severity of liver diseases. The aim

of this study was to characterize HBV genotypes distribution from

two main nationalities (Han and Tibetan Population) in Western

China using sequencing method.

Methods: A target fragment of S gene sequences was amplified and

sequenced. Pairwise sequence and phylogenetic analyses were per-

formed using CLUSTAL V.

Results: The differences in the target PCR fragments of the S genes

among genotypes A through F were greater than 4%, which is consistent

with the inter-genotypic divergence of at least 4% in HBV DNA S gene

sequences. The method of the minimum detectable concentration was

2 9 103copies/ml and the serum with above 2 9 103copies/ml of HBV

DNA load was successfully genotyped. In HBV patients of Han pop-

ulation, total 641 HBV isolates were successfully genotyped.409

(63.8%) were with type B, 230 (35.9%) were with type C, 2 (0.3%) were

with type D. and in HBV patients of Tibetan population, total 206 HBV

isolates were successfully genotyped.3 (1.5%) were with type B, 105

(51%) were with type C, 98 (47.5%) were with type D. The HBV

genotype distribution was significantly different in Han and Tibetan

Population in Western China.

Conclusions: These results indicate that our new genotyping method

utilizing a fragment of the HBV S gene is valid and can be used as a

genotyping strategy. Overall, Genotype B and C are the most pre-

valent genotype in Han Population in Western China, whereas

genotype C and D in Tibetan population in Western China. There are

a significant difference of HBV genotype between the two main

nationalities in Western China.
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Backgrounds: Emerging multi-drug resistance (MDR) to antiviral

agents compromises the management of chronic hepatitis B (CHB).

We evaluated the clinical outcomes of CHB patients with MDR in an

area where tenofovir is not yet available.

Methods: Thirty-two patients who showed the simultaneous resis-

tance to more than two prior antiviral agents were recruited for the

study from 2008 to 2012. The genotypic mutations revealed the

resistance to the lamivudine (M204) or adefovir (A181 or N236) or

entecavir (S202 or T184, M250).

Results: The median age of patients was 48 (27-74) years, and the

duration of previous antiviral exposure before MDR was 73 (2-135)

months. There were 34 MDR panels of mutations from 32 patients,

consisting of lamivudine + entecavir (n = 15), lamivudine + adefo-

vir (n = 12) and lamivudine + adefovir + entecavir (n = 7).

Laboratory test showed the HBV DNA level of 6.6 (2.7-9.5) log

copies/ml, ALT level of 47 (11-946) IU/L and HBeAg positivity of

78.8%. After the diagnosis of MDR, patients were treated with the

following regimens; continued previous drugs (n = 11), change of the

regimen (n = 20), or discontinuance of drugs (n = 3) until tenofovir

is available. HBV DNA levels at 6, 12 and 24 months after MDR

gradually decreased from 4.7, 4.5 to 2.9 log copies/ml, respectively.

During the follow-up of 22 (2-45) months after MDR, one patient

died due to the hepatic failure and another patient underwent liver

transplantation 2 months after MDR, while the remaining patients

preserved hepatic function.

Conclusions: The present study confirms that the patients with MDR

had experienced the sequential therapies and we should carefully

monitor the development of MDR. However, under the setting of

unavailable tenofovir, most MDR patients maintained the totlerable

liver function with the current therapy. Next, the prospective study of

tenofovir based combination therapy is needed in CHB patients with

MDR.
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Background: Despite recent advances in anti-viral agents for chronic

hepatitis B virus (HBV) infection, complete eradication of the virus

has been difficult to achieve. To investigate the safety and immuno-

genicity of a modified HBV DNA vaccine (HB-110) encoding

multiple HBV proteins, a phase I, randomized, open-label, dose-

escalating clinical trial was performed.

Methods: Following 8 weeks of adefovir dipivoxil (ADV) treatment,

27 patients were randomized to receive therapy with either a com-

bination of HB-110 and ADV or ADV alone. Of the 27 patients, the

18 treated with the combined therapy were divided into three groups

according to HB-110 vaccine dose (2, 4, or 8 mg), and nine received

ADV (10 mg) once daily for 48 weeks. All adverse effects were

evaluated using the WHO adverse-reaction criteria. Additionally, an

ex vivo interferon- c- enzyme-linked immunosorbent spot assay was

used to evaluate HBV Ag-specific T-cell responses, and liver function

tests, serum HBV DNA levels, and the presence of HBeAg or HBeAb

were assayed to evaluate anti-viral responses.

Result: During the 48 weeks of treatment, no serious adverse event

was recorded in either group. However, one patient (11.1%) in the

ADV-alone group showed flares of AST, ALT, and LDH and there-

fore dropped out. There was no significant difference in HBV

Ag-specific T-cell responses between the HB-110 groups and the

ADV-alone group. However, earlier ALT normalization, less fluctu-

ation in HBV DNA levels, and higher HBeAg seroconversion were

found in the HB-110 combined groups than in the ADV-alone group.

Conclusion: This initial phase I clinical trial of the candidate HBV

therapeutic vaccine HB-110 showed it to be well tolerated and safe.

Additionally, HB-110 elicited marked anti-viral responses, including

ALT normalization and decreased HBV viral load, through a strong

and durable T-cell response. These data support further exploration of

HB-110 as an HBV DNA vaccine candidate.
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Background: The accurate differentiation of inactive carrier of HBV

infection from Chronic Active Hepatitis B is a debate. Serum HBV

DNA level has been used to replication assessment of HBV, but this

assay is molecular based and expensive. Recently, cheaper laboratory

tests such as HBsAg quantification assays have been proposed which

not only identifies hepatitis B clinical condition but also evaluates

treatment response.

Methods: In a cross sectional study that has done in multicenteric

centers in Tehran in 2011-2012 we determined the Serum HBsAg
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concentration using Roche assay and HBV DNA levels using Cobas

Tagman Assay and Liver enzymes in inactive carriers and chronic

hepatitis B patients before receiving anti-viral drugs.

Results: The enrolled cases were 233 patients with mean age

44 ± 13.92 including 121(51.9%) inactive carriers and 112 (48.1%)

chronic active hepatitis B. The log10 HBsAg concentration were

significantly lower in inactive carriers rather than chronic active

hepatitis B. (2.52(± 1.0) vs. 3.67(± 0.89), IU/ML P \ 0.001). The

log10 HBV DNA levels were significantly lower in inactive carriers

rather than chronic active hepatitis B [(2.51 (± 1.17) vs. 5.58

(± .1.70), P \ 0.001)]. The ALT was significantly lower in inactive

carriers rather than chronic active hepatitis B. [(37.13 (± 21.41) vs.

70.52 (± .51.50), IU/ML P \ 0.001)]. There was a significant cor-

relation between HBsAg concentrations and HBV DNA in both

inactive and chronic active hepatitis B, but this correlation more

powerful in chronic active hepatitis B (r = 0.49, P \ 0.001 &

r = 0.56, P \ 0.001).

Conclusion: According to our study, Serum HBsAg quantification

and HBV DNA tests can differentiate inactive carriers from HBe Ag

negative chronic hepatitis.
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Aims: We conducted this prospective study to observe the role of

response guided adefovir dipivoxil (ADV) add-on lamivudine (LAM)

combination therapy in maintaining ideal virological response and

promoting clinical conditions in chronic hepatitis B (CHB) patients

with compensated liver cirrhosis.

Methods: A cohort of 100 CHB patients were treated with LAM

monotherapy and divided into three arms according to hepatitis B

virus (HBV) DNA at week 24, with arm A B 60 IU/ml (n = 49), arm

B 60-2000 IU/ml (n = 31) and arm C [ 2000 IU/ml (n = 20).

Patients in arm A and B were not added ADV until week 48, while in

arm C ADV add-on combination therapy was advanced to week 24.

The primary endpoint was virological response and YMDD mutation

rates at week 144.

Results: Comparison of the three arms demonstrated that early

complete virological response at week 24 was associated with

maintained viral suppression (undetectable rate of HBV DNA at week

144 was 95.96%, 66.67% and 35.29%, respectively, P = 0.000) and

reduced YMDD mutations (YMDD mutation rate at week 144 was

0%, 3.23% and 15%, respectively, P = 0.015) after 3-year treatment

(Fig. 1). For patients who failed to achieve an ideal virological

Fig. 1 The virological response and YMDD variation rates of the

three arms at week 144 with the optimized strategy of adding ADV to

LAM at different time points according to serum HBV DNA level at

week 24. HBV: hepatitis B virus

Fig. 2 The variation of median HBV DNA viral load of the three

arms during the 144 weeks of follow-up

Fig. 3 The median elevation of albumin and ALT of the three arms

after 144 weeks of antiviral therapy. ALT: alanine aminotransferase
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response at week 24, HBV DNA further decreased by 1 log10 IU/ml

after switching to combination therapy (Fig. 2). All the three arms

obtained clinical benefits including decline of alanine aminotrans-

ferase (ALT) and elevation of albumin (Fig. 3).

Conclusions: Optimized strategy of adding ADV to LAM timely

helped to maintain long-term suppression of HBV DNA and

improved clinical conditions in CHB patients with compensated

cirrhosis.

Acknowledgments: This study was partially supported by Shanghai

Municipal Health Bureau and GlaxoSmithKline China.
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Objective: To examine the prevention of immunosuppressive therapy

or chemotherapy-induced reactivation of hepatitis B and to predict the

high-risk groups.

Method: The subjects were 98 patients treated with immunosuppres-

sive therapies or chemotherapies in our hospital between Nov 2003 and

Nov 2011. We examined the association with reactivation in these

subjects comprising 33 patients who showed positive results for HBsAg

and 65 previous infected patients who showed negative results for

HBsAg, positive results for anti-HBc, or positive results for anti-HBs.

Results: The disorders to be prevented against reactivation were

observed in the patients who showed positive results for HBsAg (12

patients with a blood disorder; 18 patients with collagen disease or renal

disease; 1 patient with solid cancer; and 2 patients with HIV) and the

infected patients(47 patients with a blood disorder; 17 patients with

collagen disease or renal disease; and 1 patient with HIV). The median

ages of the HBsAg-positive patients and infected patients were

58.0 years and 71.0 years, respectively; the age of the infected patients

was significantly higher. As an antiviral therapy, 8 patients received

LAM, 21 patients received ETV, and 1 patient received HART in the

HBsAg-positive patients; 8 patients received LAM, 9 patients received

ETV, and 1 patient received HART in the infected patients. Hepatitis

became fulminant in 1 patient out of 3 HBsAg-positive patients who

received no prophylactic drug. Reactivation of HBV was observed in 5

(7.7%) infected patients. As a characteristic of reactivation, the anti-

body titers of anti-HBe were high in these patients.

Conclusion: With respect to immunosuppressive therapy or chemo-

therapy-induced reactivation of HBV, hepatitis Became fulminant in

1 patient in HBsAg-positive patients; reactivation of HBV was

observed in 5 (7.7%) infected patients. It was suggested that the

reactivation risk might be higher in the infected patients with high

antibody titers for anti-HBe.
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Background: In Australia it is estimated that approximately 200,000

people have chronic hepatitis B (CHB) infection. Although approxi-

mately 20% of them would benefit from antiviral treatment to reduce

their risk of developing end-stage liver failure and / or hepatocellular

cancer (HCC), a third remain unaware they are infected and fewer

than 5% receive antiviral treatment currently.

Material and methods: We modeled a cohort of 100,000 people with

CHB using a Markov model to compare the outcomes of a strategy of

regular HCC surveillance in conjunction with CHB treatment (HCC

prevention) with the current practice of low CHB treatment uptake

and opportunistic, low level HCC screening. Participants were strat-

ified and managed according to risk categories, based upon hepatitis B

viral load and alanine aminotransferase (ALT) levels. Treatment

decisions were based upon current guidelines issued by the Gastro-

enterology Society of Australia (GESA). We calculated health

outcomes (number of HCC and deaths averted), treatment costs and

incremental cost-effectiveness ratios (ICERs) for a HCC prevention

strategy over the 50-year life of the model and compared them with

outcomes expected under current practice. We assumed that 10% of

those requiring treatment would commence first-line interferon with

the rest receiving entecavir. Treatment adherence was estimated at

75% in year 1 and 85% thereafter and we assumed a yearly program

drop-out of 5%.

Results: A strategy of HCC prevention would cost on average 19,530

AUD per QALY saved (a cost substantially lower than the 40,000

AUD/QALY Australian benchmark for cost-effectiveness), compared

to current clinical practice. The program would reduce HCC diag-

noses by 69% and CHB-related deaths by 60% over 50 years,

compared to current practice.

Conclusion: Our findings suggest that a population-based HCC pre-

vention strategy is very cost effective and can make substantial

contributions to reducing the burden of CHB morbidity and mortality.
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Background and Aims: Entecavir (ETV) inhibits viral replication in

HBeAg-positive chronic hepatitis B (CHB) patients, but serological

response is infrequently achieved. Addition of peginterferon (PEG-

IFN) to ETV may increase response rates.

Methods: In this investigator-initiated randomized trial 184 HBeAg-

positive patients were enrolled at 15 sites in Europe and China and

allocated to either ETV 0.5 mg daily alone for 48 weeks or a 24 week

addition of PEG-IFN alfa-2a 180 ug weekly after 24 weeks of ETV

monotherapy. Response (HBeAg loss with HBV DNA \ 200 IU/mL)

was assessed at week 48, and responders were allowed to discontinue

treatment after 24 weeks consolidation treatment. Results at week 48

are presented here.

Results: 177 patients received at least one dose of allocated treat-

ment, 93 ETV alone and 84 ETV with PEG-IFN. Sixty-one percent

were of Asian ethnicity and all major HBV genotypes were present. A

total of 160 patients had reached week 48. Patients were comparable

with regard to important baseline characteristics, except for HBsAg

which was higher in patients receiving combination therapy.

Response was achieved in 18% of patients who received PEG-IFN

add-on, compared to 8% of patients treated with ETV alo-

ne(p = 0.07). PEG-IFN add-on resulted in more decline of HBV

DNA (6.33 versus 5.91 logIU/mL, p = 0.05), HBeAg (1.99 versus

1.56 logIU/mL, p = 0.01) and HBsAg (0.84 versus 0.32 logIU/mL,

p \ 0.001) at week 48. Only one patient (who received PEG-IFN add-

on) cleared HBsAg. After adjustment for the differences in baseline

HBsAg levels, addition of PEG-IFN was independently associated

with response at week 48 (adjusted odds ratio: 3.63, 95% CI: 1.24 -

10.7, p = 0.01). Add-on PEG-IFN was well-tolerated and no relevant

safety concerns were raised.

Conclusion:A 24 week add-on of PEG-IFN treatment increases

HBsAg decline and clearance of HBeAg and may therefore improve

the chances of finite treatment in HBeAg-positive CHB patients

treated with ETV.
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Background/Aims: The risk of acquiring hepatitis B virus (HBV)

and hepatitis C (HCV) infection through exposure to blood or its

products and contact with other body fluids is high amongst health

care workers (HCWs). Despite potential risks, a proportion of HCWs

never get vaccinated. India is second to China in the numbers of

people with chronic HBV. This study aimed to investigate the vac-

cination practices and the prevalence of HBV infection in HCWs. We

conducted study to determine the prevalence of HBV and HCV, their

possible association with occupational and non-occupational risk

factors. We also studied the prevalence of vaccination for hepatitis B

in different subgroups of study population.

Method: In voluntary screening programme, total 1347 hospital staffs

were screened for hepatitis B and hepatitis C. HBV is detected by

HBsAg testing and HCV is detected by anti-HCV testing by ELISA

method. Positive results were confirmed by HBV DNA testing

(Quantitative) and HCV RNA testing (Quantitative).

Results: Out of total 1347 hospital staffs screened 6 (0.4%) were

HBsAg positive and 2(0.1%) were anti-HCV positive. Awareness

about the risk factor for transmission of HBV and HCV and com-

plication related to them was 77.7%. It was highest in teachers

(93.9%) and residents (97.8%), lowest in servants (16.3%). Only 54%

had a history of complete vaccination and 0.3% had incomplete

vaccination. Vaccination coverage was highest in residents(76.7%),

medical students(68.9%), nursing(66.1%) and teachers(61.4%) and

lowest in servants(5.4%), office staff(6.6%) and lab technicians

(24.3%).No statistically significant difference in the exposure to

various risk factor among those who are HBsAg or anti-HCV positive

and HBsAg or anti HCV negative.

Conclusion: In our study, the prevalence of HBV and HCV infection

was not higher in hospital staff than general population. Hepatitis B

vaccination coverage was below expectation in all the subgroups even

in resident doctors and teachers.
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Background: Chronic HBeAg(-) patients with slightly elevated HBV

DNA and ALT should be treated if there is moderate/severe inflam-

mation and/or moderate fibrosis on biopsy according to practice

guidelines. However, the ‘moderate fibrosis’ cutoff has not been

defined using Ishak/Metavir. Measurement of collagen could help

identify moderate fibrosis cutoff.

Aims: Define the best cutoff value of collagen in liver biopsies for

CHB HBeAg(-) requiring treatment.

Methods: Consecutive liver biopsies between 2000-2010 from treat-

ment naive HBeAg(-), with DNA \ 20,000 IU/mL and ALT \ 2ULN

were evaluated retrospectively using Ishak and stained with Sirius red

for digital image analysis(DIA) expressed as collagen proportionate

area(CPA). Binary logistic was used to evaluate clinical/biochemical

variables associated with moderate fibrosis(stage C 3). Correlation

coefficient was calculated between stage-CPA. ROC curve assessed

sensitivity/specificity of CPA.

Results: 84 patients evaluated:Median age 49y, 56males, 29 alcohol

use, 19DM, median BMI 23, viral load 13.500 IU/ml. Median ALT

54 IU/L, stage 2.5(1-5), CPA 5.67%(2-12.6). Univariately, age, cGT,

alcohol and DM were associated with stage C 3. Multivariately only

cGT could predict (p = 0.045, OR1.03, 95%CI 0.996-1.058)

stage C 3. Median CPA for stages 1(n = 22), 2(n = 25), 3(n = 17),

4(n = 13) and 5(n = 7) were 3.2%(2-5.6), 3.9%(2,2-9.5), 5.76%(2.7-

11), 9.1%(5.9-12), 10.1%(7.7-12.6). Spearman’s rho was 0.73

(p = 0.001). AUROC of CPA for the correlation with stage C 3 was

0.85(95%CI 0.76-0.94). CPA of 5% correlated with stage C 3 with

80% sensitivity/84% specificity. According to this cutoff, 3 of

22(14%) patients with Ishak stage 1 and 7 of 25(28%) patients with

Ishak stage 2 had significant fibrosis but did not receive treatment

according to guidelines. 1 out of 3 patients with stage 1 and 4 out of 7
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patients with stage 2, were commenced on treatment within 2 years

after liver biopsy because of a rise in viral load.

Conclusion: CPA evaluation capture stage 1 and 2 patients with

similar collagen content to stage 3. Use of CPA should be formally

evaluated for treatment thresholds in chronic HBV patients.
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Lin2, Jing Yuan2

1Shenzhen Institute of Hepatology, Shenzhen Third People’s Hospita,
2Shenzhen Institute of Hepatology, Shenzhen Third People’s

Hospital, Shenzhen, China

Background&Aim: Peginterferon is licensed for the first-line treat-

ment for patients with HBeAg positive chronic hepatitis B (CHB)

because of dual function of antiviral and immune regulating, as well

as a finite duration.But it is poor efficacy with Peginterferon mono-

therapy for those with high serum hepatitis B viral load. This study

aimed at evaluating the efficacy and safety of a combination treatment

of entecavir and Peginterferon alpha-2a for HBeAg positive chronic

hepatitis B patients with high serum hepatitis B viral loads.

Methods: The study was a randomized controlled trial. 60 treatment-

naive HBeAg-positive CHB patients with high serum hepatitis B viral

loads were enrolled and divided into three groups: Group A received

Peginterferon alpha-2a monotherapy for 48 weeks (n = 20); Group B

received entecavir monotherapy for more than 48 weeks (n = 20);

Group C received Peginterferona alpha-2a combined with entecavir

for 12 weeks, then Peginterferon alpha-2a monotherapy for 36 weeks

(n = 20) . Virological response ,ALT normalization, HBeAg and

HBsAg seroclearance rate were analysed at the end of 4,12 and

24 weeks after the treatment.

Results: The ratio of undetectable hepatitis B virus (HBV)DNA were

50%&10%, 95%&25% and 100%&30% in group C and group A

respectively, 50%&20%, 95%&75% and 100%&90% in group C

and group B respectively at the end of 4,12 and 24 weeks of treat-

ment. The differences were significant between group C and A

(Z = -4.6,P \ 0.001),group C and B(Z = -2.53,P = 0.0114).ALT

normalization rate was significantly lower in group A than that of

group C(Z = -2.63,P = 0.0086). HBeAg levels declined more in

group C than the other two groups after 24 weeks of treatment.

Conclusions: For HBeAg positive chronic hepatitis B patients with

high serum hepatitis B viral loads,combination treament of Pegin-

terferon alpha -2a with entecavir is more effective than Peginterferon

alpha-2a monotherapy in virologic response and ALT normalization

after 24 weeks of treatment.

Topic: 8.b Clinical

Absno: 1505

Evaluation of entecavir treatment results of chronic naive
hepatitis B patients followed for three years

Fatma Yılmaz Karadağ, Nail Özgüneş, Semiha Çelik,
Pınar Ergen, Özlem Aydın

İstanbul Medeniyet University Göztepe Education and Research

Hospital, Istanbul, Turkey

Aims: In this study, we aimed to investigate the success of entecavir

treatment in naive chronic hepatitis B patients.

Methods: Infectious Diseases and Clinical Microbiology outpatient

clinic between 2008-2012 with a diagnosis of chronic hepatitis B

patients without treatment any antiviral agents who were followed

and entecavir-treated patients were investigated retrospectively.

Hepatitis B e antigen (HBeAg), serum HBV DNA levels and alanin

aminotransferase levels (ALT) were monitored.

Results: 30 chronic naive hepatitis B patients treated with 0,5 mgr

of entecavir monotherapy. The median age was 37 years, with 77%

males and 47% (n:14) HBeAg positive. The duration of treatment of

the patients ranged between 24 weeks and 144 weeks of each

treatment was ongoing (n:18 for three years, n: 7 for two years, n:2

for one year, n: 2 for six months) but only one patient didnt con-

tinue therapy. Before starting treatment in 7 patients had normal and

in 23 patients had more than two times the upper limit of ALT

levels. Serum HBV DNA levels lower than one million units per

milliliter in 8 patients (26,7%) and higher than one million units per

milliliter in 22 patients (73,3 %). None of the patients had HBsAg

loss and HBeAg seroconversion occurred in 15,4 % (n:2). All

patients had normal ALT levels at 24 weeks of treatment. According

to the duration of treatment of patients 48 weeks (n:2), 96 weeks (n:

7) and 144 weeks (n: 18) of HBV DNA-negative rate were

respectively 0%, 100% and 72,2%. CONCLUSİON: Suppression of

HBV replication is the primary on treatment goal of antiviral ther-

apy but it is difficult to manage. But also reduction of serum HBV

DNA to low or undetectable levels is highly to have positive impact

on long term clinical outcomes in HBV-associated chronic liver

disease.
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Soluble CD40L in plasma of chronic hepatitis B patients
before and after treatment with nucleotide analogues

Pinelopi Manousou1, D Chatzidis1, D Sigounas1, Z Tsianou1, A
Karamoutsios2, A Papoudou Bai3, G Vartholomatos2, A Gousia3,
D Christodoulou1, E V. Tsianos1

11st Division of Internal Medicine, HepatoGastroenterology Unit,

University of Ioannina, 22Department of Biochemistry, University

Hospital of Ioannina, 3Department of Histopathology, University of

Ioannina, Ioannina, Greece

Introduction: The sCD40-CD40 ligand interactions constitute one of

the basic systems in T-B cell activation. HBV is not regarded as a

cytopathic virus. The subsequent liver disease is considered to be

related to the intensity of host immune response to the virus.

Aims: To measure plasma concentrations of sCD40L in patients with

chronic hepatitis B(CHB) before and after treatment with nucle-

os(t)ide analogues and in healthy controls.

Methods: 40 consecutive treatment naive patients with CHB and

liver biopsy at baseline were evaluated retrospectively using both

Ishak system and stained with Sirius red for digital image analy-

sis(DIA) expressed as CPA. Plasma concentrations of sCD40L were

investigated in an immunoassay analyzed on a flow cytometer

(Bender MedSystems GmbH) in these 40 patients with CHB pre and

post treatment with nucleoside analogues and 16 sex- and age mat-

ched healthy controls. Laboratory investigations included serum

electrolytes, liver biochemistry (ALT, AST, bilirubin, ALP, GGT)

and Hepatitis B serology(HBsAg/Ab, HBeAg/ Ab, and HBcAb and

viral load). Age/gender, alcohol use, diabetes mellitus(DM), BMI,

albumin and PLT count were also recorded.
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Results: Median age 44.5y, 75%males, 19alcohol use, 12DM, median

BMI 22.2, viral load 53.500 IU/ml, AST 48.3(20-180)IU/ml, ALT 80

(30-143)IU/ml, cGT 53(9-233)IU/ml, ALP 70(37 - 125) iu/ml, PLT

210,000(160,000-400,000)/ll, Ishak stage 2.2(1-5), CPA 5.32%

(2-11). Compared with controls(747(20-2580)pg/ml), CHB patients

had higher levels of sCD40L pre(5184(254-11.292)pg/ml), p =

0.0001) and 1y post treatment(3385 (55.8-2174)pg/ml, p = 0.001).

cGT levels were correlated to sCD40L levels(spearman’s r = 0.681,

p = 0.001). There was no correlation of sCD40L plasma levels with

any other factor studied including Ishak stage, CPA, age, BMI, DM,

viral load, AST, ALT or PLT count.

Conclusion: CHB patients exhibit higher plasma concentrations of

sCD40L pre and post treatment compared to controls, a finding consistent

with autoimmunity. There is a strong relationship between plasma cGT/

sCD40L levels which appears to be independent of other factors.
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Non-invasive tests for fibrosis and liver stiffness predict 5-year
survival of patients with chronic hepatitis B

Charline Barthe1, Julien Vergniol1, Juliette Foucher1,
Faiza Chermak1, Brigitte Le Bail1, Pierre-Henri Bernard2,
Victor de Ledinghen1

1CHU Bordeaux, Pessac, 2CHU Bordeaux, Bordeaux, France

Background and aims: Liver stiffness and non-invasive tests predict

overall survival in chronic hepatitis C. However, in chronic hepatitis

B (HBV), only the association between liver stiffness and the risk of

hepatocellular carcinoma has been published. We evaluated the

5-year prognostic value of liver stiffness (FibroScan), non-invasive

tests of liver fibrosis, and liver biopsy, to predict overall survival in

chronic hepatitis B.

Methods: In a consecutive cohort, we prospectively assessed fibrosis,

on the same day, with liver stiffness, FibroTest, APRI, FIB-4, and liver

biopsy (if indicated). We reported death and liver transplantation during

a 5-year follow–up, and factors associated with overall survival.

Results: A total of 600 patients (male 64%, mean age 42 years, inactive

carriers 36%) with chronic hepatitis B was included. At 5 years, 25

patients were dead (13 liver-related deaths) and 4 patients had liver

transplantation. Overall survival was 94.1% and survival without liver-

related death 96.3%. No liver-related death was observed in inactive

carriers. Survival was significantly decreased in patients diagnosed with

severe fibrosis, whatever the non-invasive method used (p \ 0.0001),

or liver biopsy (p = 0.02). Patients had their prognosis decreased as

liver stiffness and FibroTest increased. In univariate and multivariate

analysis, FibroTest and liver stiffness had the highest hazard ratio with

survival. The association persisted after adjustment on age, necro-

inflammatory histological activity presumed by ActiTest and treatment.

Conclusion: Liver stiffness measurement or FibroTest can predict

survival in chronic hepatitis B. Thus, these tools may help physicians

to early assess prognosis and discuss specific treatments, such as liver

transplantation.
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Early serum hepatitis B virus large surface protein level:
a strong predictor of serological response for telbivudine
in HBeAg-positive patients

Xuejuan zhu, Qiming GONG, Demin YU, Donghua ZHANG,
Xinxin ZHANG

Department of Infectious Diseases, Ruijin Hospital, Shanghai

Jiaotong University School of Medicine, Shanghai, China

Background and aims: Quantitative hepatitis B surface antigen

(HBsAg) is emerging as useful tools for predicting antiviral effect, but

the detection includes all three forms of circulating particles in the

serum. The study aims to evaluate the usefulness of serum hepatitis B

virus large surface protein (LHBs) levels for predicting antiviral

treatment effect.

Methods: Forty hepatitis B e antigen (HBeAg) positive patients

treated with telbivudine for more than 48 weeks were enrolled.

Quantification of LHBs, HBsAg and HBV DNA was carried out at

baseline and during antiviral therapy (weeks 4, 12, 24, 36 and 48).

Virological response (VR) was defined as an undetectable HBV DNA

level (\ 1000 copies/mL) after 48 weeks of therapy. Patients who

exhibited HBeAg loss or seroconversion at week 48 were regarded as

serological response (SR).

Results: During 48 weeks of telbivudine therapy, LHBs and HBV

DNA level decreased significantly in a biphasic manner and HBsAg

level tended to decrease slowly. Twenty-five patients (62.5%)

achieved VR and eleven patients (27.5%) achieved SR. The Cut-off

of 57.42 U/ml in serum LHBs at week 12 had a positive predictive

value (PPV) of 57.1% and a negative predictive value (NPV) of

87.5%, and 51.28 U/ml at week 24 had a PPV of 66.67% and an NPV

of 88.5% for discriminating SR at week 48. The predictive model

incorporating LHBs, HBsAg and HBV DNA can discriminate VR

week 4 (AUC = 0.90).

Conclusions: On-treatment quantification of serum LHBs could be a

useful parameter for predicting SR in patients treated with telbivu-

dine. Combining LHBs, HBsAg and HBV DNA can predict VR and

SR earlier and more effectively.
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Performance of REACH-B score in classifying treatment
eligibility under 2012 APASL guideline for chronic hepatitis B
patients

Tsung-Ming Chen1,2, Chun-Che Lin3

1Division of Hepato-Gastroenterology, Department of Internal

Medicine, Tungs’ Taichung MetroHarbor Hospital, 2Institute of

Medicine, Chung Shan Medical University, 3School of Medicine,

Chung Shan Medical University, Taichung, Taiwan R.O.C.

Background: REACH-B (Risk Estimation for Hepatocellular Carci-

noma [HCC] in Chronic Hepatitis B) scoring system was developed to

predict the risk of HCC in non-cirrhotic chronic hepatitis B (CHB)

patients.

Aim: We evaluated the discriminatory performance of REACH-B

scoring system in classifying treatment eligibility of CHB patients

according to the 2012 Asian Pacific Association for the Study of the

Liver (APASL) treatment guideline.

Methods: A total of 904 non-cirrhotic CHB were enrolled. Patients’

age, gender, liver biochemistry, HBeAg status and HBV DNA levels

were recorded.

Results: The minimum REACH-B risk score for patients to be eli-

gible for treatment was 7 for HBeAg-positive and 6 for HBeAg-

negative patients. Among them, increasing REACH-B score was not

significantly associated with eligibility for treatment (adjusted odds

ratio [OR] 1.210, 95% confidence interval [CI] 0.979-1.494,
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P = 0.078) in HBeAg-positive patients, as shown by logistic

regression analysis after adjusting for sex. In HBeAg-negative

patients, REACH-B score significantly predicted the treatment eligi-

bility (adjusted OR 1.783, 95% CI 1.607-1.979, P \ 0.001).

Discriminatory ability of REACH-B score to classify eligibility was

poor for HBeAg-positive patients C 40 years (area under receiver

operating characteristic [AUC] 0.664, 95% CI 0.533-0.795), but good/

excellent for HBeAg-positive patients \ 40 years (AUC 0.903, 95%

CI 0.841-0.964), HBeAg-negative patients C 45 years (AUC 0.883,

95% CI 0.848-0.917) and HBeAg-negative patients \ 45 years (AUC

0.907, 95% CI 0.874-0.940).

Conclusions: Discriminatory performance of REACH-B scoring

system in classifying treatment eligibility based on 2012 APASL

guideline was good/excellent, except for C 40 years old HBeAg-

positive patients.
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Genome-wide association study of chronic hepatitis B virus
infection reveals a novel candidate risk allele on 11q22.3

Ahmed Al-Qahtani1, Hanif Khalak2, Fowzan AlKuraya1,
Waleed Al-Hamoudy3, Khalid AlSawat3, Ayman Abdo3

1King Faisal Specialist Hospital & Research Center, Riyadh, Saudi

Arabia, 2Weill Cornell Medical College, Doha, Qatar., Doha, Qatar,
3King Saud University, Riyadh, Saudi Arabia

Hepatitis B virus (HBV) affects millions of people worldwide. While

some people are able to clear the virus following the first encounter,

those who develop chronic infection manifest remarkable clinical

heterogeneity that ranges from asymptomatic carrier state to cirrhosis

and hepatocellular carcinoma (HCC). Despite extensive studies, little

is known about genetic host factors that influence the outcome of

chronic HBV infection. In this study, we conducted a genome-wide

association study (GWAS) on a cohort of patients with chronic HBV

infection. In total, 696 patients with chronic HBV infection were

enrolled in this study representing: inactive carriers, active hepatitis,

cirrhosis, and HCC. Mean age was 41.1 years and 70% of patients

were males. A particular SNP that is 16 kb upstream of Ferredoxin 1

(FDX1) was found to have an association with complicated chronic

HBV infection (cirrhosis and HCC) that reached GWAS significance,

and was successfully validated on an independent set of samples. This

first GWAS in an Arab population further demonstrates the utility of

this approach in elucidating the genetic risk of HBV infection-related

complications and highlights the advantage of conducting GWAS in

different ethnicities to achieve that goal.
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Association of polymorphism in microRNA 219-1 with clearance
of hepatitis B virus infection

Minjong Lee1, Yun Bin Lee1, Dong Hyun Lee1, Yuri Cho1,
Jung-Joo Yu1, Won Mook Choi1, Jae You Cheong2,
Sung Won Cho2, Hyoung Doo Shin3, Yoon Jun Kim1

1Internal medicine and Liver Research Institute, Seoul National

University College of Medicine, Seoul, 2Department of
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3Department of Life Science, Sogang University, Seoul, Republic
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Background: Polymorphisms in the primary microRNA region may

be associated with natural course of hepatitis B virus (HBV) infection.

In the present study, we evaluated if the mircoRNA 219-1 (miR-219-

1) polymorphism can influence the susceptibility towards persistence

of HBV infection and the progression to hepatocellular carcinoma

(HCC) in patients with chronic HBV infection.

Methods: A total of 1,439 individuals having either past or present

evidence of HBV infection were enrolled for the study. The subjects

were divided into 4 groups; (1) spontaneous recovery from HBV

infection (n = 404), (2) chronic HBV carrier without cirrhosis

(n = 313), (3) chronic HBV carrier with cirrhosis (n = 305), and (4)

hepatocellular carcinoma (n = 417). We genotyped three polymor-

phic variants (rs421446, rs107822 and rs213210) in the pri-miRNA

region of miR-219-1.

Results: The rs421446 T allele was found to be strongly associated

with HBV clearance (OR = 0.73, P = 0.0005 in a codominant model

and OR = 0.67, P = 0.0009 in a dominant model, OR = 0.69,

P = 0.04 in a recessive model, respectively). The rs107822 G allele

was also found to be associated with HBV clearance (OR = 0.79,

P = 0.008 in a codominant model and OR = 0.72, P = 0.01 in a

dominant model, respectively). In haplotype analysis, ht2 (T-G-T)

and ht1 (C-A-C) were found to be in significant association with the

clearance of HBV. However, no significant association was observed

between miR-219-1 polymorphism and the risk of HCC occurrence in

chronic HBV carrier.

Conclusion: Our result suggests that polymorphisms in the pri-

miRNA region of miR-219-1 might be a genetic factor for HBV

clearance after infection.
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Comparative study on the clinical characteristics of HBV
infection patients with different pathologic inflammation grade
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Conghua Central Hospital, GuangZhou, China

Objective: The aim of this study was to compare the biochemical and

virological characteristics among patients infected with hepatitis B

virus (HBV) according to pathologic inflammation grade.

Methods: 428 patients with chronic HBV infection accept liver

biopsy, liver function test, HBeAg detection and HBV DNA levels

detection. They were studied and subdivided into four groups

according to pathologic inflammation grade. The biochemical and

virological characteristics were studied. Univariate analysis was

performed with the SPSS 16.0.

Results: In different inflammation grading group, mean age and sex

composition were no difference. Serum levels of ALT was highest in

group G3 and lowet in group G0-1,there was statistically significant

among groups(P = 0.005);AST and TBil were all highest in group G4

and lowest in group G0-1, statistically significant also found among

groups (P = 0.000&0.004). Serum levels of ALB and PTA were all

highest in group G0-1 and lowest in group G4, had statistically sig-

nificant among groups (P = 0.000&0.000). There was no difference

of HBV DNA level and percentage of HBeAg(+) among four groups

(P = 0.0.097&0.199).

Conclusions: Hepatitis B patients withdifferent pathologic inflam-

mation grade have different biochemical and virological character-

istics.The serum AST, TBil, ALB and PTA can accurately reflect the

inflammation degree of liver damage. ALT was no consistent with
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liver pathologic inflammation grade correctly. There is no correlations

among HBV DNA level and HBeAg status with inflammation degree.
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Nucleoside analogues can improve the short-term prognosis
of patients with hepatitis B virus Infection-related acute-on-
chronic liver failure

Xin-Hua Li1, Zhi-Shuo Mo1, Jun-Qiang Xie1, Qiong Liu2, Zi-Ying
Lei1, Xin-Xin Zhang3, Zhi-Liang Gao1, Dong-Ying Xie1

1Department of Infectious Disease, The Third Affiliated Hospital, Sun

Yat-sen University, GuangZhou, 2Department of Infectious Diseases,

The First Affiliated Hospital of University of South China,

HengYang, 3Department of Infectious Diseases, Ruijin Hospital,

Shanghai Jiaotong University, School of Medicine, ShangHai, China

Background/Aims: Hepatitis B virus Infection-related Acute-on-

chronic liver failure (ACLF) develops in patients with chronic Hep-

atitis B (CHB) and associated with high mortality. Nucleoside analog

therapy whether helps reduce the mortality in such patients is still

uncertain. The objective of this study was to investigate the short-

term efficacy of Nucleoside analog therapy in patients with sponta-

neous reactivation of CHB with ACLF.

Methods: A total of 150 consecutive patients of ACLF due to

spontaneous reactivation of CHB were recruited for clinical outcome

and factors that influenced the development of ACLF, including 135

males and 15 females, aging from 15 to 76 years old.

Results: 53 patients were treated with 0.5 mg entecavir(ETV) daily

(ETV group); 37 patients received 100 mg lamivudine (LAM) daily

(LAM group); 9 patients received 600 mg Telbivudine (LDT) daily

(LDT group); 6 patients received 10 mg Adefovir Dipivoxil (ADV)

daily (ADV group); 45 patients did not take any nucleos(t)ide ana-

logues (non-NAs group). All the patients were followed up until death

or survival time was more than three months. Multivariate analysis

identified MELD scores (OR = 1.12, P \ 0.0001) and Nucleoside

analogues treatment (OR = 0.323,P = 0.015) as two determinants of

mortality. The non-NAs group had a significantly high mortality,

compared with the Nucleoside analogues treatment group (ETV +

LAM + ADV + LDT), (82.22% vs. 61.46%, Chi-square = 9.265,

P = 0.0023), with the ETV group (82.22% vs. 58.49%, Chi-

square = 6.453, P = 0.0111), the LAM group (82.22% vs. 54.05%,

Chi-square = 7.602, P = 0.0058), The ETV and LAM groups

showed a similar accumulative mortality in the first 3 months of

treatment (58.49% vs. 54.05%, Chi-square = 0.1747, P = 0.676,).

Conclusions: MELD scores and Nucleoside analogues treatment

were significant predictors of clinical outcome in CHB patients with

ACLF. Nucleoside analogue may improve the short-term prognosis of

patients with HBV-related ACLF.
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Prevalence of viral breakthrough after HBV DNA negativity
was achieved by nucleos(t)ide analogues
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Background/Aims: Nucleos(t)ide analogues (NAs) lead to viral

suppression and undetectable hepatitis B virus (HBV) DNA in some

individuals infected with HBV, but the rates of viral breakthrough

were unknown in these patients. We examined the prevalence of viral

breakthrough of HBV DNA among NA-treated patients with unde-

tectable HBV DNA.

Methods: In 402 NA-treatment-naı̈ve patients, 207 and 195 patients,

respectively, were treated with entecavir (ETV) or lamivudine (LAM)

between 2000 and 2011. Among them, we analyzed 303 (75.3%) con-

secutive patients [158 ETV- and 145 LAM-treated] who achieved HBV

DNA negativity, defined as HBV DNA less than 3.7 log-genome

equivalent (LGE)/mL, for at least 3 months. They were followed up and

their features were clarified including their rates of viral breakthrough.

Results: (1) Mean age was 51 (64% male) and 50 years (72% male)

in the ETV- and LAM-groups, respectively. 55% and 44% were

HBeAg-positive (P \ 0.079). Duration from commencement of

treatment to HBV DNA negativity, baseline ALT level, HBV DNA,

and ultrasound findings did not differ between the two groups. (2)

Mean observation period from HBV DNA negativity of the LAM-

group was longer than that of the ETV-group (P \ 0.001). (3) Viral

breakthrough after HBV DNA negativity was not observed in the

ETV-group. (4) Viral breakthrough after HBV DNA negativity

occurred in 37% of 61 HBe antigen-positive patients in the LAM-

group. (5) Viral breakthrough after HBV DNA negativity occurred in

28% of 78 HBe antigen-negative patients in the LAM-group.

Conclusion: ETV could inhibit HBV replication if HBV DNA neg-

ativity was achieved once. In cotrast, LAM could not inhibit HBV

replication even if HBV negativity was achieved in the early phase.

Attention should be paid to these features in clinical practice.
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Lamivudine efficacy in previously interferon-treated patients
with HBeAg-positive chronic hepatitis B
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Background: Lamivudine and interferon alpha (IFN-a) play impor-

tant roles in the antiviral treatment of chronic hepatitis B. We

evaluated the efficacy of lamivudine therapy on HBeAg-positive

chronic hepatitis B patients who were previously treated with IFN-a.

Methods: This was a retrospective case-control study. 96 patients

who were relapsers, partial responders or nonresponders to prior

IFN-a treatment and 102 antiviral treatment-naive patients were

classified into IFN-experienced group and IFN-free group, respec-

tively. All patients had received lamivudine monotherapy for at least

2 years and been followed for at least 6 months. The biochemical,

serological and virological data during 3-year treatment and 2-year

follow-up were collected. Due to significantly different HBV DNA

levels at baseline, the patients with 6-7 log DNA loads were selected

and redivided into two subgroups, respectively.

Results: The analyses showed that the rates of ALT normalization,

HBV DNA undetectability, HBeAg loss and its seroconversion,

HBsAg loss and its seroconversion were remarkably higher in IFN-

experienced group compared to those in IFN-free group during

treatment and follow-up. The rate of combined response during 2-year

treatment was significantly associated with the previous interferon

therapy among the analyzed factors in all patients. The similar results

as showed above were also found between the two subgroups. HBV
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virological breakthrough did not frequently occur in IFN-experienced

group and subgroup, while the cumulative breakthrough rates were

shown to be significantly higher in IFN-free group or subgroup, and

thus more patients had to adapt antiviral therapy in lamivudine

treatment-naive patients.

Conclusions: Lamivudine is considerably effective in chronic hepa-

titis B patients who were not sustained or unsuccessful to prior IFN-a
treatment, but previous interferon therapy is helpful in augmenting the

efficacy of subsequent lamivudine treatment.
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Reactivation of hepatitis B virus following systemic chemotherapy
for malignant lymphoma
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Background/Aims: Reactivation of hepatitis B virus (HBV) has been

reported not only HBV surface antigen (HBsAg)-positive patients

undergoing systemic chemotherapy, but also HBsAg-negative

patients with antibody against HBcAg (HBcAb) and/or antibody

against HBsAg (HBsAb). Recently, rituximab-containing chemo-

therapy had been identified as a predictive factor for HBV

reactivation in HBsAg-negative patients with malignant lymphoma.

The aim of our study was to evaluate the predictive factors of HBV

reactivation after systemic chemotherapy in patients with malignant

lymphoma.

Methods: We retrospectively analyzed medical records of the

patients who diagnosed as malignant lymphoma at Gachon University

Gil Medical Center. From January 2005 to December 2010, one

hundred ninety-six patients was treated with systemic chemotherapy.

We determined status of HBsAg, HBsAb, HBcAb.

Results: The mean age of the patients was 57.3 ± 14.5 years old, and

56.3% were male. A total of 172 of 196 (88%) in the study population

tested status for HBsAg at baseline, three patients (3/11, 27.3%) in

HBsAg(+) group were confirmed HBV reactivation after chemo-

therapy. Also, a total of 26 of 196 (13%) in the study population

tested status for HBcAb at baseline, only one patient (1/15, 6.7%) in

HBsAg(-)/HBcAb(+) group was confirmed HBV reactivation after

chemotherapy. A total of 4 patients with HBV reactivation were

resolved after treatment of entecavir 0.5 mg. In univariate analysis,

rituximab-containing regimen (p = 0.49) and prophylactic antiviral

treatment (p = 1.0) were not associated with HBV reactivation after

chemotherapy, respectively.

Conclusions: Reactivation of HBV after systemic chemotherapy

could developed in patients with HBsAg(-). For malignant lymphoma

patients receiving chemotherapy, screening of HBV infection status

and close follow-up is needed for preventing of HBV reactivation.
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Occult hepatitis B virus infection among HIV-infected patients
with isolated hepatitis B core antibody in Isfahan-Iran

Farzin Khorvash, Abbas Ali Javadi, Katayoun Tayeri,
Behrooz Ataei

Isfahan University of Medical Sciences,Infectious Diseases Research

Center, Isfahan, Iran

Background: Detection of hepatitis B virus (HBV) genomes without

detectable hepatitis B surface antigen is termed occult HBV infection

that may be transmitted by blood transfusion or organ transplantation

and has acute reactivation when an immunosuppressive status like

HIV infection occurs.

The prevalence and impacts of occult HBV (OHBV) infection in HIV

settings remains controversial worldwide. In this study we aimed to

evaluation OHBV in HIV infected patients with isolated antibodies to

hepatitis B core antigen in Isfahan, Iran.

Methods: In a cross- sectional study, after taking clinical and

demographic data, serum samples of HIV-infected patients who were

attended Isfahan Consultation Center for Behavioral Diseases during

Aug-sep 2011 on a voluntary basis were obtained .The samples were

tested for HBsAg and anti-HBc using ELISA method and HBV-DNA

was detected and quantified in plasma of HBs Ag-/HBcAb+ subjects

by real-time PCR. Fisher-exact and Mann -witteny tests were used for

data analysis.

Results: From 64 HIV-positive individuals, 12 ones were HBs-Ag

negative /HBc-Ab positive which 3 of 12 (25%) had detectable HBV-

DNA in their plasma. Significant correlation was observed between

isolated HBc and HBV-DNA (P-value = 0.007).

Conclusion: According to relatively high prevalence rates of OHBV

in HIV-infected with Isolated Hepatitis B Core Antibody patients in

Isfahan-Iran, it seems that occult HBV must be systematically

assessed and under treatment in this population.
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HBsAg loss in chronic hepatitis B patients treated
with entecavir : a retrospective case series

Murvet sungur1, Isıl Tuzcuoglu2, Kamile kurt3, Tulay gokmen3,
Kemal acılar3

1Infectious diseases, 2gastroenterology, 3patology, Merkez Efendi

State Hospital, Manisa, Turkey

We retrospectively investigated our patients who have been followed

up in our gastroenterology and infectious diseases clinic between

2007 and 2012. 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 130 patients had

enrolled for this retrospective assesment. All the patients had con-

tinous treatment (0.5 mg/day or 1 mg/day) Of these patients 21 were

HBeAg positive (13 male, 8 female) and 109 HBeAg negative

patients (84 males, 25 female) with chronic HBV infection, treatment

initiated starting from 2007 till 2012. All the follow-ups for liver

biochemistry were done every 3 months and HBV DNA was assessed

every 6 months. HBsAg was controlled yearly. Total of 6 patients

have had HBsAg loss (4.6 %) (2 patients of HBeAg +, and 4 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. Our results are consistent with the previous reports. There-

fore, 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.
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A real life, long-term cohort study of chronic hepatitis B
in Istanbul, Turkey: the realist study

Fehmi Tabak1, Bilgul Mete1, Bahadir Ceylan2, Nail Ozgunes3,
Alper Gunduz4, Atahan Cagatay5, Hayat Kumbasar6,
Kadir Gokturk7, Levent Erdem8, Funda Kocak9, Turan Aslan10,
Fatma Eksi11, Muzaffer Fincanci2, Onur Colak3, Nuray Uzun4,
Ebubekir Senates12, Resat Ozaras13, Realist Study Group

1Infectious Diseases, Istanbul-Cerrahpasa Medical Faculty,
2Infectious Diseases, Istanbul Education and Research Hospital,
3Infectious Diseases, Istanbul Medeniyet University, Faculty of

Medicine, 4Infectious Diseases, Istanbul Sisli Etfal Education and

Research Hospital, 5Infectious Diseases, Istanbul University, Istanbul

Faculty of Medicine, 6Infectious Diseases, Istanbul Haseki Education

and Research Hospital, 7Infectious Diseases, Istanbul Buyukcekmece

Government Hospital, 8Gastroenterology, Istanbul Bilim University,
9Infectious Diseases, Istanbul Basaksehir Government Hospital,
10Infectious Diseases, Istanbul lBezm-i Alem University, 11Infectious

Diseases, Istanbul Bagcilar Government Hospital,
12Gastroenterology, Diyarbakir Education and Research Hospital,
13Infectious Diseases, Istanbul Cerrahpasa Medical Faculty,

University of Istanbul, Istanbul, Turkey

Aim: Chronic hepatitis B (CHB) is moderately endemic in Turkey.

The patients have access to the treatment. The real life data of CHB

are lacking. We aimed to describe the long term outcomes with

several aspects (demographic, clinical, histologic, serologic, thera-

peutic, resistance) of the disease in observational study settings.

Methods: The study was approved by the Central Ethics Committee

of Health Ministry. The study included 10 centers in Istanbul, Turkey.

The patients are followed up by the physician freely. The data were

entered through an electronic system. Treatment-naı̈ve patients were

included in this study. Baseline and on-treatment serum samples were

obtained in every 6 months and stored in -80�C.

Results: Between November 2008 and August 2012, 500 CHB

patients were included; median age was 40 years (range: 17-91 years.

68% was male and 32% was female. In about 57% of the patients, a

family history for hepatitis B was positive. HBeAg was negative in

77%. Baseline HBV-DNA level was higher than 107 cp/ml in 52.6%

of the cases. Liver biopsies were evaluated by Ishak Scoring System.

While the mean level of HAI (n: 372) score was found to be

7.37 ± 2.9 (0-15), fibrosis (n: 369) was found to be 2.44 ± 1 (2-5).

Treatment options were interferons (15%), entecavir (26.8%), ten-

ofovir (26%), lamivudine (29.4%) and telbivudin (2.8%). This study

revealed the real life data of the patients with CHB. These results may

provide better projections for the future planning of the management

of CHB.
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HBsAg loss in patients with chronic hepatitis B treated
with tenofovir disoproxil: a retrospective case series

Isil Tuzcuoglu1, Murvet Sungur2, Kamile Kurt3, Tulay Gokmen3,
Kemal Acilar3

1Gastroenterology, Merkez Efendi State Hospital, 2Infectious

diseases, 3Pathology, Merkez Efendi State Hospital, Manisa,

Turkey

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 2008

and 2012. 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 148 patients

had enrolled for this retrospective assesment. All the patients have

had continous treatment. Of these patients 26 were HBeAg positive

(18 male, 8 female) and 122 HBeAg negative patients (94 males, 28

female) with chronic HBV infection, treatment initiated starting from

2008 till 2012. All the follow-ups for liver biochemistry were done

every 3 months and HBV DNA was assessed every 6 months. HBsAg

was controlled yearly. Total of 7 patients (4.7 %) have had HBsAg

loss (2 patients of HBeAg +, and 5 patients HBeAg -) Overall, the

mean time to HBsAg loss was 3 years ± 6.5 months in HBeAg (+)

patients and 3.5 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. Our results are consistent with the pre-

vious 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.
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Predictive factors of delayed virologic response in lamivudine-
resistant chronic hepatitis B patients treated with adefovir/
lamivudine without initial virologic response

Shin Hee Kim1, Min Jin Kim1, Hee Yoon Jang1, Youn Hee Cho1,
Dae Yong Kim1, Young Seok Kim1, Sang Gyune Kim1, Moon Han
Choi1, Yun Nah Lee1, Jeong Yeop Song1, Sae Hwan Lee2, Soung
Won Jeong3, Jae Young Jang3, Hong Soo Kim2, Boo Sung Kim1

1Digestive Disease Center, Department of Internal Medicine, Soon

Chun Hyang University School of Medicine, Bucheon, 2Digestive

Disease Center, Department of Internal Medicine, Soon Chun Hyang

University School of Medicine, Cheonan, 3Digestive Disease Center,

Department of Internal Medicine, Soon Chun Hyang University

School of Medicine, Seoul, Republic of Korea

Background/Aims: Lamivudine (LAM) is the first approved nucle-

osi(t)de analog for chronic hepatitis B (CHB) patients, but the

increasing incidence of LAM resistance during long-term LAM

therapy is a serious problem. According to the increasing resistance,

add-on adeforvir dipivoxil (ADV) therapy has been a standard therapy

for them. The aim of this study was to explore the predictive factors

associated virologic response (VR) at 12 months in patients without

initial virologic response of ADV treatment combined with LAM in

LAM-resistant CHB.

Methods: The subjects were 193 LAM-resistant CHB patients who

had received ADV with LAM and were not achieved initial virologic

response (IVR). IVR was defined as HBV clearance after 6 months

treatment. Clinical factors predicting VR after 12 months of treatment

were examined by univariate and multivariate analysis.

Results: The median total duration of LAM alone treatment was

27 months. The virologic response rate was 20.7% (n = 40) at

12 months after the combined treatment. Female (male/female

OR = 0.291, p = 0.002), lower HBV DNA at baseline (\ 7.0/

7.0 B (log copies/mL) OR = 3.651, p = 0.002), higher AST at base-

line (\ 100/100 B OR = 0.417, p = 0.040), and negative HBeAg at

6 months (negative/positive OR = 2.492, p = 0.031) were significant

independent factors predicting to VR after 12 months of treatment.
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Conclusions: In LAM resistant CHB patients with ADV treatment

combined with LAM, although there was no VR after 6 months

treatment, we can consider maintenance of the combined treatment if

the patients are female or HBeAg negative state, or if they were lower

HBV DNA, higher AST state at baselinev.
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Relationship of hepatocellular carcinoma and quantitative levels
of HBV-DNA /HBsAg with long-term Nucleotide analogue
therapy

Miwa Kawanaka, Ken Nishino, Jun Nakamura, Noruyo Urata,
Takahito Oka, Daisuke Goto, Mitsuhiko Suehiro, Hirofumi
Kawamoto, Gotaro Yamada

General Internal Medicine 2, Kawasaki Hospital,Kawasaki Medical

School, Okayama City, Japan

Background and Aim: In this study we have evaluated usefulness of

quantitative serum levels of both HBV-DNA and HBsAg as predic-

tors of HCC development in patients treated with long-term

nucleotide analogue (NA) therapy.

Methods: We investigated 167 patients (CH:126/LC:41,average

age:49.2 years, male/female: 112/55) treated with NA (median: 5.8,

range: 2-13.1 years). 95 patients were treated with lamivu-

dine(100 mg/day), and 38 patients with received adefovil dipivoxil

(10 mg/day),72 patients were treated with entecavir (0.5 mg/day).

Relation between reduced level of HBsAg and various factors (age,

gender, genotype of HBV, previous history of interferon therapy,

history of HBV maternal transmission, CH/LC, period of NA therapy,

and ALT, AST, quantitative levels of HBeAg, HBV-DNA (Roche

COBAS TaqMan)and HBsAg(Lumipulse HBs: Fuji Rebio, Tokyo)

during first 6 months of treatment) was evaluated.

Results: HBV-DNA was decreased below 3 log/ml in 86.3% and

HBsAg was reduced below 2,000 IOC in 16.7%.(p \ 0.001). There

was significant difference in period of NA therapy (p \ 0.01), no

history of HBV maternal transmission (p \ 0.05) and \ 2,000 IOC of

HBsAg at beginning of treatment (p \ 0.001)between \ 2,000

and [ 2,000 IOC of HBsAg. During first 24 weeks of treatment, there

was also significant difference in both \ 3 log/ml of HBV-DNA

(p = 0.03) and loss of HBeAg (p \ 0.005) between 28 patients. HCC

was developed in 8 of 167 patients treated with NA. In 6 patients with

HCC, HBV-DNA was decreased below 2.1 log/ml but HBsAg level

was [ 2000 COI in 6 of them.

Conclusion: No previous history of HBV maternal transmission, con-

tinued treatment with NA and\3 log/ml of HBV-DNA or loss of HBeAg

during first 24 weeks of treatment increased proportion with reduced level

of HBsAg. Among patients with low viral loads under long-term NA

therapy, HCC risk may be determined by reduced level of HBsAg.

Topic: 8.b Clinical

Absno: 1716

HBV prophylaxis in patients undergoing chemotherapy
for oncohaematological malignancies

Alessandro Perrella, Pasquale Bellopede, Costanza Sbreglia,
Oreste Perrella

Hospital D.Cotugno, Naples, Italy

HBV reactivation during chemotherapy or immunosuppressive

treatment has been reported frequently in patients who were positive

for the hepatitis B surface antigen (HBsAg) but having the virus

apparently been cleared or in those being HBcAb positive, being

negative for HBsAg. In present report we aimed to verify the safety

and the efficacy of Telbivudin compared to Lamivudin in patients

undergoing chemotherapy for oncohematological malignancy and to

those without any prophylaxis.We included 40 HBcAb patients fol-

lowed at our Center from June 2009 to January 2012 divided as

follows: Group A (12 patients underwent chemotherapy for cancer

without prophylaxis); Group B (14 patients undergoing Lamivudin

prophylaxis during chemotherapy); Group C (14 patients undergoing

Telbivudin prohpyalxis during chemotherapy). Prophylaxis was

started 15 days before and continued for 6 months after the end of

chemotherapy (detailed data on table). In Group A we had 3 cases of

HBV reactivation (20%), particularly 3 patients with Non Hodgkin

Lymphoma underwent CHOP schedule. All patients had a rapid

increase in transaminasis (10xNV \ 40UI/mL) with jaundice and

positive HBV-DNA (case 1 NHL: HBV-DNA 6x10e3; Case 2 NHL:

HBV-DNA 3,4x10e3; Case 3 NHL: HBV-DNA 2,1x10e4). In Group

B and in Group C we did not have any episode of reactivation. No

increase in Renal function were found in all groups. CPK serum level

was always under normal limit value in group C. In conclusion,

despite a narrow group, our study show HBV reactivation may occur

in about 20% of those subjects undergoing chemotherapy for cancer

without antiviral prophylaxis. Interestingly, this is the first report, at

our knowledge, to show no differences between lamivudine and

another antiviral drug as Telbivudin in patients requiring prophylaxis

during chemotherapy for oncohaematological malignancies.

Topic: 8.b Clinical

Absno: 1721

The liver histological features analysis of 229 chronic hepatitis B
infected patients with normal or slightly elevated alanine
aminotransferase level
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1Center of Liver Diseases, Beijing Ditan Hospital Capital Medical

University, 2Beijing Ditan Hospital Capital Medical University,

Beijing, China

Aim: To study the liver histological features and its influencing

factors in patients with chronic hepatitis B infection, whose ALT

level keeps persistently normal or slightly elevation.

Method: Two hundred and twenty nine patients with chronic HBV

infection accepted liver biopsy. All patients administrated in Bei-

jing Ditan Hospital, Capital Medical University were enrolled from

2005 to 2010. The subjects met the diagnostic criteria and exclu-

sion criteria, with the ALT level less than 2 9 ULN (upper limit

of normal, ULN). The liver inflammation and fibrosis were

assessment with grade (G) and stage (S) by pathologist indepen-

dently. Routine laboratory parameters have been measured at or

after liver biopsy.

Results: The percentage of liver inflammation more severe than

G2, and liver fibrosis more severe than S2 was 45.42%, 35.38%

respectively. In the patients with slightly elevated ALT level, the

degree of the liver inflammation and fibrosis associated with the

age, ALT level and HBV DNA load (P \ 0.05). But in the patients

with slightly elevated ALT level, as the degree of the liver fibrosis

increased, HBV DNA load decreased (P \ 0.05), which may be

due to immune activation led to virus remove and induced liver

fibrosis.

Conclusion: About 45.42%, 35.38% of patients with normal or

slightly elevated ALT may have severe liver inflammation and

S256 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



fibrosis. With the age, ALT level and HBV DNA increasing, liver

inflammation and fibrosis aggravated. The degree of the liver fibrosis

may be associated with immune activation.
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HbsAg positive prevalence and profile among medical check-up
patients at persahabatan hospital in 2011
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Background: The prevalence of people with HbsAg positive in

Indonesia remains high until now, more than 8% estimated. The

prevalence in Java Island is 5% but the rest of the islands is about

9.2%. The aim of this study is to describe the prevalence and the

profile of people with HbsAg positive who underwent medical check-

up at Persahabatan Hospital in 2011.

Methods: Data was collected from patients who underwent medical

check-up at Persahabatan Hospital for 1 year in 2011. People who did

not do HbsAg test were excluded.

Results: There were 138 people underwent medical check-up and did

HbsAg test at Persahabatan Hospital in 2011. From the test, only 11

people have positive HbsAg test (7.97%). Majority of people with

HbsAg positive was men (72.7%) with range of age is 51 to 60 years

old (90.9%). Around 63.6% of them with normal level of serum

alanin transaminase (ALT).

Conclusion: The prevalence of people with HbsAg positive was high

in medical check-up setting at Persahabatan Hospital in 2011. All of

them did not meet any clinical signs or symptoms of hepatitis B

infection and most of them had normal ALT.
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Decrease of serum angiotensin-converting enzyme levels
upon telbivudine and entecavir treatment for chronic hepatitis B
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Chang1, Chau-Ting Yeh1,2

1Liver Research Center, Chang Gung Memorial Hospital, Taipei,
2Molecular Medicine Research Center, Chang Gung University,
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Background/aims: During antiviral therapy for chronic hepatitis B,

renal function impairment could be a critical concern especially when

oral nucleot(s)ide analogues were used. Clinical evidence showed that

different oral antiviral drugs might exert opposite effects on renal

functions, gauged by the estimated glumolular filtration rate (eGFR)

change. The causes of renal deteriation have been ascribed to neph-

rotoxicity, whereas the mechanisms of renal improvement are largely

unknown.

Methods: We conducted a two-stage retrospective analysis on

chronic hepatitis B patients treated by oral antiviral drugs. A genome-

wide cDNA microarrays assay was performed to identify differen-

tially expressed genes in peripheral blood cells before and after

telbivudine treatment. Of the candidate renal function associated

genes, angiotension converting enzyme (ACE) and complement fac-

tor H were selected for further verification.

Results: While no significant change was observed for serum com-

plement factor H level under enzyme-linked immunosorbent assay, a

significant reduction of serum ACE protein level was found one year

after telbivudine therapy (P = 0.022). Additionally, a significant

decrease of the ACE level was also found in patients receiving ent-

ecavir treatment (P = 0.020). The serum ACE levels were negatively

correlated with the patients’ eGFRs (Spearman’s correlation = -0.305

and -0.344, P = 0.011 and 0.030 for telbivudine and entecavir

respectively).

Conclusions: We discovered a significant reduction of serum ACE

protein levels upon entecavir and telbivudine treatments as well as a

negative association between serum ACE levels and eGFRs.
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The influence of the hepatitis B viral load on patients undeergoing
hepatectomy
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Objective: To investigate the influence of the viral load(B virus

replication level[103copies/ml or\103copies/ml on the postoperative

liver function and complications within 3 months.

Methods: We collected the data of 438 cases of patients who had

undergone liver resection from the division of liver surgery, West

China Hospital during April 2008 and June 2011.

Results: The hepatitis B virus replication level was[103copies/ml in

320 patients and \103copies/ml in 118 cases.There are 24 patients

with liver failure, 21 patients died within 3 months after liver resec-

tion. TB was statistically different between the two groups with

hepatitis B virus replication levels above or below 103 copies/ml.

Compared to group B (with HBV -DNA below103 copies/mL), there

was more patients with ascites in the group A (with HBV replication

level above 103 copies/mL) (P \ 0.05). Patients with different

indexes of hepatitis B virus replication showed no difference in the

occurrence of ascites between the two groups. In major liver resec-

tion, the probability of postoperative ascites was higher in group A

than group B (28/72 : 7/35, P \ 0.05). There were 23 patients with

hepatic failure, meanwhile,about half of them experienced major liver

resection.In this study, we used one-way ANOVA for statistics and

found that alanine aminotransferase, prothrombin time, hepatitis B

virus replication index, blood loss and removal volume were the risk

factors of hepatitis B infected persons with postoperative liver failure.

Therefore, we established a model for the prediction of postoperative

liver failu.

Conclusion: When hepatitis B virus load was over 103 copies/ml, the

occurrence of postoperative ascites and liver failure increased sig-

nificantly. Special attention should be paid to patients with the

hepatitis B virus load over 104 copies/ml, and half or middle liver

resection to be performed.
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1Digestive Disease Research Center (DDRC), Tehran University

of Medical Sciences, Tehran, 2Golestan University of Medical
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Tehran University of Medical Sciences, Tehran, Iran

Background &Aim: Hepatitis B virus infection (HBV) is a major

health problem worldwide. We aimed to study the epidemiological

features of HBV and the spontaneous loss of hepatitis B surface

antigen (HBsAg) in HBV infected (HBeAg negative and genotype D)

subjects followed-up during 2003to 2012.

Methods: Golestan cohort study(GCS) is a prospective study of more

than 50,000 (58% female) adults (age 40-75 years) originally inten-

ded to study the upper GI cancers in North Eastern Iran. GCS subjects

were 74% Turkmen, 80% lived in rural areas, 88% were married,83%

were non-smokers, and 70% had no formal education. HBV infection

(HBeAg negative and genotype D) was found to be the most common

cause of end-stage liver disease during GCS follow-ups. Baseline

serology for HBV and HCV infection was obtained for all participants

and a subcohort of HBV infected subjects were established within the

GCS. Repeated measurements of exposure including HBV infection

risk factors and a repeated serologic assessment for markers of HBV

infection was performed after average of 5 years from the

enrollment(2012).

Results: A total of 3532 subjects from GCS (50049) were found to

be HBsAg positive at baseline and were enrolled in Golestan HBV

cohort study. After 5 years follow-up, 2413 subjects were available

for reassessment, of those 2123 was found to be HBsAg positive

and 290 subjects were HBsAg negative (12.02%, annual rate: 2%).

Among subjects (290) with spontaneous loss of HBsAg 159

(54.82%) were HBcAb positive and 71 (24.48%, annual rate: 0.5%)

subjects developed HBsAb. During the average of 5.97 years fol-

low-up (21106.7 Person years) 35 HBV infected subjects died of

end stage liver disease (annual mortality rate: 1.66 per 1000

persons).

Conclusions: HBeAg negative HBV genotype D infected adults in

our cohort had 6 year survival rate of 92.8% with 12.02% chance of

spontaneous Loss of HBsAg.
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Background and aims: Clearance of hepatitis B surface antigen

(HBsAg) indicates clinical cure of hepatitis B virus (HBV) infection.

Lower serum HBsAg and HBV DNA levels have been shown to be

associated with HBsAg loss in hepatitis B e antigen (HBeAg)-nega-

tive patients. However, little is known about the impact of viral

genomic variations on HBsAg loss in these patients.

Methods: A total of 2110 Taiwanese HBeAg-negative patients were

enrolled. Among them, 1070 patients had HBV DNA level

]2000 IU/mL at baseline and their HBV genotypes, precore stop

codon (1896) and basal core promoter (1762/1764) sequences were

determined. The relationships between viral factors and HBsAg loss

were further investigated.

Results: In a mean follow-up period of 12.3 years, the average annual

rate of HBsAg loss was 1.0% in HBeAg-negative patients with viral

loads ]2000 IU/mL. Lower HBsAg levels were consistently asso-

ciated with more HBsAg loss. Compared to genotype B patients,

genotype C patients carried a higher likelihood of HBsAg loss, with

an adjusted hazard ratio of 3.1 (95% confidence interval: 1.9-5.1).

This relationship held true in patients with lower viral loads. Of all

HBeAg-negative patients, genotype C infection was independently

associated with HBsAg loss with an adjusted hazard ratio of 2.6 (95%

confidence interval: 2.0-3.5).

Conclusions: Lower HBsAg level and genotype C infection are two

important determinants for HBsAg loss in Asian HBeAg-negative

patients, regardless of the viral load.
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The baseline characteristics and a model to predict early
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Background: Early virological response can predict the outcomes of

nucleotide analogue treatment of chronic hepatitis B. We analyzed all

telbivudine recipients in this trial to determine the the baseline

characteristics and a model to predict early virological response.

Methods: In this prospective trial, 108 patients who had not treated

with nucleotide analogue with hepatitis B e antigen (HBeAg)-nega-

tive or HBeAg-positive chronic HBV infection were assigned to

receive 600 mg of telbivudine once daily for 24 weeks at least.All

patients were followed up every 2 weeks. Cox proportional hazard

regression model analyses were employed to evaluate baseline vari-

ables and to develop a statistical model.

Results: Cox proportional-hazards regression identified serum con-

centrations of bilirubin and aspartate aminotransferase (AST), a

plasma HBV DNA level,and have a family history of HBV infection

or not as predictors of early virological response of telbivudine

treatment in patients with chronic hepatitis B.These variables can be

used to calculate a risk score (R) for patients with chronic hepatitis B.

The model was validated among an independent set of 20 patient-

s.Patients with R [ -0.38 may lead to the early virological response

of telbivudine treatment.

Conclusions: During telbivudine treatment, serum concentrations of

bilirubin and AST, a plasma HBV DNA level,and have a family

history of HBV infection or not at baseline is the predictors for the

early virological response.The Fuzhou model may predict the early

virological response.
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Maintaining remission in lamivudine-resistant patients
with complete virological responses to adefovir add-on
lamivudine after stopping lamivudine therapy:Outcome
at 96 weeks
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Background/Aim: We examined the durability of the virological

response after discontinuing lamivudine (LVD) in chronic hepatitis B

(CHB) patients with LVD-resistant hepatitis B virus (HBV) who

responded to LVD plus adefovir (ADV) combination therapy, and

compared the outcomes of ADV monotherapy and combination

therapy.

Methods: Seventy-two patients with undetectable viral loads

(\ 20 IU/mL) and normal alanine aminotransferase (ALT) levels

after combination therapy for at least 6 months were assigned ran-

domly 1:1 to continue with the combination therapy or switch to ADV

monotherapy (36 patients per group). Viral rebound was defined as

HBV DNA detection using quantitative PCR determined by two

consecutive measurements after study enrollment.

Results: There were no significant differences in the baseline char-

acteristics between the LVD-ADV combination maintained group and

the ADV monotherapy switched group. After follow-up for 96 weeks,

100% (36/36) of the patients maintained on combination LVD-ADV

had persistently undetectable HBV DNA, compared with 94.4% (34/

36) of the patients switched to ADV monotherapy. Two patients in the

ADV monotherapy switched group showed viral rebound, occurring

at 24 and 36 weeks. These two patients had undetectable HBV DNA

after switching back to combination therapy. Of these, no patient had

an elevated ALT during rebound.

Conclusions: In our study, most patients (94.4%) maintained a

virological response after discontinuing LVD. Our pilot randomized

controlled study showed that LVD may be discontinued in patients

who show a complete virological response to LVD-ADV combination

therapy for at least 6 months.
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Comparison of the efficacy of entecavir, lamivudine, adefovir
dipivoxil and telbivudine in treating NAs-naive patients
with median HBV-DNA levels

Huang Mingxing1,2, Yuankai Wu1, Hong Shi1, Xiangyong Li1,
Guoli Lin1, Jie Luo1, Yusheng Jie1, Yutian Chong1, Zhiliang Gao1

1Department of Infectious Diseases, The Third Affiliated Hospital of

Sun Yat-Sen University, Guangzhou, 2Department of Infectious

Diseases, the Fifth Affiliated Hospital of Sun Yat-Sen University,

Zhuhai, China

Background and aims: Registration studies showed entecavir (ETV)

to be more effective than lamivudine(LAM), adefovir dipivox-

il(ADV) and telbivudine(LDT) in nucleos(t)ide analogs(NAs) naı̈ve

patients with chronic hepatitis B. However, data from clinical practice

are limited, especially in NAs-naı̈ve patients with median quantities

of HBV-DNA(mqHBV-DNA). This study aimed to investigate the

effectiveness of four NAs monotherapy in naı̈ve patients with

mqHBV-DNA.

Methods: A total of 189 patients (aged 41.3 ± 13.2 years, HBeAg-

positive/negative: 155/38, male/female: 149/40, the baseline HBV-

DNA: 6.45(4.10-7.00) log10 copies/ml) who completed three years of

LAM (n = 52), ADV (n = 44), LDT (n = 25) or ETV (n = 45)

monotherapy were prospectively studied. The effectiveness data of

the four NAs groups were collected and analyzed. HBV-DNA was

quantified by real-time PCR (Da an Genetics, lower limits: 100

copies/mL).

Results: The baseline demographic characteristics and HBV-DNA

levels in four groups were well matched. The median duration of

antiviral therapy is 27.8(12.3-107.1) months for all patients. The

median time from baseline to achieving-undetectable HBV DNA of

LAM, ADV, LDT and ETV groups were 28.6 (15.5-41.7), 24.0 (17.4-

30.6), 16.0(12.4-19.6) and 14.6 (10.0-19.2)weeks respectively

(p = 0.003). At the end of follow-up, The rates of undetectable HBV-

DNA in LAM, ADV, LDT and ETV were 63.2%(12/19), 75%(12/16),

85.7%(6/7),100%(19/19) respectively (p = 0.017).The rates of com-

plete viral response in ETV(94.3%,33/35) [ ADV(81.0%,17/21)

[ LDT (68.8%,11/16) [ LAM 66.7%,14/21,p = 0.026) and viral

breakthrough in LAM(53.8%,28/52) [ ADV(40.9%,18/44) [ LDT

(40%,10/25) [ ETV(8.8%,6/68)(p \ 0.0001) were statistically dif-

ferent. However, for the biochemical response, the normalization rates

of alanine aminotransferase levels (less than 40 U/L) in LAM, ADV,

LDT, ETV (77.3%, 87.5%, 85.0% and 96.9, respectively, p = 0.182)

and HBeAg seroconversion rates in LAM, ADV, LDT and ETV

(17.3%, 29.5%, 28.0% and 30.9% respectively p = 0.366) were

comparable.

Conclusions: ETV monotherapy was more potent and faster in HBV-

DNA suppression and showed lower viral breakthrough in NAs naive

patients with mqHBV-DNA when compared to LAM,ADV or LDT.
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HBsAg loss or seroconversion rates and the prognostic
importance of HBsAg quantification in 1033HBsAg(+)
cases in the long run followup

Hasan Ozkan, Mustafa Yakut, Necati Örmeci,
Abdulkadir Dökmeci

Ankara University, School of Medicine, Ankara, Turkey

Introduction: HBsAg loss and seroconversion is close to cure in

HBV infection. The follow up of the cases with HBsAg quantification

has become the most important method for the predictivity of prog-

nosis in CHB.

Materials and Methods: 1033HBsAg(+)were followed up for a

maximum of14,3 years and on average7 years. Cases were examined

between 6 months and 1 year intervals. HBsAg quantitative levels

and Anti HBs values were measured by using a commerical kit

(IU/ml).Furthermore HBeAg,AntiHBe and HBVDNA quantitative

values were determined. The patients with CHB in natural course

Phase2and Phase4 were treated with PEG interferon and/or nucleo-

side or nucleotides.

Findings: 698men and 335women were involved, and the average

age was 42,4 years.17.3%of the cases was found as HBeAg(+)

and82.7% was found as HBeAg (-). HBsAg loss and AntiHBsdevel-

opment or HBsAg loss was found in 71cases(6.87%). 708 cases

(68.53%)received no treatment.Alteration was found in 39cases.The

spontaneous clearence rate was5.5% in1033cases. CHBwas found and

begun to be treated in 325 cases(31.46%).In32of those325cases a

change in the HBsAg quantification was observed(9.84 %). In 223 of

them antiviral drugs was given to patients with CHB. There was an

alteration in 16 of them (7.17%).102 treated patients (31.8%) received

interferon and there was an alteration in16 of them (15.68%). HBeAg

was negative in78.7%of102 cases.In cases where HBsAg quantitative

value dropped under 1000 IU/ml,HBsAg loss or seroconversion

occured within 4-6 years and in cases where that value dropped under

100 IU/ml, the same occurred within 1-3 year(s).10 IU/ml was criti-

cal and the clearence from HBsAg was considerable in the short run.

Conclusions: Currently HBsAg quantification is the most important

diagnosis tool in the predictivity of CHB prognosis.HBsAg
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quantification enables us to predict any decrease in HBsAg values

within6 months after the beginning of the CHB treatment. HBsAg

loss or seroconversion obtained with treatment was considerably high

compared to spontaneous HBsAg clearence rates.In cases with PEG

interferon and antiviral drugs, HBsAg clearence rates were higher

compared to the cases with only antiviral drugs.
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Significance of measurement of serum HBsAg and HBcrAg levels
in patients with chronic hepatitis B treated with Nucleotide analog
therapy
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Shigenao Ishikawa2, Nobuaki Baba1, Masatsugu Miyoshi2,
Masaki Wato2, Tomonori Seno1, Tomoki Inaba2, Takuya
Nagano1, Kozo Kawai2

1Department of Hepatology, 2Department of Gastroenterology,

Kagawa Prefectual Central Hospital, Takamatsu, Japan

Purpose: It was reported that NA therapy could be stopped by low

serum levels of HBsAg and HBcrAg.In this study, we evaluated

which chronic hepatitis B patients had low serum levels of HBsAg

and HBcrAg during NA therapy.

Method: This study included 49 patients (29 men, 20 women, average

age 54.6 ± 12.0) with chronic hepatitis B at our hospital treated with

NA therapy .40 patients were treated with only Entecavir(ETV), 2 were

Lamivudine(LAM) only, and 3 were LAM + Adefovir(ADV), 4 were

ETV after LAM. Average period of NA therapy was 63 months.

Results: The less than 1.9 Log HBsAg (scores 0) patients were 9 and

1.9-2.9 (score 1) are 13 and, 2.9 or more (scores 2), are 27. The less than

3.0 Log HBcrAg (score 0) was 10, and 3-4(score1) was 17. 4 or more

(score 2) was 22.By the sum total score, low risk group (score 0) was 4

patients, middle risk group (score1-2) was17 and high risk group (score

3-4) was 28In 26 patients with 60-month or less NA treated periods, a

sum total score is 2.92 (low 1 middle 8, high 17). Wherelus in 23 patients

with 61 months or more treated group, the sum total scores 2.26. That

score was significantly lower than within 60 months group. And their

score was low 3,middle 9, high 11, the low and middle risk group ratio

was more higher than previous group.

Conclusion: The cases with low and middle risk group of reactivation

of HBV-DNA were 21 of 49(43%) patients during NA therapy. And

ratio of low and middle risk patients was more frequently exit in cases

of more than 61 months NA treated patients. In case with NA treat-

ment period more than 61 months, serum HBsAg and HBcrAg levels

should be measured to decide to stop or not stop of NA therapy.
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Trial of lamivudine in hepatitis B surface antigen carriers
with persistence hepatitis B core IgM antibody

Husham Yousuf Bayazed

Microbiology, Technical & Health Institute-Zakho / Kurdistan,

Zakho, Iraq

Background and aims: The persistence of hepatitis B core IgM

antibody in hepatitis B surface antigen carrier is a risk factor with

hidden danger and forecast existence of liver damage. A trial of

lamivudine in such subset of carriers was carried on for the first time

in this study.

Patients and methods: A total of 62 hepatitis B surface antigen with

hepatitis e antibody individuals (age range, 25-45 years) with per-

sistence hepatitis B core IgM antibody were randomized to receive

either 100 mg lamivudine (32/62) or placebo (30/62) daily for

6 months.

Results: Among lamivudine group, hepatitis B core IgM antibody

seroclearance achievement rate was 81.3% and HBsAg seroconver-

sion rate was 9.4 % compared to 6.3% and 3.3% in placebo group

respectively. A number of adverse clinical events were observed, but

were of mild nature and tolerable by the participants who completed

the study.

Conclusion: Trial of lamivudine in this subset of hepatitis B surface

antigen carriers proven to be safe and efficacious. More studies are

needed prior to recommending the drug for routine use on selected

HBV carriers.
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Clinical characteristics and therapeutic analysis of pulmonary
fungal infection in patients with hepatitis B virus Infection-related
acute-on-chronic liver failure
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Yat-sen University, GuangZhou, 2Department of Infectious Diseases,

Nong ken Na Da Hospital, Hainan, 3Department of Infectious

Diseases, Ruijin Hospital, Shanghai Jiaotong University, School of

Medicine, ShangHai, China

Background/Aims: Fungal infection, particularly with pulmonary

fungal infection, has been identified as an important cause of mor-

bidity and mortality in patients with Acute-on-chronic liver failure

(ACLF) in chronic hepatitis B (CHB) patients. Our objective is to

study the clinical features and antifungal treatment effect of ACLF

patients with pulmonary fungal infection.

Methods: Pulmonary fungal infection was diagnosed by throat swab

fungal culture and chest Computed Tomography. Clinical manifes-

tation, blood routine, MELD scores, mycetology characteristic, and

the antifungal treatment effect were retrospectively analyzed.

Results: A total of 58 pulmonary fungal infection patients with

ACLF in chronic hepatitis B were recruited for this study. All

patients (100%) were administered 1-4 kinds of broad-spectrum

antibiotics, 11 patients (18.9%) had invasive operation. 38 patients

(65.5%) had fever, 23 patients (39.7%) had leucocytes increased, and

33 patients (56.9%) had neutrophilic granulocyte percentage

increased. Candida albicans (56.9%), aspergillus (17.24%) and can-

dida glabrata (13.8%) were often seen. Compare with The

Caspofungin treatment groups, Fluconazole treatment groups showed

high accumulative mortality (66.7% vs. 36.8%, Chi-square = 4.348,

P = 0.0371). Survival analysis and Cox regression analysis show

that Anti-fungal treatments were significant improvement of clinical

outcome (OR = 8.491, P = 0.001), and Caspofungin is more

effective than Fluconazole.

Conclusions: Fever and neutrophilic granulocyte increase just been

seen in part of patients, lung CT examination was important for the

diagnosis of pulmonary fungal infection. Caspofungin is more

effective than Fluconazole, and can decrease the mortality of ACLF

patients in chronic hepatitis B with pulmonary fungal infection.
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Pre-treatment with pegylated interferon alfa-2a did not increase
HBeAg seroconversion in chronic hepatitis B, HBeAg-positive
treated with entecavir
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Siwaporn Chainuwatti, Watcharasak Chotiyaputta, Supot
Nimanong, Nonthalee Pausawasdi, Varayu Prachayakul, Supot
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Maneerattanaporn, Julajak Limsrivilai, Uayporn Siriyuyuen,
Udom Kachintorn, Tawesak Tanwandee
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Hospital. Mahidol University, Bangkok, Thailand

Background: Treatment of chronic hepatitis B (CHB), HBeAg

positive patients includes pegylated interferon(PegIFN) or nucle-

os(t)ide analogues(NUC). However, about two-thirds of patients

treated with PegIFN do not achieve HBeAg seroconversion and may

require treatment with NUC. So far, there are few data about out-

comes of CHB patient treated with PegIFN follow by NUC whether

such pre-treatment with PegIFN will offer more HBeAg serocon-

version. The objective of this study was to investigate outcome of

patients pre-treated with PegIFN followed by entecavir compared

with patients treated with entecavir alone.

Methods: This is a retrospective chart review from January 2005 to

July 2012. There were 46 patients pre-treated with PegIFN alfa-2a for

48 weeks who did not achieve HBeAg seroconversion and required

treatment with entecavir(0.5 mg) daily compared with 50 patients

treated with entecavir alone during the same period. HBeAg status

and HBV DNA level at baseline and every 1 year after starting ent-

ecavir were collected and compared between 2 groups.

Results: The PegIFN/entecavir group was younger (mean age 45.4 vs

52.3 years, p = 0.004) and had less advanced fibrosis/cirrhosis at

baseline (8.9% vs 35.4%, p = 0.002) than entecavir group. Further-

more, the entecavir treatment duration was shorter in PegIFN/

entecavir group (116.8 vs 162.5 weeks, p = 0.004). After 1 year of

entecavir treatment, there was no significantly difference in rate of

HBeAg seroconversion, HBeAg loss and undetectable HBV DNA of

both groups (10.9% vs 14.0%, p = 0.643; 7.3% vs 4.6%, p = 0.669

and 54.3% vs 64.0%, p = 0.336; respectively). These outcomes were

also not difference between two groups at year 2 through year 5 after

entecavir treatment.

Conclusion: In HBeAg-positive CHB patients, pre-treated with

PegIFN alfa-2a before entecavir did not increase HBeAg serocon-

version, HBeAg loss or HBV DNA suppression when compared with

patient treated with entecavir. This study was supported by The

Gastroenterological Association of Thailand.
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Background and aims: Coinfections of HBV/HCV have more

increased risk for progression to severe liver disease, chronic liver

failure, cirrhosis and hepatocellular carcinoma (HCC) in later life as

compared to patients with single virus infections. Thus, we aimed in

this study to compare patients who have coinfections of HBV and

HCV with single HBV and HCV patients to understand the disease

progression better.

Methods: In total, Eighty-seven patients with dual or single

chronic viral hepatitis who followed in three medical centers in

southeastern part of Turkey from January 2003 to October 2012

were taken to the study. All patients underwent a thorough clinical

examination. Laboratory, imaging tests ± liver biopsy were per-

formed to all patients.

Results: Eighyt-seven patients were included in the study. There

were 29 in coinfected group, 30 in hepatitis B, 28 in hepatitis C

group. 9 of the 30 (30%) HBV infected control group and 4 of the

29 (13.7%) coinfected HBV/HCV group were HBeAg positive.

ALT levels were elevated more in coinfected patients compared to

HBV and HCV control patients (p \ 0.02). HBVDNA levels were

lower in coinfected group than in single HBV infections

(p \ 0.02). According to our study, HAI and fibrosis scor was

elevated in coinfected group compared to HBV and HCV group

(p \ 001). Cirrhosis risk was found statistically significant in

coinfected patients compared to single control patients (P = 0.013).

In addition, cirrhosis was observed in 2 of the 2 (100%) coinfected

group with perinatal transmission, and none of the 7 HBV, and 1

in the 6 (16.6 %) perinatal transmitted HCV group (p \ 0.01).

Virologic load (p [ 0.5) was not statistically significant in pro-

gression to cirrhosis.

Conclusion: Our study shows that Coinfection with HBV and HCV

has been associated with induced severe liver disease and cirrhosis as

compared to single virus infections.

Topic: 8.b Clinical

Absno: 1851

Development of ultra- sensitive system for hepatitis B virus
detection and its clinical application
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for Global Health and Medicine, ichikawa-shi, Japan

Background and Aims: Hepatitis B virus (HBV) DNA detection and

quantification are very important in the assessment of the response to

the therapy and the clinical course of the patients. The aim of the

study is to develop an ultra-sensitive system for HBV-DNA detection.

Methods: 252 serum samples were used and divided into two groups:

the 172 HBsAg negative and the 80 HBsAg positive. HBV-DNA was

extracted by automated HBV-DNA extraction instrument with the MP

Total Nucleic Acid Isolation Kit-High performance (Roche). The

extracted HBV DNA were amplified by new conserved PCR primers

in the S region and confirmed them by the sequencing.

Results: Using serial dilution of HBV-DNA, the detection limit of the

new system was 8 copies/ml (10/10, 100%). Among 172 HBsAg-

negative group, 29 (16.9%) were HBV-DNA positive by the new

system. Among 80 HBsAg-positive group, 52 (65.0%) and 72

(90.0%) were positive by the Roche COBAS TaqMan HBV assay and

the new system, respectively. 8 (10%) were negative by both meth-

ods. Among 20 cases treated by entecavir, 0(0%) and 16(80%) were
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positive by the Roche COBAS TaqMan HBV assay and the new

system.

Conclusions: We have developed a new ultra-sensitive HBV DNA

detection system using an automated DNA extraction instrument and

new conserved PCR primers in the S region. Our data using serum of

HBV patients treated by entecavir indicate that this system is suitable

to detect of low level of HBV DNA and will be helpful to determine

the end points of the therapy. These data strongly indicated that our

new system will be useful for the clinical application and will make a

new horizon in the HBV infection.
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Objectives: Hepatitis A virus is an important widespread virus and

HAV superinfection with Chronic liver disease leads to more severe

complications. The aim of the present study was to assessment the

seroepidemiology of HAV infection in patients with chronic hepatitis

B patients in Isfahan province, Iran in order to evaluate the necessity

of vaccination for these patients.

Methods: A descriptive cross-sectional study was conducted from

spring 2010 to spring 2011. The target population of this study was

males and females patients with chronic hepatitis B infection who had

referred to Infectious diseases and Tropical Medicine Research

Center of Isfahan, Iran. Subject’s characteristics were collected by

questionnaire and studied. Statistical analysis was done by SPSS

software and descriptive statistical method was used for data analysis.

Results: The mean age of the subjects was 38 ± 14.2 years. Most of

the cases were male (78.1%), 92.2% of CHB patients had not history

of intravenous drug use and nearly half of the patients (48.5%) had

diploma and college education and only 12.1% were illiterate. The

anti-HAV seropositivity was (100%) and all of the patients had a

previous history of infection with HAV. We didn’t find any negative

IgG anti-HAV therefore statistical association tests could not be done.

Conclusions: According to the high HAV immunity in our study

(100%) and less severe forms of HAV infection, vaccination was not

required in these patients. However vaccination against HAV in

chronic HBV patients with anti-HAV seronegatiy may prevent super

infection and development of fulminant or severe hepatitis in these

patients.
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Background & Aims: Mother-to-infant transmission was the major

route of hepatitis B virus (HBV) transmission among Iranian children

in pre-vaccination era. We studied the rate of HBV infection among

children born to hepatitis B surface antigen (HBsAg)-positive mothers

20 years after universal neonatal vaccination project in Northern Iran.

Methods: Golestan cohort study (GCS) is a prospective study of more

than 50,000 (58% female) adults (age 40-75 years) originally intended

to study the upper GI cancers in North Eastern Iran. GCS subjects were

74% Turkmen, 80% lived in rural areas, 88% were married, 83% were

non-smokers, and 70% had no formal education. HBV infection was

found to be the most common cause of end-stage liver disease during

GCS follow-ups. Baseline serology for HBV and HCV infection was

obtained for all participants and a subcohort of HBV infected subjects

were established within the GCS. Repeated measurements of exposure

including HBV infection risk factors and a repeated serologic assess-

ment for markers of HBV infection was performed 5 years after the

enrollment (2012) for the subjects and their family members.

Results: During past 20 years 158 Children were born to 1585 HBV

infected mothers and were routinely vaccinated against HBV at birth

.No hepatitis B immunoglobulin (HBIG) was given to the children at

the time of birth.The number of HBsAg seropositive vaccinated

children was 9 (5.7 %) .Among HBsAg positive children 8(89%) were

also seropositive for HBcAb. Among HBsAg negative children56

(37.6 %) were seropositive for HBsAb. Totally 84(53.2%) subjects

were seronegative for all HBV markers.

Conclusions: Children born to HBsAg-positive mothers are at risk for

chronic HBV infection and 53% remain unprotected despite neonatal

HBV vaccination. Screening of pregnant women for HBsAg and

HBeAg in addition to universal neonatal vaccination might be nec-

essary to control mother-to-infant transmission of HBV.
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Aim: In this study we aimed to determine the prevalance of hepatitis

B, C infection and seropositivity of toxoplasma, rubella and anti HAV

in pregnant women.Methods-Materyals: Two thousand three pregnant

women were evaluated for HBsAg, Anti Hbs, Anti HBcIg G, Anti

HCV, toxoplasma IgG, rubella Ig G detected by Enzim Linked

Immune assay (ELİSA). HCV RNA was detected by polimerase

chanin reaction. Demographic details, vaccination history were ass-

sessed by quastionnaire.

Results: Totally, 2003 pregnant women were included. The mean age

was 27 ± 3 years. Participants were in the 1th to 39th week of

pregnancy. HBsAg, Anti HBcIgG,, Anti HBs positivity were in
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1.14%, 17%, 13.4% cases respectively. Of the patients 82.2 % were

Anti HAV Ig G positivite. Anti HCV positivity was detected in 0.7%

cases and there was no HCV RNA positive. The seropositivity rates

for rubella and toxoplasma were 96.1% and 42.2%.Conclucions:,

HBsAg seropositivity in pregnant population was found to be lower

than general population, therefore Anti HCV, Anti HAV Ig G, tox-

oplasma and rubella antibodies seropositivity were similar.
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Early on-treatment HBsAg level predicts response in HBeAg-
positive chronic hepatitis B patients switched from long-term
entecavir to peginterferon alfa-2a (40KD)
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University, Guangzhou, 6West China Hospital, Sichuan University,
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Background: Hepatitis B surface antigen (HBsAg) loss is uncommon

in patients on nucleos(t)ide analog therapy and over 50% do not

achieve durable response off-treatment. We previously reported

higher HBsAg clearance/hepatitis B e antigen (HBeAg) seroconver-

sion rates in patients switching from long-term entecavir (ETV;

0.5 mg QD for 9-36 months) to peginterferon alfa-2a (Peg-IFNa-2a)

for 48 weeks than patients continuing ETV. Predictors of response to

Peg-IFNa-2a were explored in this analysis.

Methods: Response predictors were determined in patients switching to

Peg-IFNa-2a, with available HBsAg and HBeAg values at baseline and

weeks 12, 24 and 48. Receiver-operating characteristic analyses iden-

tified optimal time points, variables and cut-offs for predicting response.

Results: Week 12 HBsAg \ 200 IU/mL and C 1500 IU/mL were

identified as optimal predictors of response and non-response,

respectively. HBsAg \ 200 IU/mL resulted in significantly higher

HBsAg loss and HBeAg seroconversion rates than HBsAg C 200

IU/mL (78% vs 2%; p \ 0.0001 and 67% vs 11%; p = 0.0004,

respectively). HBsAg C 1500 IU/mL was associated with only 2% of

patients achieving HBsAg loss (NPV = 98%) and 5% achieving

HBeAg seroconversion (NPV = 95%) (Table 1). HBsAg 200-1499

IU/mL resulted in HBsAg loss and HBeAg seroconversion rates of

3.8% and 23.1%, respectively.

Conclusions: Week 12 HBsAg \ 200 IU/mL identified patients

likely to achieve HBsAg loss/HBeAg seroconversion after switching

from ETV to Peg-IFNa-2a. Week 12 HBsAg C 1500 IU/mL identi-

fied patients unlikely to achieve HBsAg loss/HBeAg seroconversion.

However, small patient numbers were a limiting factor. It will be

important to develop management strategies for patients with HBsAg

200-1499 IU/mL.
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Does HBV infection influence to hepatocellular carcinoma
with anti-HCV antibody?

Jun Muto1,2, Masakazu Mukaide1, Masaya Sugiyama1, Satoshi
Hiramine1, Tsutomu Takeda1, Takahiko Aoki1, Teppei Matsui1,
Nao Nishida1, Masatoshi Imamura1, Masaaki Korenaga1,
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1The Research Center for Hepatitis and Immunology, National center

for global health and medicine, Ichikawa, 2Department of surgery and

science, Kyushu University, Fukuoka, Japan

Background and Aims: Coinfection of HBV and HCV is known as

a strong carcinogenic factor, and occult HBV infection is reported

to be associated with carcinogenesis. Recently, HBV-DNA inte-

gration site to human genome has been detected with whole-

genome sequencing. The aims are to reveal the frequency and the

association of latent HBV infection among HCC patients due to

chronic hepatitis C (CHC), using in house high-sensitive detecting

method.

Methods: DNA of tumor and non-tumor tissue from 58 HCC patients

undergone hepatic resection in Kyushu university hospital was stud-

ied. All cases were HBsAg negative. (I) HBs and cccDNA were

detected with real-time PCR, and integration site of HBs and HBx

gene were detected with in house high-sensitive PCR and sequencing.

(II) Clinicopathological factors were compared between latent HBV

infection (group L) and control group.

Results: (I) HBs was detected from 6 cases (10.3%) and cccDNA was

detected in 4 cases (6.9%) with real-time PCR. Ten cases (17.2%)

were HBs positive, and 8 cases (13.8%) were HBx positive with high-

sensitive detection. Totally, latent HBV infection was detected in 12

cases (20.7%). There were no significant differences on positive rate

between tumor and non-tumor tissues. (II) No cases were HBsAb-

positive in group L while 18 were positive in control (39.1%)

(P = 0.001). HBcAb was positive in 4 case in group L (33.3%) and

24 in control (52.2%)(n.s.). No case was HBeAb-positive in group L

and 8 were positive in control (17.4%)(P = 0.04). Cases with any-

serological-HBV markers were 4 in group L (33.3%) and 26 in

control (56.5%)(n.s.). There were no significant difference on hepatic

function markers, nor on tumor sizes, numbers, AFP and DCP.

Conclusions: Detecting with in house high-sensitive system, 20.7%

latent HBV infection was detected among HCC patient with HCV

infection. Latent HBV infection cannot be detected with serum

examination.
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Peginterferon lambda for the treatment of HBeAg-positive
chronic hepatitis B: a phase 2B comparison with peginterferon
alfa

Table 1 Week 48 HBsAg loss and HBeAg seroconversion by Week

12 HBsAg level

Week 12 HBsAg,

IU/mL

HBsAg loss at week

48

HBsAg seroconversion at

week 48

% (n/N) p-value % (n/N) p-value

\200 77.8 (7/9) \0.0001 66.7 (6/9) 0.0004

C200 2.4 (2/85) 10.6 (9/85)

\1500 22.9 (8/35) 0.0014 34.3 (12/35) 0.0003

C1500 1.7 (1/59) 5.1 (3/59)
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Background: For patients with chronic hepatitis B (CHB), pegin-

terferon alfa (Alfa) offers finite treatment, no resistance and more

durable off-treatment response than HBV nucleos(t)ide analogues;

however, adverse events (AE) are common. Peginterferon lambda-1a

(Lambda), a type III interferon, has shown greater early virologic

effect and improved tolerability vs Alfa in chronic HCV infection;

this study is the first comparison of Lambda versus Alfa in patients

with CHB.

Methods: Adult HBeAg + , interferon-naı̈ve patients with HBV

DNA [ 105 IU/mL and elevated ALT received 180 lg Lambda or

Alfa-2a weekly for 48 weeks. The primary efficacy endpoint is

HBeAg seroconversion 24 weeks post-dosing; we present efficacy

data through Week 24 and cumulative safety data.

Results: Patients (Lambda, N = 80; Alfa, N = 83) were of mean age

35.5 years, 76% male, 89% Asian; mean baseline HBV DNA = 7.76

log10 IU/mL and mean ALT = 139 U/L. HBV genotypes B (31%)

and C (55%) predominated. Through Week 24, Lambda recipients

had greater reduction of HBsAg and HBV DNA levels vs Alfa;

HBeAg responses were comparable (Table 1). AEs were common

overall, but many typical Alfa-associated AE were less frequent with

Lambda. Lambda recipients had more frequent grade 3-4 ALT ele-

vations; the majority of these events were explained by early, on-

treatment, mainly uncomplicated ALT flares associated with a pre-

ceding HBV DNA decline.

Conclusions: Lambda demonstrated greater early antiviral efficacy

than Alfa, with fewer hematologic abnormalities and flu-like or

musculoskeletal symptoms. These favorable results are consistent

with findings from Lambda studies in HCV and support ongoing

study of Lambda in CHB.
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Efficacy and safety of tenofovir DF (TDF) in chronic hepatitis B
virus infected patients with documented lamivudine resistance
(LAM-R)
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1Toronto General Hospital, Toronto, ON, 2University of British

Columbia, Vancouver, BC, Canada, 3Medical University of Warsaw,
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6Thomas Jefferson University, Philadelphia, PA, 7Gilead Sciences,
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Background: Efficacy and safety of TDF have been demonstrated

over 6 years in pivotal HBV studies, but have yet to be established in

LAM-R patients in a prospective, randomized trial.

Methods: Phase 3b, double-blind, randomized (1:1) comparison of

TDF and emtricitabine (FTC)/TDF in chronic HBV patients on LAM

at screening with HBV DNA C 103 IU/mL and documented LAM-R

(rtM204 V/I ± rtL180 M; INNO-LiPA HBV v2/v3). Patients were

stratified by ALT (C or \ 2 9 ULN) and HBeAg status. Efficacy and

safety, including bone mineral density (BMD) monitoring were

assessed over 96 weeks.

Results: Of 280 randomized and treated patients, 133/141 (94%) and

125/139 (90%) in the TDF and FTC/TDF groups completed 96 weeks.

Groups were well matched: mean age 47 years, 75% males, 34% Asian,

47% HBeAg + , 42% ALT \ ULN; HBV genotypes: 22% A, 14% B,

19% C, and 45% D. By ITT analysis, missing = failure, 89% and 86%

receiving TDF and FTC/TDF, respectively, had HBV DNA \ 400

copies/mL at Week 96 (p = 0.43); 70% in each arm had normal ALT.

HBeAg loss was observed in 10/65 (15%) and 9/68 (13%) in TDF and

FTC/TDF arms, respectively. One patient (FTC/TDF) had HBsAg loss

without seroconversion. Both treatments were well tolerated with 1%

(3/280) discontinuing for adverse event (1 TDF, 2 FTC/TDF). No

patients had confirmed increase in serum creatinine C 0.5 mg/dL, and

1% (2 TDF) had transient serum phosphorus \ 2 mg/dL. BMD of spine

and hip revealed no clinically relevant bone loss, and there were no non-

traumatic fractures reported. No TDF resistance was detected through

96 weeks.

Table 1

Efficacy results

Lambda

Wk 12

Alfa

Wk 12

P
value

Lambda Wk2 4 Alfa

Wk 24

P
value

HBV DNA change

from BL,

log10 IU/mL

-2.58 -1.78 0.0018 -2.77 -2.28 0.1203

HBsAg change

from BL,

log10 IU/mL

-0.67 -0.27 0.0002 -0.65 -0.33 0.0075

HBeAg serocon

version, n/N (%)

5/80

(6.3)

5/83

(6.0)

5/80

(6.3)

7/83

(8.4)

ALT normalization,

n/N (%)

17/80

(21)

18/83

(22)

19/80

(24)

28/83

(34)

Adverse events and lab abnormalities

Event, % of patients Lambda Alfa

Pyrexia 10 45

Alopecia 9 28

Headache 14 29

Myalgia 3 21

Neutropenia, grade 1-4 8 76

Dose reductions 8 25

Discontinuations 4 7

Total bilirubin elevations, grade 3-4 2.5 0

ALT elevations, grade 3-4 41 23

ALTflares (ALT[10 xULN and [2x baseline) 15 7

ALT flares (ALT[5 xULN and [2x baseline) 34 16
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Conclusions: A high rate of HBV DNA suppression with no

detectable TDF resistance was achieved with TDF monotherapy in

LAM–R patients through 96 weeks. TDF was safe and well tolerated,

with a low rate of renal events and no evidence of clinically relevant

bone loss.
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Six years of tenofovir DF treatment for chronic HBV is safe, well
tolerated, and highly efficacious with no resistance
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Background: Five years of tenofovir DF (TDF) treatment of HBeAg-

and HBeAg + chronic HBV patients (Studies 102 and 103) resulted in

sustained viral suppression and no TDF resistance; in addition, either

halting or regression of fibrosis was seen in 96% of patients. Here we

present 6 year results from these 2 ongoing 8 year studies.

Methods: After completing 48 weeks of double-blind comparison of

TDF to adefovir, all patients were eligible to continue open-label

TDF. Patients were assessed every 3 months for safety and efficacy

with annual resistance surveillance and annual assessments of bone

mineral density (BMD) by DXA (starting Year 4).

Results: Of 641 patients randomized and treated, 585 (91%) entered

the TDF extension phase; 466 (73%) remain on study at year 6. In an

on-treatment analysis (missing = excluded), 99.6% and 99% of

patients HBeAg- and HBeAg + patients, respectively, had HBV

DNA \ 400 copies/mL and ALT normalization was achieved by 86%

and 78% of HBeAg- and HBeAg + patients; 50% of HBeAg + pa-

tients achieved HBeAg loss and 37% experienced anti-HBe

seroconversion. HBsAg loss and seroconversion (Kaplan-Meier %)

was observed in 11% and 8% of HBeAg + patients, respectively; 1

HBeAg- patient had sustained HBsAg loss/seroconversion at Year 5

(Week 240). TDF was well tolerated over the 6 year evaluation

period. Less than 2% discontinued TDF due to an adverse event,

and B 1.5% experienced a confirmed renal event (C 0.5 mg/dL

increase in serum creatinine, phosphorus \ 2 mg/dL, or

CrCL \ 50 mL/min). BMD (T scores) was stable over 2 years of

evaluation. No resistance to TDF was detected through Year 6.

Conclusions: In these two trials, TDF remains safe and effective over

a 6 year treatment period, with no detectable TDF resistance; a rel-

atively low rate of renal events and no evidence of clinically relevant

bone loss were also observed.
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CHB is moderately endemic in our country.The liver histology seems

to have a pivotal role and is related with several parameters.This

study was conducted to evaluate the baseline histopathology and its

association with demographic-virological parameters.

Eleven units of gastroenterology and infectious diseases have

participated in this multicenter study.Enrolling and follow-up of the

patients were recorded using electronic CRF.All patients enrolling

into this study should be naı̈ve.

Between November-2008 and August-2012,500patients[161(32%)

male,and 339(68%)female,mean age 39.9 years]with CHB infection

were enrolled.

115(23%)patients were HBeAg(+) and 385patients were HBeAg(-).

The mean level of HBV-DNA was found to be 7.9X109 ± 1.6X1011

IU/mL(min:463-max:3.5X1012).While the mean level of histological

activity index (According to Ishak,n:372) was found to be 7.37 ±

2.9(0-15),fibrosis(Ishak)(n:369) was found to be 2.44 ± 1(2-5).Cor-

relation between age and histopathological variables(HAI and fibrosis)

were investigated.The age of the patients was found to be significantly

correlated with HAI and fibrosis (p \ 0.001,r:0.284, r:0264,

respectively).

When using the age of 40y as an indicator,HAI was 9.5(5-14) in

the group younger than 40y,while it was 8(2-15) in the group aged

more than 40y.Fibrosis was found to be 2.5(2-3) in the group younger

40y,and 2(1-5) in the group older than 40y.This difference between

age groups was significant(p \ 0.001).Regardless of whether these

patients were replicative or not,a correlation between histopatholo-

gical variables could be shown between HAI and fibrosis

(p [ 0.001,r:0.390).

In HBeAg(+)patients,a positive correlation between HAI and

fibrosis was shown,like seen in overall patients(p:0.004,r:0.312).In

HBeAg(-)patients,a positive correlation was found between HAI and

fibrosis(p \ 0.001,r:0.406),and a negative correlation was found

between fibrosis and HBV-DNA level(p:0.019,r:-0.138).Addition-

ally,for patients with HAI C 6 and/or fibrosis C 2,the cut-off HBV-

DNA value was found to be 39930 copies/mL using ROC curve anal-

ysis.This value has a sensitivity of 83.2% and a specificity of 17.6%.

To conclude,age and liver histology showed a correlation:liver

inflammation and fibrosis scores seemed lower in those older than

40y.This tendency was observed both in HBeAg(-) and positive

groups.
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Background/Aims: Recent clinical studies have shown a potential

beneficial effect of Telbivudine (LdT) treatment in renal function.

One of the outcomes of this study is the assessment of renal effect of

telbivudine monotherapy in Real-life practice, in addition to the

assessment of drug’s anti-viral effectiveness.

Methods: FRESH is a multicenter, open-label prospective observa-

tional study of CHB nucleos(t)ide-naive patients, treated with LdT

monotherapy under current Greek clinical practice. Patients eligible

for anti-HBV treatment were monitored at the following time-points

after LdT initiation: Day 0, months 6 & 12.

Results: 131 CHB patients from 8 hospitals all over Greece entered

the study. 94% of patients were HBeAg negative. A statistical sig-

nificant improvement of renal function was observed at week 52, as

assessed both by serum creatinine decrease (P = 0.002) and GFR

(MDRD) increase (P = 0.048). Percentage of change at week 52 vs.

BL for serum creatinine, GFR (Cockcroft-Gault), GFR (MDRD) was

-5.03%, +14.4% and +15.9% respectively. Regarding the patients’

subgroup [ 50 years old, the relevant results were the following:

-4.05%, +15.6% and +18.0% respectively. For the same patients’

subgroup ([ 50y) with BL GFR 60-90 ml/min range, 56% shifted

to [ 90 ml/min after 1 year of LdT treatment (Fig. 1)

Conclusions: Telbivudine monotherapy is an effective treatment

option in current clinical practice. Renal function was significantly

improved after LdT monotherapy in the ‘‘real-life setting’’, in con-

cordance with the findings of randomized clinical trials.
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Introduction: Oral antiviral use in pregnancy reduces perinatal

transmission of Hepatitis B Virus(HBV) in mothers with high viral

load. Lamivudine has lower potency and threshold for resistance.

Tenofovir may be more favourable, though data regarding use for

HBV in pregnancy is limited.

Aims: To examine: efficacy of tenofovir in reducing HBV maternal

viral load compared to lamivudine effectiveness of tenofovir in

reducing HBV perinatal transmission and maternal and fetal safety of

tenofovir.

Methods: A prospective opt-in study of pregnant women with high

viral load ([ log 7 IU/ml) was conducted; tenofovir was commenced

at 32 weeks gestation. Virological responses, safety in pregnancy and

neonatal data were collected. Perinatal transmission was assessed at

9 months of age. Data was compared to an historical control cohort of

lamivudine treated mothers.

Results: 33 women commenced tenofovir at 32 weeks gestation.

Baseline viral load [ 7 log IU/mL in 31 women (mean 7.95 log

IU/mL; 95% CI 7.65 - 8.25). Three ceased within one week because

of gastrointestinal intolerance, one delivered prematurely at

34 weeks. Nine had prior antiviral therapy. Median baseline ALT

was 25 U/L. Duration of treatment prior to birth was mean 56 days.

Viral load at birth was 4.35 log IU/mL (mean; 95% CI 3.95 - 4.75),

a 3.63 log IU/mL mean drop. This is a greater reduction than

lamivudine historical control. Viral load remained [ 7 log IU/mL at

birth in one woman (baseline viral load [ 10 log IU/mL). All babies

were born alive; one had unilateral deafness not thought to be

related. No other congenital abnormalities. Weight, length and head

circumference comparable to historical controls. Babies tested so far

are HBsAg negative.

Conclusion: Tenofovir use in pregnancy achieved better viral sup-

pression than lamivudine, and was well tolerated. Perinatal

transmission results are reassuring.
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Background: Barbers may often be exposed accidentally to the blood

and fluids body of their customers, through scissor cuts, razor blades,

needle pricks in tattooing or other beauty treatments.

Objectives: The aim of the present study was to determine the

seroprevalence and associated factors of hepatitis B virus (HBV) and

hepatitis C virus (HCV) among men and women of Isfahan city, Iran.

Methods: A cross-sectional study was carried out on 479 male and

female barbers of Isfahan city, Iran. Data was collected using a pre

designed questionnaire including demographic characteristics and

associated factors of HCV and HBV infections. 5 ml venous blood

sample was obtained from each subject. The levels of antigen and

antibodies (HBs Ag, HBc Ab, HBs Ab and HCV Ab) were measured

by enzyme linked immunosorbant assay (ELISA). The data was

Fig. 1 Renal function under LdT treatment
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analyzed using descriptive statistical methods by SPSS soft ware,

version 16.

Results: The mean age of the individuals was 36.9 ± 11.4 years.

233(48.6%) were men and 246 (51.4%) were women. All the subjects

were negative for HCV Ab. The seropositivity of HBV was 6.7%. No

significant relationship was found between risk-factors and being

HBV seropositivity. Coverage of hepatitis B vaccine among

barbers was about 40% and nearly 70% had a history of sharp

instrument cuts.

Conclusion: According to the low prevalence of HBV and HCV

infections among our subjects the probability of get infection through

barber job isn’t high, however it is essential to promote awareness of

theses risks among barbers and effective HBV vaccination programs

should be performed among them.
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among laboratory health care workers in Isfahan, Iran

Parisa shoaei, Behrooz Ataei, Majid Yaran, Maryam Foroughifar

Infectious disease and tropical medicine research center isfahan

university of medical sciences, Isfahan, Iran

Background: Clinical laboratory health care workers (LHCWs) can

become infected through their occupation with blood-borne pathogens

through percutanous injuries, mucocutaneous blood contacts or other

bloody injuries.

Objectives: The purpose of this study was to determine the sero-

prevalence and risk factors of Hepatitis B virus (HBV) and the

protection offered by HBV vaccine in medical laboratory health care

workers.

Methods: A descriptive cross- sectional study was carried out on 203

male and female LHCWs who were employed in the clinical labo-

ratories during July to september 2010 in Isfahan city. They include of

medical laboratory technologists, technicians and cleaning staff.

Participant data were obtained through a self-reporting questionnaire

and the level of antigens and antibodies (HBs Ag, HBc Ab and HBs

Ab) were measured by enzyme linked immunosorbent assay (ELISA).

Multiple regression analysis was used to determine risk factors

associated with HBV infection.

Results: The mean age of the individuals was 35.8 ± 9.54 years.

There were 115 women (56.7%) and 88 men (43.3%). All of the

subjects were negative for HBV infection. Forty seven (23.2%) were

not immune, 126 (62.0%) were relatively immune and 30 (14.8%)

were highly immune.

There was a statistically significant correlation between serum

anti-HBs titer and splashing to mucus membrane (0.019).

Conclusion: There is a high rate of splashes to mucous membrane in

the non immune group. Using personal protective equipment,

reporting exposures and implementing a planned vaccination program

for all laboratory health care workers are highly recommended to

ensure the safety of laboratory health care workers.
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The value of quantitative serum Anti-HBc IgM in diagnosis
of acute viral hepatitis B

Lin zhao, Jie xu

No.3 People’s Hospital Affiliated to ShangHai Jiao Tong University

School of Medicine, shanghai, China

Objectives: There is still a blank to differential diagnose AHB or CHB

at onset stage according to HBV-M. To estimate the value of quanti-

tative serum anti-HBc IgM in AHB, we quantified serum Anti-HBc-

IgM in HBV patients, reviewed their clinical data, analyzed the rela-

tionship between Anti-HBc-IgM value and AHB.

Patients and methods: 1) Enrolled 82 Anti-HBc-IgM positive

patients, 43 CHB patients and 39 AHB patients (Aug. 2009 to Aug.

2012).2) Quantified HBV-M in all patients (A1bbott I2000, Abbott

park, IL).3) Analyzed the value of Anti-HBc-IgM of AHB and CHB

with calculating sensitivity, specificity, PPV, NPV and ROC curve.4)

Statistics: SPSS 17.0.

Results: 1) Mean value of Anti-HBc-IgM: 20.75 S/Co in AHB

patients is significantly higher than 3.77 S/Co in CHB patients. The

level of Anti-HBC-IgM shows significance in diagnose of AHB.2)

When the value is 15 S/Co, the PPV of diagnose AHB is 96.77%, the

NPV is 82.35%. When the value is 20 S/Co, the PPV is 100%, the

NPV is 70.49%. Established Anti-HBC-IgM ROC curve (AHB rela-

tive to CHB), AUC is 0.968.

Conclusion: Our study showed when the level of Anti-HBC-IgM is

greater than 15 S/Co, the ratio of self-clearance of HBsAg reach 95%,

which conform to the epidemiology of AHB. Therefore, 15 S/Co may

be the critical value to diagnosis of AHB in onset stage. When the

level is greater than 20 S/Co, patients could achieve HBsAg com-

pletely clearance. The ROC showed high reliability of our result. We

think quantification of Anti-HBc-IgM play important role in early

diagnose in AHB.
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Rapid and specific genotyping system for detection of circulating
genotypes of hepatitis B virus in Isfahan province, Iran

Majid Yaran1, Hamid Kalantari1, Parisa shoaei2, Behrooz Ataei1
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university of medical sciences, 2Infectous disease and tropical

medicine research center, Isfahan, Iran

Background and objectives: Hepatitis B virus (HBV) infection is a

major cause of mortality and morbidity internationally .The high

genetic variability of HBV is reflected by eight genotypes (A to H).

The genotyping of HBV is important to clarify the rout and patho-

genesis of the virus.

The aims of this study were 1-Developing a simple and specific

genotyping system based on PCR method by using type specific

primers 2- Identifying the prevalence of major HBV genotypes among

chronic hepatitis B (HBs Ag positive) patients.

Study design & method: 100 HBs Ag positive patients infected

with HBV were enrolled in this study. With a newly developed

precise PCR genotyping system, using type specific primers, geno-

types were identified. A total of 8 HBV positive samples from

individuals in different geographical regions of Isfahan province

were subjected to direct sequencing to test the validity of PCR

genotyping system.

Results: Among (100) PCR positive samples only genotype D was

identified, also all of the 8 sequenced samples belonged to genotype D.

Conclusion: In conclusion, this assay system is considered to be

useful for rapid and sensitive genotyping of the HBV genome in

epidemiological and pathological studies.
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Adefovir and entecavir combination therapy for patients
with chronic hepatitis B resistant to both lamivudine and adefovir

Jung Gil Park, Su Young Park, Won Young Tak,
Young Oh Kwon, Sun Young Ahn

Division of Gastroenterology & Hepatology, Department of Internal

Medicine, Kyungpook National University Hospital, Daegu, Republic

of Korea

Background/Aims: Emergence of multidrug-resistance is a impor-

tant issue in the treatment of chronic hepatitis B (CHB) infection. For

patients resistant to both lamivudine (LAM) and adefovir (ADV),

nucleoside/nucleotide combination therapy, especially entecavir

(ETV) and ADV combination therapy, is recommended for rescue

therapy. The aim of this study was to evaluate the efficacy of ETV

and ADV combination therapy and associating factor of virologic

response in multidrug-resistant CHB patients.

Methods: A total of 32 CHB patients who had proven as genotypic

resistant to LAM and ADV were treated with ETV 1.0 mg and ADV

10 mg combination over 12 months. Baseline genotypic resistance

profile were analyzed before combination therapy. Biochemical, and

virologic parameters were analyzed at baseline, 3, 6, 9, and

12 months.

Results: Mean baseline HBV DNA of patients was 6.28 log10

copies/ml (SD, 1.69). Cumulative number of patients with complete

virologic response after 3, 6, 9, and 12 months was 4 (12.5%), 6

(18.7%), 7 (21.9%) and 8 (25%), respectively. HBV DNA baseline

levels and virologic response after 6 months (2 log decrease from the

baseline) were predictive of the complete virologic response rate after

12 months in multivariate analysis (OR = 6.43; CI = 1.29-31.90;

P = 0.02, OR = 0.21; CI = 0.05-0.84; P = 0.03, respectively).

Conclusion: In patients in CHB resistant to both LAM and ADV,

treatment with a combination of ETV plus ADV induced modest

virologic response. Complete virologic response rate after 12 months

of treatment is associated with a virologic response after 6 months

and serum HBV DNA level at baseline. These results suggest that

individualized therapy will be needed in CHB patients resistant to

both LAM and ADV with poor initial virologic response.
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Markers and risk factors of hepatitis B infection among injection
drug users in isfahan drop in centers

Abbassali Javadi, Majid Yaran, Behrooz Ataei, Peiman Adibi,
Marjan Meshkati, Zary Nokhodian, Mehdi Ataie

Infectious disease and tropical medicine research center isfahan

university of medical sciences, Isfahan, Iran

Background: Considering the importance of determining the sero-

epidemiology and the distribution of risk factors of HBV infection, in

this study the markers and risk factors of hepatitis B infection among

IDUs in Isfahan Drop in Centers studied.

Methods: In this cross-sectional study IDUs attended to 7 Drop-in

centers in Isfahan province, were enrolled. Demographic data and risk

factors for HBV infection were obtained by a trained social worker using

a structured questionnaire. Venous blood sample obtained and tested for

HBsAg, HBsAb and HBcAb. Participants with negative HBsAg and

HBsAb and positive HBcAb classified as isolated HBV infection.

Results: 539 IDUs with mean age of 35.3 +/-7.9 studied. They were

generally male, Iranian, urban population, with an education level of

junior high school or less. From studied IDUs, 11 (2.04%), 94(17.4%)

and 87(16.14%) were positive for HBsAg, HBsAb and HBcAb.33

(6.12%) of them had isolated HBV infection. There was significant

relationship between HBV infection and drug injection, being in

prison, frequency of being in prison. Among patients with isolated

HBV infection tooth pulling and history of dental procedures con-

sidered as additional risk factors.

Conclusions: The prevalence of HBV infection and its different

markers were lower than that reported in IDUs. Contributing to DIC

and harm reduction programs could explain the findings. High risk

behaviors related to drug injection were the most common causes of

HBV infection in Isfahan. The role of dentistry procedures in sero-

prevalence of HBcAb emphasizes on the necessity of educational

programs in high risk populations.
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Prevalence and risk factors of hepatitis B virus infection
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Behrooz Ataei2, Peiman Adibi1, Mehdi Ataie1

1Infectious disease and tropical medicine research center isfahan
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Medicine Research Center, Isfahan University of Medical Science,

Isfahan, Iran

Background: Drug injection is one of the most prominent risk factors

for transmission of viral hepatitis. Prevalence of hepatitis B virus

(HBV) is generally higher in prisoners as compared to general pop-

ulation. The object this study was to determine the prevalence of

HBV and related risk factors among intravenous drug users (IVDU) in

Isfahan prisoners,Iran.

Methods: We conducted a cross-sectional study of HBV infection in

prisoners with history of intravenous drug use in Isfahan. Participants

were asked a validated questionnaire and 5 ml blood was taken from

each subject. Sera were analyzed for markers of the hepatitis B. We

used bivariate analysis and logistic regression model to analyze data

and P-value \ 0.05 considered significant.

Results: All of the study participants(n = 970) were men. The mean

age of the inmates was 32.61 ± 8.1 years. More than 40% of theses

men had a history of injection a drug inside prison and 2.27% inmates

self reported a history of hepatitis B virus infection. Of the 970

incarcerated injection drug users, 32 (3.3%) were positive for HBs

Ag, 188 (19.4%) for HBs Ab and 135 (13.9%) for HBc Ab. History of

sharing needle and history of dental caries repair had significant

association with HBs Ag and HBs Ab respectively.

Conclusion: Incarcerated injection drug users should be encouraged

to stop the use of illicit drugs and high risk behaviors. Regular

screening, educational programs must be performed for this group. In

addition to antibody testing for immunity against HBV and vacci-

nating seronegative prisoners should be considered.
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Is incarceration a risk factor for hepatitis B virus infection
among intravenous drug users?
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Objectives: Hepatitis B virus (HBV) is still one of the major public

health problems especially in some population groups such as pris-

oners. The aim of this study is to evaluate role of prison on hepatitis B

markers in Isfahan, Iran.

Methods: In a cross-sectional study, all prison inmates in voluntary

basis were enrolled. Socio-demographic characteristics and associated

risk factors such as total duration and frequency of incarcerations

were obtained through questionnaires and prison documents. Blood

samples were collected from all participants and serological markers

for HBV were analyzed by enzyme-linked immunosorbent assay. For

data analysis, odds ratio and logistic regression were used and

P-value \ 0.05 considered significant.

Results: 970 incarcerated injection drug users participated in the

study. All of subjects were men with the mean age 32.61 ± 8.1 year.

Independent risk factors were marriage (OR: 1.34, 95%CI: 1.00-1.80),

history of imprisonment (OR: 1.82, 95%CI: 1.28-2.57), multiple

incarceration (OR: 1.43, 95%CI: 1.01-2.02) and total duration of

imprisonment (OR: 2.70, 95%CI: 1.94-3.74). Multivariate analysis of

associated factors showed that marriage and total duration of incar-

ceration are significantly associated with HBV infection.

Conclusion: According to relatively high prevalence of HBV infec-

tion and associated risk factors which observed in this study,

prevention is important in prisons by screening, education and easy

access to medical care especially for those with long duration of

incarceration.
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The prevalence of isolated Hepatitis B core antibody
and it0s related risk factors among injection drug users in Iran
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Objective: Nearly 10-40% of isolated hepatitis B core antibody

(isolated anti-HBc) positive patients are suffered from occult HBV.

These patients have the potential to transmit HBV infection and

develop chronic liver diseases. So isolated anti-HBc screening is a

valuable tool to prevent HBV transmission through occult HBV

patients. Considering the importance of isolated anti-HBc screening

and high prevalence of HBV among injected drug user (IDU) pris-

oners we designed this study to evaluate isolated anti-HBc positivity

among male inmates with history of injected drug using in our area.

Methods: We did this cross-sectional study in 2009 among IDU

prisoners in Isfahan, Iran. Informed consent form was obtained from

each sample. Blood samples were taken from all of subjects and

tested for HBV infection markers. Then a questionnaire consisted of

socio-demographic, drug histories and high risk behaviors informa-

tion was completed for all participants. Data analysis was done

utilizing univariate analysis and multiple logistic regression. A P-

value \ 0.05 was considered significant.

Results: Totally 970 male IDU prisoners (mean age 32.6 ± 8.1)

included in our study. The prevalence of isolated anti-HBc was 4.5%

(n = 44). Isolated anti-HBc significantly was correlated to tooth

filling (OR: 2.62, CI: 1.20-7.14) and imprisonment (OR: 3.95, CI:

1.39-11.18). We couldn0t find any relationship between addiction

duration, incarnation frequency, incarnation duration or number of

injection per month and isolated anti-HBc.

Conclusion: It0s necessary to do further studies in order to use iso-

lated anti-HBc as a screening method for occult HBV patients

detection, especially in high risk groups like IDUs or prisoners.
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Activating killer cell immunoglobulin-like receptors were
associated with earlier age of chronic hepatitis B onset
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1The Second Affiliated Hospital, Southeast University, 2Department
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Objective: to explore whether KIR genes could influence the age of

chronic hepatitis B onset.

Methods: 95 patients who were diagnosed with chronic hepatitis B

for the first time were enrolled and 12 loci of their KIR genes were

detected by sequence specific primer PCR. Kaplan-Meier survival

analysis and multiple Cox proportional hazard regression model were

employed to analyze the data.

Results: activating KIRs, KIR2DS3 and KIR3DS1, were found to be

associated with earlier age of chronic hepatitis B onset. Our results

suggest that NK cell activation mediated by activating KIR maybe

involved in the anti-virus immune response in persistent hepatitis B

virus infectors and accelerate the development of chronic hepatitis.

Conclusions: activating KIRs were associated with earlier age of

chronic hepatitis B onset. Large prospective studies are needed to

confirm the results of this study.
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Allogeneic bone marrow mesenchymal stem cells improves
outcomes of HBV related acute-on-chronic liver failure

Bingliang Lin, Junfeng Chen, Dongying Xie, Huijuan Cao,
Weizhen Weng, Jianguo Li, Yongyu Mei, Zhiliang Gao

Sun Yat-Sen University 3rd Affiliated Hospital, Guangzhou, China

Background/aims: Hepatitis B virus (HBV) related acute-on-chronic

liver failure (ACLF) is a severe disease with high mortality. Our early

study revealed that autologous bone marrow mesenchymal stem cells

(BM-MSCs) transplantation for HBV related liver failure patients can

not improve the survival rate. Our study aimed to assess the safety and

efficacy of allogeneic BM-MSCs injection via peripheral veins for

HBV related ACLF patients.

Methods: 28 HBV related ACLF inpatients were divided into 3

groups randomly. The first group (Group SMT) received the standard

medicine treatment (SMT). The second (Group MSC-1) and the third

group (Group MSC-2) received 4 doses of allogeneic BM-MSCs once

a week, in addition to SMT. The doses of BM-MSCs infused were

1 9 105/Kg for Group MSC-1 and 1 9 106/Kg for Group MSC-2

respectively. All the patients were followed up for 24 weeks.

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S269

123



Results: No serious adverse events were observed from 1-24 weeks.

Comparing with Group SMT, Group MSC (Group MSC was defined

as the combine of Group MSC-1 and MSC-2) achieved higher

24-week cumulative survival rate (P = 0.015). Besides, Group MSC

acquired markedly improvements of liver functions from 1 to

4 weeks. Comparing with Group MSC-2, Group MSC-1 got dramatic

improvements in the level of international normalized ratio for pro-

thrombin time (INR) at 2 (P = 0.035) and 4 (P = 0.024) weeks, and

in the level of model for end-Stage liver disease (MELD) score at 3

(P = 0.024), 4 (P = 0.018) and 8 (P = 0.045)weeks. There were no

significant differences in the 24-week cumulative survival rates

between Group MSC-1 and Group MSC-2.

Conclusions: Allogeneic BM-MSCs transplantation via peripheral

veins is safe for HBV related ACLF patients. It can improve the

24-week survival rate and the liver functions. The efficacy of Group

MSC-2 with higher injected doses of BM-MSCs is not superior to that

of Group MSC-1.
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Background and objective: The distribution and clinical significance

of pre-existing mutations in HBV DNA remain uncertain at present.

We did this study to survey the presence of pre-existing mutations in

DNA polymerase gene of HBV as well as characterize its epidemi-

ologic features and clinical significance.

Methods: A total of 168 serum samples were retrospectively collected

from naı̈ve CHB patients. HBV genotyping and genetic variations in

HBV DNA polymerase gene (HBV-P) were determined by using fluo-

rescent quantitative PCR and subsequent DNA sequencing analysis.

Results:

(1) Pre-existing mutations non-related to nucleotide resistance in

HBV-P region were found in 43 of 168 (25.6%) patients.

(2) Groups with or without pre-existing mutations show no signif-

icant difference in age, gender as well as HBV genotype

distribution. Neither did HBeAg positive ratio, ALT levels and

baseline HBV DNA level between two groups.

(3) HBeAg-negative patients with pre-existing mutations exhibited

dramatically decreased baseline HBV DNA level as well as

lower percentage of high serum HBV DNA level than HBeAg-

positive patients(see Fig. 1).

Conclusion: Pre-existing mutations independent on drug induced-

resistance is widespread in HBV. It is highly related to decreased

serum HBV DNA levels in HBeAg-negative CHB patients. HBeAg

persistence can induce the differentiation of Th2 cells, thus decrease

the cellular immune function of Th1. In HBeAg-positive patients,

even pre-existing mutants are found, HBV DNA remains highly

replication capability. So the dysfunction of HBeAg secretion may

rebuild Th1 function and result in lower HBV DNA.
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Real-life experience of telbivudine among chronic hepatitis B:
2 years observation from a tertiary care centre in Dhaka
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Introduction: Chronic hepatitis B (CHB) is quite common in Ban-

gladesh. We are presenting a cohort of treatment naive CHB patients

receiving telbivudine in our real-life settings in Dhaka. Aims and

objectives: This study was aimed to explore efficacy of telbivudine

among e-antigen positive (Group-A, n = 198) and e-antigen negative

(Group-B, n = 390) CHB patients.

Methods: At the Liver Centre Dhaka, Bangladesh patients of CHB

were randomly assigned to have 600 mg of telbivudine orally daily.

The efficacy was assessed by the reduction in serum HBV DNA level,

HBeAg negative and alanine aminotransferase (ALT) normalization

during treatment at 6 month intervals upto 24 months.

Results: At 6, 12, 18 and 24 months 253, 131, 73 and 36 cases were

analyzed in both groups. Baseline mean ± SD of HBV DNA was

7.9 ± 2.0 vs 5.8 ± 1.5 log copies/ml (p = 0.004) and mean ± SEM

of serum ALT was 150 ± 13.0 vs 76.6 ± 5.6 IU/L (p = 0.002) in

group A and B respectively. Figure 1 shows mean serum ALT levels

which was gradually declining. Figure 2 shows mean HBV DNA

levels which was also gradually declining. HBeAg seroconversion

was 12.5%, 27.2%, 29.7% and 35.1% at 6, 12, 18 and 24 months

Fig. 1 Fig. 1 Serum ALT level
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respectively. Virologic breakthrough as evidenced by increase in

HBV DNA during treatment after an episode of HBV DNA negativity

was found only among group A which was 8.1% at 12 months and

11.8% at 24 months.

Conclusion: Telbivudine is a potent antiviral agent which showed

comparative outcomes among two groups. HBeAg serocnversion was

remarkably increased over time. However, virologic breakthrough

should be taken into account among e-antigen positive patients (Fig. 3).
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Background: The most common mode of hepatitis B virus (HBV)

transmission is vertical. Antenatal screening provides a vital opportunity

for early detection for mothers and vertical transmission risk reduction.

Routine antenatal screening includes hepatitis B surface antigen

(HBsAg) and hepatitis B e antigen (HBeAg) but not HBV DNA. Recent

studies revealed an HBV vertical transmission rate of 7% among infants

of HBeAg-positive mothers with viral loads greater than 8log10

copies/mL despite immune prophylaxis and vaccination. Third trimester

antiviral treatment may further reduce the vertical transmission risk.

Aims: We aim to present our experience of management of HBsAg

positive mothers at our antenatal clinic and their assessment of risk

for vertical transmission. Furthermore, we did a review of gastroen-

terology clinic referral and follow up rates.

Methods: This was a hospital based retrospective study that included

26733 women with a total of 33988 pregnancies at the Mater Public

Hospital from Jan 2004- Dec 2011. HBsAg positive women were

selected for chart reviews.

Results: A total of 333 women were HBsAg positive, giving an

HBsAg seroprevalence rate of 1.24%. The majority of women were

Asian in origin (60.6%), followed by Africans (19.7%) and Aborig-

inal/Torres Strait Islanders (10.9%). Of the 429 HBsAg positive

pregnancies, 378 (88.1%) had been screened for HBeAg and 96

(25.4%) were found to be positive. Of these only 18 (18.8%) had

HBV DNA levels done. Overall 32 (8.38%) mothers had antenatal

follow up and 74 (19.4%) had post natal follow up for hepatitis B in

the gastroenterology clinic.

Conclusion: Our study revealed a high HBeAg prevalence among

HBsAg positive antenatal mothers. The lack of gastroenterological

follow up in the hospital is apparent. Our study has demonstrated an

urgent need for strategies to ensure both chronic hepatitis B mothers

and their at risk babies are managed appropriately.
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Saliva sampling collection and stability for HBsAg detection
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Renata Tourinho2, Ana Rita Coimbra Motta-Castro3, Paula
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1Viral Hepatitis Laboratory, 2Laboratory of Technological
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DE JANEIRO, 3Federal University of Mato Grosso do Sul, Campo
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Background and aims: Oral fluid (OF) sample collection and sta-

bility for HBsAg detection are not fully stablished. This study aims to

investigate the applicability of OF collectors and sample stability for

HBsAg detection.

Methods: Paired serum and OF samples were obtained from 191

individuals, and Chembio (Chembio Diagnostic System, USA) and

Salivette (Sarstedt, Germany) devices were used for OF collection.

Two HBsAg EIA were used (HBsAg One kit, Radim and ETI-MAK-

4, DiaSorin) to determine the most efficient method according OF

collector. Sample volume, incubation time and cut off (CO) value

Fig. 2 Serum HBV DNA level

Fig. 3 HBeAg negative
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were evaluated. The stability of OF samples was determined under

different environmental conditions.

Results: Chembio samples analysed using DiaSorin EIA without

modification of the manufacturer0s instructions, demonstrated a sensi-

tivity of 95.24% and a specificity of 100%. Salivette samples analysed

with Radim EIA with ROC curve for calculating the CO showed a

sensitivity of 78.26% and a specificity of 89.88%. HBsAg was detected

in Chembio and Salivette samples under different environmental con-

ditions, but the Chembio samples were the most stable.

Conclusions: Both collectors can be used for HBsAg detection in OF

samples, but some modifications of commercial EIAs should be

incorporated for Salivette device. OF samples were reliably stable and

could be stored for up to 90 days at 2-8�C.
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Background/ Aims: HBV genotypes have different biological and

epidemiological behavior and are associated with different clinical

outcomes and antiviral therapy response rates

• To determine the distribution of HBV genotypes among patients

with acute and chronic hepatitis B in Armenia.

• To investigate the possible association of HBV genotypes with

different clinical presentations and outcomes.

Methods: Primer of Biostatistics Version 6.0 by Stanton A.Glantz.

Total of 91 Armenian patients with HBsAg + and HBV-DNA + were

enrolled in this study. The mean age was 35.7(1-72), 60(65.9 ±

4.9%,p \ 0.001)were men. HBV genotypes were determined using

hybridization - fluorescent detection based on real-time polymerase

chain reaction.

Results: All patients were classified into 22(24.2 ± 4.5%, p \
0.001)with acute hepatitis, 69 (75.8 ± 4.5%, p \ 0.001)with chronic

hepatitis from which 39(56.5 ± 6.0%, p \ 0.001) were diagnosed with

inactive HBsAg carriers, 19(27.5 ± 5.3%, p \ 0.001)with CHB dis-

ease, 9 (13.0 ± 4.1%, p \ 0.001)with cirrhosis 1(1.4 ± 1.4%,

p [ 0.05)of them with cirrhosis/HCC. There are 54(78.2 ± 4.9%,

p \ 0.001) of HBeAg-negative patients with chronic hepati-

tis12(17.4 ± 4.6%, p \ 0.001)patients were co-infected with hepatitis

D (HDV) and C (HCV) viruses, from that 5(7.2 ± 3.1%, p \ 0.05)

patients HBV-HCV, 7(10.1 ± 3.6%, p \ 0.001) patients HBV-HDV.

10(11.0 ± 3.2%, p \ 0.001)out of 91 patinets couldn’t have genotype

analyzed due to low viral concentration. Genotypes D was 78(85.7 ±

1.8%, p \ 0.001) and 3(3.3 ± 1.8%, p \ 0.05)patients respectively.

Conclusions:

• Genotype D is a predominant type of HBV which was found

among patients with different clinical forms in Armenia.

• In the present study we could not find any association between

Genotype D and distinct clinical phenotypes.

• HBeAg-negative serostatus in subjects with CHB could be

possibly associated with HBeAg-negative status due the natural

evolution of Genotype D to the development of precore and core

mutations.

• Genotype D is related to geographical location and ethnicity in our

country as well as in the other countries with 1 detectable genotype.
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Hepatitis B and hepatitis C prevalences among first time blood
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University Goztepe Research and Training Hospital, 2Infectious

Diseases and Clinical Microbiology, Istanbul Medeniyet University,

Goztepe Research and Training Hospital, Istanbul, Turkey

Objective: In this study we aimed to determine the yearly change

rates of the HBsAg and Anti-HCV atest results and their positivity

rates obtained from the 68,393 donors who applied and donated blood

for the first time at the Blood Center of the Medeniyet University,

Göztepe Research and Training Hospital, Istanbul; Turkey.

Materials and Methods: Using the ELISA method, screening tests

were applied to the blood samples obtained from blood donors, and

the HBsAg and anti-HCV positivity rates were calculated at the end

of year eight.

Results: A total of 68,393 donations were received within eight years.

Seroprevalences for HBsAg and anti-HCV tests were, respectively

1.54% and 0.38.

HBsAg and anti-HCV positivities showed a decreased tendency of

positivity in years.

Discussion: There is always a risk no matter how developed are the

test methods used to prevent the infections transmitted via blood

transfusion. It is impossible to annihilate the risk of infections

transmitted via transfusion. In order to diminish infections transmitted

through transfusion and provide blood safety, blood samples of all

blood donors must be screened using appropriate methods, and

unneccessary blood transfusions must be avoided considering there

would always be a risk. Transfusion transsible viral infections are

equally, important and, thus, a safe donor is the first parameter of a

safe blood transfusion.
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Dynamic comparison between real-time PCR and Cobas TaqMan
for quantification of HBV DNA
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Hangzhou, 3Department of infectious disease, Second Xiangya
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Guangzhou, China

Aim: Hepatitis B virus (HBV) DNA level is a crucial indicator for

management of chronic hepatitis B (CHB). It is not clear which is
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superior of a real-time PCR assay or a Cobas TaqMan to measure

specimen in specific condition.

Methods: We enrolled a cohort of 67 treatment-naı̈ve patients who

were diagnosed with HBeAg-positive CHB with high viral load and

then received treatment with lamivudine(LAM) and adefovir(ADV)

combination therapy or entecavir(ETV) monotherapy. Serum samples

at baseline and week 24 were all detected by PCR assay and Cobas

TaqMan.

Results: HBV DNA levels detected from PCR assay were significant

correlation with that from Cobas TaqMan in a total of 134 samples

from the 67 patients. In 67 samples at baseline with high viral load,

the HBV DNA levels from Cobas TaqMan were significant higher

compared with that from PCR assay (7.90 ± 0.73 vs 7.11 ± 0.44

logIU/ml, P \ 0.001). For the other 67 samples at week 24 with low

viral load, 8 samples were detected negative and 59 positive by Cobas

TaqMan while 34 negative and 33 positive by PCR assay (positive

rate: 88.1% vs 49.3%, respectively, P \ 0.001). The 8 samples

undetected by Cobas TaqMan were also undetectable by PCR assay

while the other 26 samples that undetected by PCR assay could be

quantified by Cobas TaqMan and the results were range from 1.4 to

3.7 logIU/ml. No significant difference was found in the 33 samples

which could be quantified by two assays and the results from Cobas

TaqMan and PCR assay were 3.25 ± 1.37 logIU/ml and 3.52 ± 0.97

logIU/ml respectively (P = 0.19).

Conclusion: The PCR assay and Cobas TaqMan could used to

measure HBV DNA level within 2 to 6 logIU/ml effectively. But for

HBV DNA level more than 6 logIU/ml and less than 2 logIU/ml,

Cobas TaqMan was more precise than the real-time PCR.
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Early efficacy of lamivudine plus adefovir combination therapy
versus entecavir monotherapy in naı̈ve HBeAg-positive chronic
hepatitis B

Rui Huang1, Ying Ying Hao2, Juan Xia2, Yong Liu3, Chen Chen
Yang2, Shu Feng Cao2, Kang Kang Wu2, Chao Wu2

1Department of Infectious Disease, Nanjing Drum Tower Hospital

Clinical College of Chinese and Western Medicine, Nanjing

University of Chinese Medicine, 2Department of Infectious Diseases,
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Nanjing University Medical School, Nanjing, China

Background and aims: Strong and rapid suppression of hepatitis B

viral replication is crucial for chronic hepatitis B(CHB) treatment.

Limited information is available ragarding the efficacy of lamivu-

dine(LAM) plus adefovir(ADV) combination therapy versus

entecavir(ETV) monotherapy in naı̈ve HBeAg-positive CHB treat-

ment during the first 24 weeks of treatment which are very important.

Methods: Twenty-seven naı̈ve HBeAg-positive CHB patients were

enrolled. Patients were treated with either LAM plus ADV(n = 13) or

ETV(n = 14). Serum HBV DNA loads and ALT levels were mea-

sured at six time points: 0(baseline), 2, 4, 8, 12 and 24 weeks of

treatment. The PD-1 expressions on peripheral blood T cells were also

assessed by flow cytometry.

Results: The baseline HBV DNA levels were 6.91 ± 1.25 log10

copies/ml in LAM + ADV group and 7.46 ± 0.78 log10 copies/ml in

ETV group(P = 0.62). No significant differences existed between the

two groups on the average HBV DNA levels at each time point(all

P [ 0.05). The average reductions on HBV DNA level in the

LAM + ADV compared with baseline were 3.10 ± 0.99,

3.68 ± 1.06, 3.86 ± 1.33, 3.97 ± 1.31, 3.91 ± 1.58 log10 copies/ml

at 2, 4, 8, 12 and 24 weeks, respectively. In the ETV group, the values

were 2.74 ± 1.03, 3.24 ± 0.95, 3.62 ± 0.59, 4.39 ± 0.80,

4.59 ± 0.99 log10 copies/ml, respectively. No significant differences

existed between these two groups(all P [ 0.05). The average and

average reductions of ALT level at each time point were similar

between these two groups(all P [ 0.05). The same results were found

in the proportions and the decrease of PD-1+ cells on CD8+ T cells(all

P [ 0.05) and CD4+ cells(all P [ 0.05) at each time point (Fig. 1).

Conclusions: Both LAM + ADV combination therapy and ETV

monotherapy are effective in naı̈ve HBeAg-positive CHB patients at

the first 24 weeks of treatment and both can reduce the PD-1

expressions on T cells. But further studies are needed to obtain long-

term results.
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Efficacy and safety of adefovir dipivoxil combined with bicyclol
in chronic hepatitis B patients

Dengming He, Yong An, Wei Bai, Wen Yang, Wei Zhang, Jie Li,
Jianguo Yu

Department of Infectious Disease, The 88th Hospital of PLA, Tai’an,

China

Background/aims: Adefovir dipivoxil can inhibit both the reverse

transcriptase and DNA polymerase activity and is incorporated into

hepatitis B virus (HBV) DNA causing chain termination and effective

in suppressing wild-type as well as lamivudine-resistant HBV.

Bicyclol has a beneficial effect on lung injury and is synthesized

based on schisandrin, which is one of the main active components of

Chinese herb Fructus Schisandrae. We aimed to analyze the effec-

tiveness and safety of adefovir dipivoxil combined with bicyclol in

chronic hepatitis B patients.

Methods: A total of 125 chronic hepatitis B patients with HBeAg

positive were randomized into combination group and control group.

The combination group (63 cases) was treated with adefovir (10 mg

per day) and bicyclol (75 mg per day). The control group (62 cases)

was treated only adefovir (10 mg per day). Alanine aminotransferase

(ALT), HBV DNA, HBV markers, and renal function were detected

regularly at least 12 weeks. Efficacy and safety was evaluated at

48 weeks.

Results: The level of ALT at 48 weeks was significantly lower than

baseline (P \ 0.01 in combination group; P \ 0.05 in control group).

The rate of ALT normalization in combination group and control

Fig. 1 Serum HBV DNA levels(A), HBV DNA reductions(B) and

PD-1 expressions on CD8+ (C) or CD4+ (D) T cells
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group was 89.4% and 57%, respectively (P \ 0.01). The rate of

undetectable HBV DNA and HBeAg loss in combination group was

significantly higher than control group, 58.7% vs. 40.3% (P \ 0.05)

and 31.8% vs. 16.1% (P \ 0.05), respectively. The rate of HBeAg

seroconversion in combination group and control group was 11.2%

and 10.3%, respectively (P [ 0.05). HBsAg loss was not observed in

the two groups. Compared to control group, no special adverse events

were observed in combination group.

Conclusions: The strategy of adefovir dipivoxil combined with bi-

cyclol can improve the rate of biochemical response and virological

response. Bicyclol is an ideal auxiliary treatment of adefovir dipivoxil.
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The characteristics of the synonymous codon usage pattern
of rtM204I/V mutation in lamivudine-resistant chronic hepatitis
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Background/Aim: The rtM204I/V mutation of the tyrosine-methio-

nine-aspartate-aspartate (YMDD) motif in the C domain of the HBV

DNA polymerase gene is associated with lamivudine (LAM) treatment.

The synonymous codon usage pattern of isoleucine (I) or valine

(V) substitutions instead of methionine (M) in the YMDD motif is still

unknown. The aim of this study was to analyze the codon usage pattern of

YMDD motif in patients with LAM-resistant chronic hepatitis B (CHB).

Methods: 514 CHB inpatients and outpatients from our hospital with

confirmed genotypic resistance to LAM were enrolled in this study

between Jan 2008 and Oct 2012. The YMDD motif of these HBV

isolates were analyzed using a pyrosequencing method.

Results: The baseline YMDD mutation patterns were as follows:

rtM204I (298, 57.98%) rtM204 V (168, 32.68%); and rtM204I

+ rtM204 V(48, 9.34%). For rtM204I mutation (I = AAT, ATC or

ATA), I/ATT(84.78%) [ I/ATC(8.97%) [ I/ATA(6.25%). For

rtM204 V mutation (V = GTG, GTT, GTA or GTC), V/GTG
(80.54%) [ V/GTT(16.79%) [ V/GTA(1.53%) [ V/GTC(1.14%).

Conclusion: We firstly show the synonymous codon usage pattern of

YMDD variants in HBV isolates. The synonymous codons of YMDD

variants are not chosen equally and randomly. I/ATT and V/GTG are

predominant for rtM204I and rtM204 V mutation, respectively. A

further investigation of the mutation pressure with translation selec-

tion on codon usage might shed a new light on understanding the

evolutionary trends of HBV and host adaptive response, which might

assist control this disease.
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Regression of cirrhosis after HBsAg seroconversion in a cirrhotic
38 year-old Bangladeshi man treated with tenofovir disoproxil
fumarate
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Background: Registration trials of primarily treatment naı̈ve patients

on tenofovir DF show 11% of HBeAg-positive patients achieve

HBsAg loss and 9% of HBeAg-positive patients seroconvert to anti-

HBs over 5 years. However, HBsAg loss was rarely seen in Asian

patients. Tenofovir DF data show 74% of cirrhotic patients had his-

tologic regression and were no longer cirrhotic after 5 years, but none

of these patients were from Bangladesh.

Aim: To describe a case of HBsAg seroconversion and histologic

regression of cirrhosis in a Bangladeshi man treated with tenofovir DF.

Methods: Retrospective case report.

Results: A 32 year old HBeAg-negative male patient from Bangla-

desh had a liver biopsy in 2006 showing Grade 2/4 inflammation and

Stage 4/4 fibrosis (cirrhosis). He was treated in 2006 with adefovir

and achieved undetectable HBV DNA (\ 100 copies/ml). ALT

remained elevated. Evaluation for other causes was negative except

for fatty liver. The patient stopped taking adefovir in 1/2009, and

HBV DNA flared from undetectable to 440,000 copies/ml by 3/2009.

HBeAg became positive, and tenofovir DF 300 mg PO QD was

started. In 1/2010, HBV DNA was undetectable (\ 20 IU/ml),

HBeAg became negative and HBeAb became positive. In 6/2011

HBsAg became negative. HBsAb became positive at 44 IU/ml in

1/2012 and increased to 530 IU/ml in 4/2012. HBV DNA remained

undetectable, but ALT remained elevated at 54 IU/ml. Repeat liver

biopsy in 2012 showed Grade 1/4 inflammation, Stage 0/4 fibrosis and

mild steatosis (see photos). Because of the patient’s history of cir-

rhosis, he currently remains on tenofovir DF therapy.

Conclusions: Dramatic regression of cirrhosis, and seroconversion of

both HBeAg and HBsAg were achieved in this Bangladeshi patient

with well-compensated cirrhosis while on tenofovir DF therapy.

Further data are needed to guide the decision on when to stop therapy

in cirrhotic patients who seroconvert to HBsAb.
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Clinical profile of hepatitis B virus infection in patients attending
to Hepatitis Carrier Clinic, Department of Medical Research
(Lower Myanmar)

Aye Aye Lwin, Yi Yi Kyaw, Aye Aye Win, Myat Tin Htwe Kyaw,
Hnin Ohnmar Soe, San Nwe, Win Maw Tun, Khin May Oo

Department of medical research (lower Myanmar), Yangon,
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Hepatitis B virus (HBV) infection is mostly asymptomatic and the

disease burden is likely to be under appreciated. This study is

aimed to assess data about chronic forms of HBV infection in

patients attending to Hepatitis Carrier Clinic of Department of

Medical Research (Lower Myanmar). A clinical, biochemical, and

virological assessment was carried out in a total of 1688 HBsAg

positive patients (male: female 955:733), attending to the clinic

from June 2009 to June 2012. Majority of the patients with chronic

HBV infection were asymptomatic at presentation and ages are

ranged from 4 to 81 years (mean 31.74 ± 11.94 year). 780 patients

(46.2%) had known history of persistent HBsAg positivity for more

than 6 months. HBeAg positivity was found as 20.9% and dural

infection of hepatitis B & C virus infection and hepatitis B &

human immunodeficiency virus (HIV) infection were 1.07% and

0.73% respectively. Elevated alanine aminotransferase (ALT) level

was observed in 178/1646 (10.8%) and 98/1355 (7.2%) in HBeAg

positive and negative patients respectively. Very high HB-DNA

viral load determination was found in 40.7% of HBeAg positive

patients. Hepatocellular carcinoma and cirrhosis of liver were

detected by ultrasonography (USG) as 0.2% and 1.2% respectively.
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86.6% were no abnormality by USG and 7.9% and 4.5% were

chronic hepatitis and fatty liver respectively. The study showed that

most of the patients of chronic HBV are clinically asymptomatic,

biochemically normal or near normal. Screening of asymptomatic

HBV infection is essential for early diagnosis and treatment.
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Background and aims: The aim of this study was to evaluate the

correlation between treatment-induced HBV DNA reduction and long

term efficacy of nucleoside/nucleotide analogue (NAs) treatment.

Methods: This retrospective observational study was conducted in a

single center in Turkey. Patients with chronic hepatitis B receiving

either entecavir or tenofovir for at least one year were included in the

study. Patients were followed-up with three-month intervals and

virologic and biochemical parameters were recorded.

Results: A total of 84 patients were included in the study. Fifty patients

were receiving tenofovir and the remaining 34 were using entecavir.

Fifty-seven patients were male, mean age was 42 years (SD: 11.4),

(range 20-76), and 52% were naı̈ve. Baseline mean HBV DNA and ALT

levels were 6.5 log10 IU/ml and 135 U/L, respectively and 26 patients

(31%) were HBeAg positive. At the end of the 12th month, HBV DNA

loss (\ 50 IU/ml) was achieved in 77.4% of patients. Among 65

patients who completed two-year follow-up, HBV DNA loss was

87.7%. HBV DNA loss at one year was significantly lower in those

patients with less than 4 log10 decrease in baseline HBV DNA levels at

the third month of the treatment (p = 0,000). Only six out of 20 patients

with less than 4 log10 decrease at the third month had negative HBV

DNA at one year. The association was also significant among 13

patients who completed two-year follow-up (p = 0,001).

Conclusion: Less than 4 log10 reduction in HBV DNA levels at the

third month of NA treatment was significantly correlated with HBV

DNA positivity at the 12th month. Evaluation of initial HBV DNA

response to NA treatment at the third month may predict one year

response and may be used to modify treatment in order to prevent

emergence of resistance.
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Background/Aims: Phase III trials have reported high virological

response (VR) and favorable safety profile of TDF up to 6 years.

Nonetheless, data from real life cohorts are needed. The aim of this

study was to analyze the 2-year data on the efficacy and tolerance of

TDF treatment in a real life cohort.

Methods: In a French multicentre prospective cohort (Vireal study),

441 HBV patients treated with TDF were included. Clinical, sero-

logical and virological data were collected at baseline and every

6 months. Preliminary analyses after 2-years of treatment were per-

formed in the overall population and a subgroup of Asian patients. VR

was defined as HBV-DNA \ 69 IU/mL.

Results: Baseline characteristics (n = 441) were: mean age

45 ± 14 years, 71% male, 23% Asian, 67% abnormal ALT, 74%

HBeAg-negative and 33% advanced fibrosis (F3/F4 Metavir). 58%

were treatment-experienced. Overall VR was 94% at 2-years. Naı̈ve and

treatment-experienced patients had similar VR after 2-years (96% vs

93%, p = 0.42). Also, Caucasian and Asian patients achieved compa-

rable VR (95% vs 96%, p = 0.81). HBsAg-loss was observed in 11

patients at 2-years (2 Asian, 8 HBeAg-). The rate of adverse events (AE)

was 14%. No major safety issues were reported. Liver-related com-

plications were observed in 3 patients (2 hepatocellular carcinoma, 1

spontaneous bacterial peritonitis). Regarding renal tolerance, the

overall mean GFR (estimated by Cockcroft-Gault) was 102, 99 and

102 mL/min at baseline, 1 and 2 years. Among Asian, GFR remained

stable or improved after 2-years of treatment in 92% of patients (mean

GFR was 90, 91 and 96 mL/min at baseline, 1 and 2 years).

Conclusions: In real life practice, TDF treatment was associated with

a high virological response and an increasing number of HBsAg-loss

(2.5%) at 2 years. TDF efficacy, safety and tolerance were similar in

Caucasian and Asian patients.
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Objective: To investigate the seroprevalence of hepatitis B virus

(HBV) and hepatitis C virus (HCV) infection in human immunode-

ficiency virus (HIV) infected cases, and to define any relationship

between modes of transmission, sexual preference, international tra-

vel history, occupation and the frequency.

Methods: In this study, 70 (56 males, 14 females) HIV infected

patients who were admitted to the Clinic of Infectious Diseases was

retrospectively evaluated for HBV or HCV infection.

Results: In 10 (14.2%) cases HBV infection, in 9 (12.8%) cases HCV

infection and in 4 (5.7%) cases HBV and HCV infections was

detected. Modes of transmission of HIV infection was sexual contact

in 95.7%, parenteral contact in 4.3% and sexual and parenteral con-

tact in 14.2% of the cases. Although in patients with sexual contact as

the only the mode of HIV transmission, HBV and HCV infection

prevalence were 14% and 8.9%, respectively, in patients with sexual
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and parenteral contact as the mode of HIV transmission, HBV

infection prevalence was 20 % and HCV infection prevalence was 40

%. Seroprevalence of HBV and HCV was higher than the normal

population in HIV infected cases. When HCV-infected cases were

compared to cases without HCV infection, the ratio of intravenous

drug use was significantly higher in HCV-infected cases.

Conclusions: Seroprevalences of HBV and HCV were high in HIV-

infected cases. The course and treatment of chronic hepatitis differ in

these cases, and consequently all patients with HIV infection should

be screened for HBV and HCV.
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for chronic hepatitis B in Bangladesh
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Background: Tenofovir is a newer antiviral agent for the treatment of

chronic hepatitis B (CHB). Entecavir is available for a longer period

in Bangladesh. Cost of tenofovir and entecavir are similar in this

country. We compared the efficacy of tenofovir (group A, n = 101)

with entecavir (group B, n = 104) among CHB Bangladeshi patients

in this study. Materials and methods: At the Liver Centre Dhaka,

Bangladesh patients with hepatitis B e antigen (HBeAg)-positive or

HBeAg-negative CHB were randomly assigned to treatment with

300 mg of tenofovir or 0.5 mg of entecavir daily for 52 weeks. The

endpoint of treatment was reduction in serum HBV DNA level,

HBeAg negative and alanine aminotransferase (ALT) normalization

at the end of treatment. Viral resistance and safety were assessed.

Results: At week 52, polymerase chain reaction-negative HBV DNA

was a little higher in group A than group B (88.5% versus 78.5%,

P \ 0.05), HBeAg loss (18.7% versus 16.1%, P = NS) was similar.

ALT normalization was also similar among two groups (86.6% versus

89.2%, P = NS). Virologic resistance and clinical adverse events

were unremarkable in two treatment groups.

Conclusion: In Bangladeshi patients with CHB, 52 weeks treatment

with tenofovir and entecavir provided similar antiviral efficacy

without any adverse effects. A large number of patients are needed

to look for antiviral resistance with prolonged duration of

treatment.
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Background and Aims: Liver biopsy is still regarded as the ref-

erence method to assess the liver fibrosis score in chronic hepatitis

B(CHB). Alternative non-invasive methods including serological

marker and elastography have been developed in Chronic viral

hepatitis for the assessment of the severity of hepatic fibrosis.

Mean platelet volume (MPV) is a basic laboratory marker obtained

from complete blood count analysers in routine clinical practice.

We aimed to evaluate whether MPV is be useful in predicting liver

histologic severity in CHB.

Methods: This study included 119 CHB patients. CHB patients were

divided into two groups. One group included 24 patients with CHB

infection had advenced fibrosis (Group 1, Ishak; F0,1,2,3) other

group included 95 patients with CHB infection without significant

fibrosis (Group 2, Ishak F 4,5,6). The clinical characteristics of CHB

patients, including demographics, laboratory and liver biopsy find-

ings, were recorded. MPV levels of two patient groups were

measured.

Results: A total of 119 patients were analyzed; 66 % of patients

(n = 79) were male; the median age was 37 (19-69) years. In sta-

tistical comparison of Group 1 patients with Group 2, the following

factors were found to be significantly associated with advanced

fibrosis; platelet count (p = 0.0001), MPV (p = 0.001). A statisti-

cally significant increase in MPV was found in group 1 compared

with group 2 (11,2 fl vs. 10,4 fl, P = 0.0001). Multivariable logistic

regression model, which consisted of grade, stage, ALT, AST, HBV-

DNA, platelet count, and MPV, was performed. We found that MPV

was independently associated with advanced fibrosis (P = 0.005).

Conclusions: In this study showed that MPV is increased in CHB

patients with advanced fibrosis. MPV is a simple bedside marker for

the prediction of advanced fibrosis and compared favourably to other

nonivasive metods.
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The influence of IL21 on regulation of CD19+B cells in patients
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Li Bo Tang1, Yong Yin Li1, Shi Wu Ma1, Xuan Huang1, Yun Li1,
Qin Tao Lai1, William G.H. Abbott2, Jian Sun1, Jin Lin Hou1

1Hepatology Unit and Department of Infectious Diseases,Nanfang

Hospital, Southern Medical University, Guangzhou, China, 2The New

Zealand Liver Transplant Unit, Auckland City Hospital, Auckland,
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Background and aims: Chronic HBV infection affects B cell acti-

vation and proliferation, therefore results in a disorder of humoral

immunity. Interleukin-21 (IL21) is one of the key cytokines regulat-

ing the function of B cells. We aimed to assess the influence of IL21

on B cell function in chronic HBV infection.

Methods: Twenty healthy controls and 72 chronic HBV infected

patients, including 46 CHB patients who were treated with telbivudine

for 52 weeks, were enrolled. The frequency of CD19+B cells was

analyzed by flow cytometry. The function of CD19+B cells was

assessed by proliferation and ELISPOT assays, and serum cytokine

levels were measured with a Cytometric Bead Array.

Results: The frequency of CD19+B cells and the level of serum IL21

were significantly higher in the patients with chronic HBV infection

than the healthy controls (13.4[4.7-28.0] vs. 6.1[0.8-19.2] %,

P \ 0.001) and (83.3[0.0-5846.3] vs. 10.1[0.0-141.2] pg/ml,

P \ 0.001), especially in the patients with ALT level [ 2xULN

(P = 0.022 and P = 0.002). During antiviral therapy, the frequency

of CD19+B cells decreased after 24 weeks of treatment (P \ 0.001),

accompanied by a decrease in levels of serum inflammatory cyto-

kines, including IL21, IL17, IL10, IL6, and TNF-a (all P \ 0.001).

In vitro, the proliferation of CD19+B cell was higher in the presence

of IL21 compared with IL10 and IL4 (P = 0.030), and this prolif-

eration response was stronger in the patients with HBeAg

seroconversion (P = 0.005). Moreover, IL21 induced a higher fre-

quency of anti-HBe-secreting B cells than the negative control (7.0
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[2.0-9.0] vs. 3.5[1.0-6.0] Spot-Forming Units /105 B cells, P = 0.043)

by ELISPOT assay.

Conclusions: The frequency of CD19+B cells in patients with chronic

HBV infection is associated with the levels of inflammatory cyto-

kines. IL21 play a favorable role in modulating the proliferation and

antibody production of CD19+B cells, which may potentially affect

the humoral immunity response and treatment outcome.
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Detection of HBV-DNA by ultra-high sensitive assay in patients
with HBsAg-negative chronic hepatitis

Tsutomu Takeda, Kazumoto Murata, Yoshihiko Aoki, Satoshi
HIramine, Jun Muto, Masaaki Korenaga, Masatoshi Imamura,
Naohiko Masaki, Masashi Mizokami

The Research Center for Hepatitis & Immunology, National Center

for Global Health and Medicine, chiba, Japan

Background/aims: Hepatitis B virus (HBV) infection is a main cause

of cirrhosis and hepatocellular carcinoma especially in Asian coun-

tries. Recently, occult HBV infection has been noticed as HBV

reactivation during chemotherapy. However, HBV can not be detec-

ted in these patients by the conventional method for measuring HBV-

DNA becasue of the detection limits. Therefore, we established a

novel ultra-high sensitivity assay, which enable to detect HBV-DNA

no less than 4 copies/ml, and examined the prevalence of occult HBV

infection in HBsAg-negative chronic liver diseases in Japan.

Methods: Eighty-four HBsAg-negative chronic hepatitis patients

(HCV: 31, alcoholic: 23, fatty liver: 9, AIH: 8, PBC: 8, cryptogenic:

5) who consecutively visited our hospital from April to November,

2012 were included in this study. Ultra-high sensitivity assay for

HBV DNA as well as conventional tests for HBsAg, anti-HBs, anti-

HBc (ARCHITECT, Abbott), HBV-DNA (TaqMan PCR, Roche) was

performed using their serum. HBV DNA sequence was performed

when HBV DNA was detected by ultra-high sensitivity assay to

confirm that contamination was not occurred in the assay.

Results: Both HBsAg and conventional HBV-DNA (TaqMan PCR)

were negative in all cases. Either anti-HBs or anti-HBc was positive

in 24 of 84 (28.6%) patients. All HBV serum markers (HBsAg, anti-

HBs, anti-HBc) were negative in 60 patients (71.4%). Surprisingly,

ultra-high sensitivity assay detected HBV-DNA in 6 patients (4 in

HCV, 1 in alcoholic,, and 1 in fatty liver)among either anti-HBc or

anti-HBs positive patients (6/24, 25.0%) whereas 1 patient (PBC)

without any HBV serum markers (1/60, 1.7%) (p = 0.019).

Conclusions: Our findings strongly suggest that more concealed

occult HBV infection is present regardless of conventional HBV

serum markers although its pathological roles remain unknown.
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Long-term evaluation of switching to tenofovir monotherapy
in patients virologically controlled by lamivudine plus adefovir
(LAM + ADV) combination therapy

Nevil Aykin, Figen Caglan Cevik, Hasan Naz, Pınar Korkmaz

İnfectious Diseases, Yunus Emre State Hospital, Eskisehir, Turkey

Aim: High antiviral efficacy of tenofovir (TDF) in both treatment-

naive and treatment-experienced patients was demonstrated.TDF

monotherapy is cheaper than LAM + ADV combination therapy in

Turkey’s conditions.

Method: In this study, 8 hepatitis B mono-infected patients who were

virologically controlled by LAM + ADV combination therapy and

then switched to TDF monotherapy were investigated retrospectively.

Serum ALT and HBV-DNA levels were assessed.

Results: 5 of 8 patients were female. Median age was 49.8 ± 11.5

(30-62) years and all patients were HBe antigen negative. 7 patients

were interferon-experienced. 6 patients had a biopsy and the fibrosis

mean according to the Modified Knodell score was 2.3 ± 1.2 (1-4).

Average duration of LAM therapy was 36.7 (15-70) months. ADV

was added to LAM therapy in patients who developed a viral

breakthrough. Average duration of LAM + ADV combination ther-

apy was 25.6 (11-48) months. These HBV DNA negative patients

receiving the combination therapy were switched to TDF mono-

therapy. Average duration of TDF therapy was 26.3 (12-39) months.

Follow-up of patients during TDF therapy (once every 3-6 months)

revealed that virological and biochemical responses were remaining.

All patients continued to have HBV-DNA negative.

Conclusion: In this study, TDF monotherapy was shown to be

virologically effective in patients with history of treatment failure of

the nucleoside/nucleotide analogues. Nevertheless, cost was found to

be effective compared to combination therapy in LAM-resistant

patients. Based on these data, we switched to TDF monotherapy in

our patients virologically controlled by the combination therapy.

While the study only covered a limited number of patients, in our

long-term follow-upsswitching to the TDF monotherapy in patients

who were virologically controlled by LAM + ADV combination

therapy was found to be effective in maintaining the virological

control.
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The cut-off value of IgM-antiHBc in differential diagnosis
of acute hepatitis B and exacerbation of chronic hepatitis B
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1Trung Vuong Hospital, HCM city, 2Infectious Diseases, University
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Diseases of HCM, VN, Ho Chi Minh, Vietnam

Background: Differentiation between acute hepatitis B (AHB) and

exacerbations of chronic hepatitis B (e-CHB) is essential to identify

patients who need specific treatment. IgM-antiHBc which was often

presented in AHB could also be detected in e-CHB.

Objectives: Compared the titer of IgM-antiHBc in these two groups

and evaluated the validity of different cut-off values and of different

combination in diagnosis of AHB and e-CHB.

Methods: The study was conducted at the HTD of HCM from Nov

2010 to Nov 2011. The cohort group was observed 6 months for HBsAg

loss to confirm the diagnosis. HBsAg, and IgM-antiHBc were done by

CMIA. The rates of HBV markers were compared by Chi-squared test.

Different cut-off values of IgM-antiHBc for AHB diagnosis were

determined by ROC curve. The validity of different combination were

analysed through SEN, SPE, PPV, NPV parameters.

Results: Among 103 patients admitted on the first episode of hepatitis

B, 60 were classified as AHB, and 43 as e-CHB. In the AHB group.

levels of ALT, HBeAg (S/CO), HBVDNA, albumin were higher and

AFP was lower in comparison to the e-CHB. 16/43 e-CHB cases

(38.8%) revealed IgM-antiHBc positive (C 1). For AHB diagnosis,

the sensitivity (SEN) and specificity (SPE) of the IgM-antiHBc C 1

were 100% and 64.4%. Elevated the cut-off value up [ 2.4 increased

the SPE to 86.7% (Tables 1, 2, Fig. 1).
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Conclusion: IgM-antiHBc could differentiated AHB with e-CHB.

The S/CO value of C 2.4 yield the higher SPE (86%), PPV (91%) and

NPV (97%). Moreover, combination of this cut-off value (3 2.5) with

AFP \ 40 ng/ml, ALT C 20ULN and albumin C 35 g/L will

increase the specificity of diagnosis AHB into 98%.
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Analysis the changes in initial monotherapy with different
Nucleoside (Acid) Analogue on CHB Patients and its influencing
factors

Tingting xiong, Yutian chong, Xiangyong Li, Jie Luo, Xiao Zhang

infectious disease department, the 3rd affiliated hospital of SYSU

university, guangzhou, China

The aim is compared the accumulate probability and the reason of the

therapy change in the first 2 years in nucleoside (acid) analogues

(NAS) initial monotherapy on CHB patients. In this study 308 CHB

patients received initially monothreaphy with NAS,The number of

patients in group A(LAM 100 mg/d), group B (ADV 10 mg/d), group

C(Ldt 600 mg/d), group D (ETV 0.5 mg/d) were 40,43,50,62. All the

patients completed 1 year threaphy, and 192 patients completed

2 years threaphy. The accumulate probability of therapy change in the

first year were LAM(18/40, 45.0%),ADV(14/43,32.6%),Ldt(14/50,

28.0%),ETV(3/62, 4.8%),P \ 0.001. In the first 2 years were

LAM(12/46, 26.1%),ADV(8/80, 10.0%),Ldt(14/81, 17.3%),ETV(1/

101, 1.0%),P \ 0.001. The reasons of therapy change were: viro-

logical breakthrough, Suboptimal response, increasing of CK with

symptoms and the demands of patients. Suboptimal response to

monotherapy was defined that the serum HBV DNA level was more

than 1log decline of viremia compared to baseline but still detectable

(HBV DNA C 100 IU/mL). In the first year, the most important

reason of therapy change in LAM was virologial breakthrough (9/13,

69.2%), in ADV was Suboptimal response (4/6, 66.7%); in Ldt were

Suboptimal response (4/13, 30.8%) and CK increasing with symp-

toms(4/13, 30.8%), in ETV was the financial worry (1/1, 100%). In

first 2 years,virologial breakthrough was the most important reason of

therapy change with LAM, ADV and Ldt: LAM (10/18, 52.6%),

ADV (6/14, 42.9%), Ldt (7/17, 41.2%),The financial worry was the

only reason of therapy change with ETV(3/3, 100%). The CHB

patients received NAS monotherapy, the therapy change occurred in

all kinds of NAS in the first 2 years, the probability of therapy change

in ETV was the lower, and only reason was the financial worry, the

probability of therapy change in LAM and ADV was higher, and most

reason were virological breakthrough and Suboptimal response.
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Pharmacokinetics and pharmacodynamics of IDX719,
a pan-genotypic HCV NS5A inhibitor, in genotype 1, 2, 3
or 4 HCV-infected subjects
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J. Chen1, J. Z. Sullivan-Bolyai1, D. L. Mayers1

1Idenix Pharmaceuticals, Inc., Cambridge, MA, 2Vince and

Associates Clinical Research, Overland Park, KS, 3Avail Clinical

Research, DeLand, FL, 4Alamo Medical Research, San Antonio, TX,
5eStudySite, San Diego, CA, 6Lifetree Clinical Research, Salt Lake

City, UT, 7CRI Worldwide, Philadelphia, PA, 8St. Louis Clinical

Trials, St. Louis, MO, 9AMPM Research Clinic, Miami, FL, USA

Background: IDX719 is an HCV NS5A inhibitor with potent pan-

genotypic antiviral activity in vitro.

Methods: Pharmacokinetics (PK) and pharmacodynamics (PD) of

IDX719 were evaluated in treatment-naı̈ve subjects infected with

HCV genotype (GT) 1, 2, 3 or 4, treated with single doses of IDX719

1-100 mg (n = 18). In a subsequent 3-day monotherapy study, GT 1

subjects (n = 34) received placebo or 25 -100 mg of IDX719 daily,

and GT 2-4 subjects (n = 30) received placebo or 100 mg daily.

HCV RNA was quantitated using COBAS� TaqMan�. Plasma

IDX719 concentrations were measured using a validated LC/MS/MS

method.

Table 1 The value of IgM-anti HBc in different studies

IgMantiHBc e-CHB n(%) AHB n(%)

Kumar (2006) Negative 7 (23) 0 (0)

Positive \ 1:1.1000 14 (47) 11 (23)

Positive [ 1:1.000 9 (30) 38 (78)

Han (2008) Negative 100 (77) 0 (0)

Positive C 1:1.000 21 (16) 5 (4)

Positive C 1: 10.000 9 (7) 126 (96)

This study (S/CO) Negative 27 (62) 0 (0)

Positive 1-2.4 10 (22) 0 (0)

Positive [ 2.4 6 (16) 60 (100)

Table 2 Diagnostic performance of combination tests using IgM-anti

HBc

IgM C 2.4 in combination with SEN SPE PPV NPV

ALTC20ULN 83 89 91 80

AFP C 40 ng/mL 90 91 93 87

ALTC20ULN + AFP C 40 ng/mL 77 93 94 84

ALTC20ULN + AFP C 40 ng/mL

+ Alb C 35 g/L

77 98 98 76

Fig.1 Proportion of IgMantiHBc in AHB and e-CHB
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Results: IDX719 was well-tolerated with no safety-related discon-

tinuations or serious adverse events. In HCV-infected subjects,

IDX719 exhibited dose-related plasma exposure and a long half-life

(* 20 h).Trough plasma concentrations (mean C24h = 16 ng/mL at

100 mg on day 3) largely exceeded the protein-binding adjusted EC90

(* 2.3 ng/mL) associated with the least susceptible HCV genotype.

Single doses of IDX719 produced pan-genotypic anti-HCV activity

with up to 3.7 log10 reduction in plasma viremia in genotypes 1, 2 and

3 subjects. Following 3-day monotherapy, mean maximum viral load

reductions were 4.3, 3.4 and 3.9 log10 in GT 1, 3 and 4 subjects

respectively, and 2.8-4.1 log10 in GT2 subjects with no M31 poly-

morphism at baseline. For IDX719, the minimum effective

concentrations required to suppress the virus were 2.5, 1.3, 6.7, and

5.4 ng/mL in GT 1a, 1b, 2a and 3a subjects, respectively. These

results are consistent with previous in vitro EC50 data.

Conclusions: IDX719 was safe and well tolerated at daily doses up

to 100 mg for 3 days. IDX719 achieved sustained plasma exposure

and potent, pan-genotypic antiviral activity in GT 1-4 HCV-

infected subjects. These data support further clinical development

of IDX719 as part of an all-oral, once-daily direct-acting antiviral

combination regimen.
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Serum microRNA-124 is a promising biomarker for liver
inflammation in patients with chronic hepatitis B virus infection

Jinyu Wang

Infectious Disease, Huashan Hospital, Fudan University, Shanghai,

China

Background and aims: Several groups have reported the significance

of circulating microRNA as a biochemical marker of cancer. To our

knowledge, there are no reports on the significance of circulating

microRNA as a biomarker for liver inflammation. The aim of this

study was to evaluate the significance of serum microRNA-124 level

as a biomarker for liver inflammation in patients with chronic hepa-

titis B virus infection.

Methods: Serum microRNA-124 was measured by qRT-PCR and

compared in groups of: 110 patients with chronic hepatitis B virus

infection, 10 patients with chronic hepatitis C virus infection, and

30 healthy controls. Serum microRNA-124 level was also com-

pared in 22 patients with chronic hepatitis B virus infection before

and after antiviral therapy. The power of microRNA-124 in dif-

ferentiating patients with liver inflammation from those without

liver inflammation or from healthy controls was compared to that

of ALT.

Results: Serum microRNA-124 levels in the 110 patients with

chronic HBV and 10 patients with chronic HCV infection were

significantly higher than healthy controls (p \ 0.0001, p = 0.003,

respectively). In the 22-patient group, serum microRNA-124 levels

significantly diminished after antiviral therapy (p = 0.0001). ROC

analysis of serum microRNA-124 yielded an AUC of 0.773 with

80.0% sensitivity and 69.1% specificity when differentiating

chronic HBV and HCV infection from healthy controls, and an

AUC of 0.830 with 75.5% sensitivity and 80% specificity when

differentiating mild or no and moderate or severe liver inflamma-

tion among patients with normal ALT. The latter is superior to

ALT and values were improved for the combination of microRNA-

124 and ALT.

Conclusions: Serum microRNA-124 level is a promising biomarker

for liver inflammation.
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The clinical characteristic of recurrent after NAs withdrawal
for chronic hepatitis B patients

Xu You1, Xiang-Yong Li2, Jing Huang1, Hua Li1, Jing-Ping Liu1,
Heng-Biao Sun1, Jing Zhang1, Peng Zhao1, You-Ming Chen1

1Clinical laboratory, The Third Affiliated Hospital of Southern

Medical University, 2Department of infectious Diseases, The Third

Affiliated Hospital of Sun Yat-sen University, Guangzhou, China

Objective: To study the clinical characteristics of recurrent after

nucleos(t)ide analogues (NAs) withdrawal for chronic hepatitis B

patients (CHB).

Methods: Investigate 56 cases of recurrent CHB due to NAs with-

drawal in The Third Affiliated Hospital of Sun Yat-sen University

during January 2010 to September 2012, and analysis their clinical

diagnosis, drug categories, courses of treatment, therapeutic effect,

withdrawal reasons, withdrawal time, and the biochemistry, virology

and serology indexes changes, retrospectively.

Results: In the 56 NAs withdrawal cases, there were 24 LAM, 17

ADV, 12 LAM switch to ADV, 3 ETV. The duration of treatment was

from 3 months to 5 years. The reasons for withdrawal of NAs as

follows:financial straits(48.2%,27cases)
�
resistance to NAs (41.1%,

23 cases)
�
breeding (7.1%, 4cases) and others (3.6%, 2cases). Before

stopping treatment, there were 13 (23.2%) obtained complete

response, 32 (57.1%) suboptimal viral response, and 11 (19.6%)

primary non response. 12 patients (92.3%) who obtained complete

response recurrented in mean 4.3 months (range : 1-14 months), and

all of the patients who obtained suboptimal response were viral

breakthrough in mean 3.2 months (range:1-6) after withdrawal of

NAs. 7 (12.7%) patients developed liver failure in these patients who

recurrented after NAs withdrawal. 31 patients (47.0%) received

antiviral treatment again with NAs.

Conclusion: The common factors resulted in withdrawal of NAs are

financial straits, resistance, and breeding in real clinical practice,and

financial straits is the main cause of stopping treatment. The recurrent

mainly occur in one year and result in aggravation of hepatic damage,

even as liver failure.
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Young adults with family history of hepatitis B carriers had
higher risk to get natural infection of hepatitis B
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2Family Medicine, National Taiwan University Hospital, Taipei,
3Molecular and Genomic Epidemiology Center, China Medical

University, TaiChung, 4Genomics Research Center, Academia Sinica,

Taipei, Taiwan R.O.C.

Introduction: The hepatitis B carrier rate among young adults born

after massive neonatal hepatitis B immunization era in Taiwan is

lower than 1%. This study aimed to investigate the possible risk

factors of chronic viral infection and natural infection of hepatitis B

for young adults born after Neonatal Hepatitis B vaccination era in

Taiwan.

Materials and Methods: Young adults born after July 1986 in master

program entry health check-up in 2011 were invited to participate in
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this study at one medical center in northern Taiwan. Three hepatitis B

viral markers including hepatitis B surface antigen (HBsAg), antibody

to hepatitis B core protein (anti-HBc), and antibody to hepatitis B

surface antigen (anti-HBs) were tested by ELISA. Family history of

hepatitis B carriers or liver cancer was collected by questionnaire

interview. This study was approved by Research Ethics Committee at

the Medical center. Multivariate logistic analysis was done for

delineating the risk ratio of natural infection of hepatitis B with or

without family history of hepatitis B carriers.

Results: 1,212 participants were enrolled for data analysis. Forty

seven cases (3.9%) were noted to have either HBsAg positive (13

chronic viral infection) or anti-HBc positive (45 natural infection).

Their mean age was 22.8 ± 0.8 years. Adjusted by gender, those who

reported to have the family history of hepatitis B carriers had 6.5

times (95% C.I. 3.6-12.0), 13.3 times (95% C.I. 3.6- 48.8), 1.4 times

(95% C.I. 1.1-1.8), 7.3 times (95% C.I. 3.9-13.8) higher risk than

those who did not have to be hepatitis B surface antigen positive or

anti-HBC positive, hepatitis B surface antigen positive, anti-HBs

positive, and anti-HBc positive, respectively.

Conclusions: Young adults born after neonatal Hepatitis B vaccina-

tion era with family history of hepatitis B carriers should pay more

attention to their serostatus of hepatitis B in Taiwan.
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Decline of HBVDNA load correlate with increase of Th1/Th2
immunity in chronic hepatitis B patients during long-term
treatment with entecavir
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Xia Feng4, Yan Hua Che5, Si Jia Ma1, Ying Li Cun6, Yon Sheng
Zhang7, Bao Zhang Tang1, Meng Ling Huang1, Jun Hua Huang8,
Shao Ming Yan9, Yong Liang Ma3

1Department of Infectious Diseases, the First Affiliated Hospital of
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3Department of Hepatology, the Third People’s Hospital of Kunming,
4Department of Laboratory Medicine, the First Affiliated Hospital of

Kunming Medical University, 5Department of Medicine, the First

People’s Hospital of Kunming, 6Department of Tumor, the Third

Affiliated Hospital of Kunming Medical University, 7Department of
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Background/Aims: Chronic hepatitis B (CHB) is a serious health

problem worldwide with a substantial minority of patients experiencing

premature death due to end-stage liver disease and/or hepatocelluar

carcinoma. Entecavir treatment has significantly improved the outcome

of chronic hepatitis B virus (HBV) infection and with a lowest resis-

tance risk. However, it remains largely unknown how immune system

responds to the treatment. To investigate dynamic fluctuations of serum

viral load and Th1/Th2 immunity of chronic hepatitis B patients and

their correlation during long-term entecavir therapy.

Patients and methods: Sixty-two patients received entecavir 0.5 mg/d

therapy. Serum HBVDNA load was measured by Real-Time-PCR, and

the levels of cytokines and T helper 1 (Th1) and 2 (Th2) cytokine pro-

ducing T-cells by flow cytometry during 260 weeks of the treatment.

Multilevel modelling was used to analyse the relationship between these

variables.

Results: Of the 62 patients, all HBeAg positive and with detectable

HBVDNA, the majority(85.6%) had serum levels of HBVDNA over 107

copies per milliliter. Th1/Th2 cytokines producing T-cells were signifi-

cantly lower in chronic hepatitis B patients as compared with normal

individuals. HBV viral load dropped sharply during the first two weeks.

In 31 and 48 patients, the level became undetectable from week 24 and

48, respectively. Using pre-therapy level as the reference, a significant

increase in Th1/Th2 cytokines producing T-cells and serum cytokine

levels were found from week 12. These parameters and Th1/Th2 balance

steadlly improved throughout the 260 weeks. Multilevel analyses

showed that the level of decrement of HBVDNA load was associated

with the increment of Th1/Th2 activities only in the later period

(12-260 week). In contrast, Th1/Th2 cytokines producing T-cells remained

lower in one patient detected with entecavir resistant HBV mutation.

Conclusion: Decline of HBVDNA load correlate with increase of

Th1/Th2 immunity in chronic hepatitis B patients during a long-term

treatment with entecavir.
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Background/Aims: Hepatitis B virus(HBV) and hepatitis C vir-

us(HCV) infections are among the most common causes of advanced

chronic liver disease worldwide. HBV/HCV co-infected patients have

an increased risk of cirrhosis, hepatocellular carcinoma(HCC), and

even death. The combination of pegylated interferon(Peg-IFN) plus

ribavirin(RBV) is the current standard of care for naı̈ve chronic

hepatitis C patients, achieving a high sustained virological respon-

se(SVR) rate. We aimed to explore and evaluate the clinical

characteristics of HBV/HCV co-infected patients and the impact of

co-infection on the efficacy of Peg-IFN/RBV combination therapy.

Patients and methods: The clinical characteristics of HBV/HCV

co-infected patients and the virological responses to Peg-IFN/RBV

combination therapy in 89 HBV and HCV co-infected patients were

retrospectively analyzed. The primary outcome measurement of

antiviral treatment was SVR(seronegative of HCVRNA throughout

the 6-month post-treatment follow-up period).

Results: HBVDNA load level and HBeAg positive rate in HBV/HCV

co-infected patients was significantly lower than that in HBV mono-

infected group(p \ 0.01,0.01, respectively). Serum levels of ALT and

AST in co-infected patients were obviously higher than that in mono-
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infected group(p \ 0.001,0.001, respectively). The SVR rate was

significantly lower in the HBV/HCV co-infected patients compared to

the HCV mono-infected patients(p \ 0.05). However, the signifi-

cantly lower rate of SVR in the co-infected group was observed

among genotype-1 patients(p \ 0.05) but not among genotype-2/3

patients(p [ 0.05). Partial early virological response(pEVR) rate and

virological response rate at the end of treatment(ETVR) were sig-

nificantly higher in patients co-infected with genotype 1 of HCV and

HBV than those in HCV mono-infected patients(p \ 0.01,0.01,

respectively). No differences in rapid virological response(RVR),

complete early virological response(cEVR), and relapse were observed

between co-infected patients with non-genotype 1 of HCV and HBV

and mono-infected patients with non-genotype 1 of HCV.

Conclusion: Co-infection with HBV and non-genotype 1 of HCV has no

impact on virological responses to Peg-IFN/RBV combination therapy.
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Fatal hepatitis B reactivation following discontinuation
of antiviral therapy

Yunus Gürbüz, Emin Ediz Tutuncu, Irfan Sencan, Gonul Cicek
Senturk, Aybala Altay, Aslı Akder

Infectios Disease and Clinical Microbiology, Diskapi Yildirim

Beyazit Education and Research Hospital, Ankara, Turkey

Introduction: Nucleoside and nucleotide analogues are used alone or

combination of two drugs in the treatment of chronic hepatitis B. In

general, these drugs are well tolerated but discontinuation of them is

associated with reactivation of virus and exacerbation of the illness.

Reactivation flares occur in 19-50% of patients after stopping therapy,

resulting in hepatic flare, liver decompensation or hepatic coma. We

have presented here a patient with chronic hepatitis B infection having

fatal outcome after stopping his lamivudine and tenofovir treatment.

Case Description: The patient was 67 years old, male, retired civil

servant and lived in Ankara, Turkey. Lamivudine for chronic hepatitis

B treatment had been started 3 years ago at another hospital. Because

of resistance to lamivudine a year ago, tenofovir had been added on

lamivudine treatment. The patient had stopped to take these drugs

without consulting a physician two months before contacting us.

Three weeks ago, the patient applied on a health care provider in his

province with the emergence of malaise, anorexia, nausea, dizziness,

jaundice, dark urine, then send to our clinic. On the admission; the

patient had alanine aminotransferase 1163 U/L(10-49), aspartate

aminotransferase 1833 U/L(0-34), total bilirubin 22.2, mg/dl(0-3.2),

direct bilirubin 15.2(0-0,2), glucose 61 mg/dl(70-100), urea 50 mg/dl

(19-48), white blood cell count 7200 /mm3(5.2-11.4), hemoglobin

13.9 g/dl (12-18), platelet 126 000 /mm3(130 000-400 000), HBsAg :

4691 mIU/ml (C 1 positive), HBeAg positive, Anti-HBe negative,

Anti-delta negative, Anti-HAV IgM ve anti-HBc IgM negative, HBV

DNA :22900000 IU/ml. We had diagnosed hepatic flare resulting

from the discontinuation of the treatment. Lamivudin and tenofovir

were started again and supportive therapy was given. On the third day

of hospitalization, signs of hepatic encephalopathy appeared. The fifth

day of hospitalization, the patient died from liver failure.

Topic: 8.b Clinical

Absno: 2143

Lamivudine monotherapy, interferon alpha monotherapy
in chronic hepatitis B infection

Rafet Mete

Gastroenterology, Namık Kemal Üniversity, Tekirdag, Turkey

Background/aim: This study aims to evaluate the efficacy of lami-

vudine and interferon alpha monotherapies in HBeAgpositive and

HBeAg-negative chronic hepatitis B.

Materials and Methods: This study has been carried out between the

years 2003 and 2007 at the medicine faculty of YYU. Totally, 61

patients, who apllied to the Gastroentrolgy clinic at YYU, and who have

been diagnosed whit chronic hepatitis B and, whose responses to the

treatment were retrospectively observed. HBeAg was positive with 16

patients, HBeAg was negative with 45 patients. Lamivudin (LAM)

monotherapy, an avarage 24.4 ± 2.3 months, has been given to the 34

patients (HBeAg positive = 8, HBeAg negative = 26), Pegile Interfon

alfa (Peg-lFN) monoterapy 12 ± 0 has been given to the 27 patients

(HBeAg positive = 8, HBeAg negative = 19) and both of the treat-

ment groups have been followed 6 months after the treatment.

Results: (Table 1).

Conclusıons: Permenant response between LAM and Peg-tFN are

resembeled. Both of the treatments have been successful when

compared to the literature, but this condition hasn0t statistically made

of differences. And also,we believe that the duration of the obser-

vation was short at the end of the teh treatment and the adoptation of

the patients have affected the rate of the success.
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Objective: Chronic Hepatitis B (CHB) is an important health issue

both in Turkey and worldwide. Currently, successful results are

obtained by using pharmaceuticals with a high antiviral efficacy and a

broad range of genetic barrier. The efficacy of ‘‘entecavir’’ was

evaluated in treatment-naı̈ve CHB patients followed-up in our Gas-

troenterology Unit.

Methods: Treatment-naı̈ve CHB patients, who received ‘‘entecavir’’

for one year and more, were evaluated. Those with decompensated

liver cirrhosis and/or hepatocellular carcinoma were excluded. HBV

DNA negativity was accepted as \ 300 copies/ml.

Table 1 Responses after the treatment (%.)

Total Patient Lam (34) Total Peg - İFN (27) Total

HBeAg

pozitive

(n=8)

HBe

negative

(n=26)

(n=34) HBe

pozitive

(n=8)

HBe

negative

(n=19)

(n=27)

Seroconvertion of HBeAg 3 (37.75) - 3 (37.75) 3 (37.75) - 3(37.75)

Viral Clearance (Negativeness

of HBV DNA):

3 (37.75) 17 (65) 20 (59) 3 (37.75) 13 (68) 16(59)

Biochemical Response

(Normalization of ALT)

3 (37.75) 21 (81) 24 (70.5) 5 (62.5) 13 (68) 18 (66,6)

The Loss of HBsAg 0 0 0 0 0 0

Exact response at the end

of the treatment

3 (37.75) 17 (65) 20 (59) 3 (37.75) 13 (68) 16(59)

Relaps 1 (12,5) 3 (11.5)) 4 (11.7) 0 2(10.5) 2(7,5)

Permenant Response 2 (25) 14 (54) 16 (47) 3 (37.75) 11(58) 14(52)

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S281

123



Findings: A total of 63 patients, whose mean age was 46,44 ±

11,33 years, were evaluated. 42 patients were male, 21 were female and

16 patients were diagnosed with compensated cirrhosis. There were 11

HBeAg positive and 52 negative patients. Mean/median treatment

duration was 23,4 ± 12,2 months (12-60 months). Pre-treatment

median/mean HBV DNA was 6,7 ± 1,3 log (5-9 log), and ALT: 130.

Thirty nine patients had liver biopsies. Mean/median HAI

was8,5 ± 2,9 and fibrosis was 2,6 ± 0,9. At 6 months of treatment

%87.5 patients were HBV DNA negative and their ALT was normal.

Five patients had HBV DNA 4 log, 1 patient 5 log and 2 patients 7 log.

At 12 months of treatment %98.4 patients were HBV DNA negative

and their ALT was normal. The only patient whos HBV DNA was 5 log

showed negative HBV DNA at 24 months of treatment. 6 patients

developed e seroconversion during the first year. E seroconversion was

obtained in 24 months in three patients and in 36 months in the

remaining 2 patients. There was not HBsAg loss in any of the patients.

No biochemical and/or clinical advers effects were observed in the

patients, none of the patients had to reduce the dose. There was no

patient who developed resistance to the therapy.

Conclusion: ‘‘Entecavir’’ is an efficient method of thearpy in treat-

ment-naive CHB patients.
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Tenofovir improves course of disease in patients
with HBV-induced cirrhosis

Ramazan Idilman, Onur Keskin, Ali Emrehan Tuzun, Murat
Toruner, A Mithat Bozdayi, Kubilay Cinar, Cihan Yurdaydin,
Kadir Bahar, Abdulkadir Dokmeci

Ankara University School of Medicine, Ankara, Turkey

Background/Aim: The aims of this study were to evaluate the effect

of tenofovir disoproxil fumarate (TDF) treatment on the national

course of the disease in hepatitis B virus (HBV)-induced cirrhotic

patients, and to investigate safety and tolerability of TDF in such

patients.

Material-Methods: Between 2008-2011, a total of 60 HBV cirrhotic

patients (M/F: 45/15, median age: 54 years) treated with TDF were

enrolled into the study. Diagnosis of cirrhosis was made basis of

clinical, biochemical, imaging and histopathological data, when

available. Serum HBVDNA level was determined by COBAS Taq-

man method (undetection limit: \ 70 copy/ml). Disease course was

evaluated using Child-Pugh (CP) and MELD score.

Findings: Among them, 27% of patients were HBeAg positive and

57% were nucleoside treatment naive. Characteristics of patients are

summarized in Table 1. Compared to baseline, MELD score signifi-

cantly decreased at the end of 12 months (p = 0.03). One patient had

experienced HBsAg loss and 3 (19%) HBeAg patients had HBeAg loss.

Five patients developed HCC and 3 patients (2 had HCC) died in the

follow-up period. TDF was well tolerated. No patient was discontinued

TDF due to an adverse event.

Discussion: Based on the result of this study, TDF therapy improves

the national course of the disease in HBV-induced cirrhotic patients

as a result of effectively viral suppression.
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Allele specific PCR To study nucleos(t)ide analogs HBV resistant
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University Hospital of Pisa, Pisa, Italy

Background: The emergence and selection of Hepatitis B Virus (HBV)

resistant variants (RVs) cause the loss of antiviral effectiveness during

Nucleos(t)ide analogs (NAs) treatment. The most common technique to

analyze RVs quasispecies require total viremia C 10E + 03cp/ml to

detect 5% mutant prevalence.

Aim: 1) To develop Allele-Specific PCRs highly sensitive detecting

HBV RVs (ASRVPCR); 2) To study the dynamics of HBV RVs in

patients (pts) treated with Lamivudine (LAM).

Patients & Methods: HBV Polymerase fragments, isolated from NAs

therapy failure pts, were cloned to obtain 8 standards representing the

different RVs at codon rt181 and rt204. Eight specific primers for each

RV were designed and tested separately in end point diluted standards

with wild-type HBV mixture. Clinical validation and longitudinal

analysis were performed on sera of 15 HBV chronic infected pts treated

with LAM. Complete viral response (CVR) was achieved in 5 pts, 6

developed resistance after CVR (RACVR), 4 had incomplete viral

response (IVR). Direct Sequencing (DS) was used as comparator.

Results: The ASRVPCR detected RVs representing 1% to 0.1% of

total viral population of 10E + 04cp/ml. No HBV RVs were identified

by ASRVPCR or DS in the CVR pts samples. The rtM204 V,

rtM204I or rtA181S RVs were amplified at baseline by ASRVPCR

but not by DS in 3/6 RACVR pts. DS detected the RVs only later

during the follow-up. The rtM204 V, rtM204I or rtA181 V variants

were amplified by ASRVPCR since baseline in all the IVR pts. In

contrast, DS detected RVs in follow-up sera only, except for 1 pt

where RV was present at baseline as mixed population rtM204 M/I.

Conclusion: The ASRVPCR for HBV rt181 and rt204 codons iden-

tified RVs at baseline in 7/10 therapy failure experiencing pts.

Whether confirmed in larger cohort of patients a highly sensitive

assay detecting RVs could warrant a safer use of NAs.
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BCP and precore mutations associated with other viral markers
in the natural history of CHB in Indonesian patients
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Alida Roswita Harahap1,3, Korri Elvanita El-Khobar1,
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1Eijkman Institute for Molecular Biology, Jakarta, Indonesia, 2Utrecht

Medical Centre, Utrecht, The Netherlands, 3Clinical Pathology

Table 1

Basal Month 6 Month 12 Month 24 Month 36

Serum

HBVDNA

(log 10)

5.6±1.8 54% (percentage

of undetectable

HBVDNA)

70.5% (percentage

of undetectable

HBVDNA)

92.8%(percentage

of undetectable

HBVDNA)

100% (percentage

of undetectable

HBVDNA)

Serum

ALT

(N\40U/L)

64.0±86.8 32.3±14.8 30.2±12.3 28.0±10.7 29.3±14.2

Trombosit 118±49.0 128±61.2 128±52.6 122±55.5 118±58.3

MELD score 9.1±2.7 8.4±2.0 8.3±2.4* 8.5±2.6 8.4±2.8

CP score 5.6±1.01 5.4±0.82 5.4±0.72 5.5±0.98 5.5±1.12
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Introduction: Basal core promoter (BCP) A1762T/G1764A and

precore G1896A mutations have been associated with hepatitis B

virus (HBV) replication and liver damage. Understanding of the

natural course of chronic hepatitis B (CHB) is important in the

management of the patients. We studied the implication of BCP and

precore mutations in the natural course of CHB, associated with HBV

genotype, hepatitis B surface antigen (HBsAg), hepatitis B ‘e’ antigen

(HBeAg), and HBV DNA levels.

Methods: One-hundred and seven treatment-naı̈ve CHB patients

were classified into immune-tolerant (IT), immune-clearance (IC),

low/non-replicative (LR), and ‘e’-negative hepatitis B (ENH) phases,

based on HBeAg status, HBV DNA and ALT levels. BCP and precore

mutations were identified by direct sequencing. HBV genotype was

determined by phylogenetic tree analysis. HBsAg and HBeAg levels

were measured serologically.

Results: BCP and precore mutations were identified in 31 (29.0%)

and 33 (29.9%) of the 107 patients, respectively. The prevalence of

BCP mutations was comparable among all phases, while precore

mutations’ was higher in HBeAg-negative patients (p \ 0.001) with

comparable occurrence in genotypes B and C (p = 0.104 and

p = 0.151, respectively). Precore mutations were found in all phases

except IT, with the highest occurrence in LR (p = 0.003). BCP

mutations did not correlate with HBsAg and HBV DNA levels, while

precore mutations were correlated with HBsAg levels in the HBeAg-

negative group (r = 0.341; p = 0.005).

Conclusions: BCP mutations were found in comparable distribution

among CHB phases, implying that the deleterious impact of these

mutations may occur at any time in the disease course. Precore

mutations were identified with increased prevalence as the phases

progressed and significantly highest in the LR. There was a temporal

association between the increase of BCP/precore mutation prevalence

and HBeAg seroconversion, indicating the role of host immunity in

driving the evolution of these variants.
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Virological reponse does not lower liver disease progression
in chronic hepatitis B cirrhotics treated with long-term
nucleos(t)ide-analogues

Poh Seng Tan1, Yin Min Than1, Yock Young Dan1,2,
Yin Mei Lee1, Guan Huei Lee1, Kieron Lim1, How Cheng Low1,
Maung Aye Thwin1, Seng Gee Lim1,2
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Singapore, Singapore, Singapore

Background: Many chronic hepatitis B (CHB) cirrhotics are on long-

term nucleos(t)ide-analogue therapy. The impact of virological

response (VR) on liver disease progression (LDP) among these cir-

rhotics remains to be characterized.

Method: CHB cirrhotics treated with long-term LAM-ADV combi-

nation or ETV monotherapy were enrolled and followed for

outcomes. LDP was defined as liver decompensation, development of

hepatocellular carcinoma and death. Cumulative probability of viro-

logical and clinical outcomes was evaluated by Kaplan-Meier

analysis, log-rank test and Cox-regression.

Results: A total of 264 cirrhotics (compensated 87.5%) fulfilled

enrollment criteria, with 143 and 121 on LAM-ADV and ETV

respectively. In LAM-ADV group, 57(39.9%) were HBeAg-positive,

mean HBV-DNA was 5.8(5.5-6.1)logIU/mL, mean LAM-ADV

duration was 41.4(14.5-68.3) months and mean follow-up was

72.8(31.5-114.1) months. In ETV group, 48(39.7%) were HBeAg-

positive, mean HBV-DNA was 4.4(4.1-4.7)logIU/mL, mean ETV

duration was 33.3(15.2-51.4) months and mean follow-up was

45.7(16.8-74.6) months. Among LAM-ADV group, cumulative

probability of VR were 59.9%, 92.2%, 95.6%; and LDP was 4.5%,

17.6%, 32.9%, at year 1, 3 and 5 respectively. Among ETV group,

cumulative probability of VR was 74.5%, 94.8%, 100%; and LDP

was 7.8%, 12.5%, 17.7% at year 1, 3 and 5 respectively. The prob-

ability of LDP was not influenced by VR (p = 0.174). When stratified

by treatment group, VR again did not impact on the cumulative

probability of LDP (LAM-ADV group: p = 0.173 and ETV group:

p = 0.433). Among virological responders, there was no difference

between LAM-ADV combination and ETV monotherapy group

(p = 0.199). Cox-regression showed baseline decompensated disease

(HR 5.54;95%CI 2.91-10.51;p \ 0.01) and albumin (HR 1.10;95%CI

1.06-1.15;p \ 0.01) were significant predictors of LDP whereas VR

had no impact (p = 0.612).

Conclusion: Among cirrhotics treated with long-term LAM-ADV

combination or ETV monotherapy, despite excellent anti-viral effi-

cacy, there was still significant probability of LDP. LAM-ADV

combination or ETV-monotherapy induced VR did not lower the

probability of LDP in these patients.
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Aim: The aim of this study was to investigate whether mean platelet

volume and platelet distribution width are variables that determine the

severity of liver fibrosis.

Methods: This retrospective case-control study evaluates cases with

chronic HBV infection. Patients, whose liver biopsy samples were

evaluated using Ishac Scoring System, were divided into two groups

as cases with fibrosis scores of 0-2 and 3-6. Whether mean platelet

volume and platelet distribution width are independent variables that

determine the severity of liver fibrosis score or not was investigated

by comparing these groups.

Results: Of the 111 cases, 74 (66.7%) were male (mean age

37.7 ± 11.6 years). Twenty-two of the cases (19.8%) were HBeAg

positive. Fibrosis scores of 42 cases (37.8%) were C 3 and the

remaining 69 cases had fibrosis scores \ 3 (62.2%). Multivariate

logistic regression analysis results yielded that the independent vari-

ables that determined the severity of fibrosis score were low levels of

albumin and mean platelet volume, and high levels of prothrombin

time and platelet distribution width [Odds ratio (95% confidence
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interval) and p values were respectively 0.105 (0.018-0.605) and

0.012 for albumin, 0.402 (0.234-0.692) and 0.001 for mean platelet

volume, 1.529 (1.183-1.975) and 0.001 for platelet distribution width,

and 0.924 (0.875-0.976) and 0.005 for prothrombin time]. Using the

above-mentioned variables, we have established a new regression

model for the prediction of severe fibrosis. The sensitivity, specificity,

positive predictive value and negative predictive value of our model

were 88%, 79.8%, 72.5%, and 91.6%, respectively (AUC = 0.885,

p = 0.0001). (Fig. 1).

Conclusions: The current study has shown that mean platelet volume

and platelet distribution width are independent variables determining

severity of liver fibrosis, and the regression model that is established

using these parameters along with other markers, may give more

information about liver fibrosis.
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Background and Aims: In patients with chronic HBV, the effect of

pregnancy on virological and biochemical markers has been poorly

described previously. The aim of this study was to assess the impact of

pregnancy on HBV viral load, HBeAg status and liver inflammation

during pregnancy and post partum in a large prospective cohort.

Methods: Women with HBV were recruited during early pregnancy.

Demographic and clinical data were collected together with virological

and biochemical parameters at 4 time points: early and late pregnancy

and post partum at between 6 and 12 weeks and at12 months. Outcomes

analysed included flares of hepatitis post-partum (defined as 2X ULN of

ALT or twice baseline if ALT was abnormal at baseline), HBV viral

load changes and HBeAg seroconversion.

Results: 126 women were recruited. 29 (23%) were HBeAg positive.

28/101 (28%) demonstrated a post-partum flare of which 14 (50%)

were HBeAg negative. Four of these had ALT 5-10 X ULN and four

ALT [ 10X ULN (all 8 were HBeAg positive). Five women with high

viral load ([ 107IU/mL) commenced lamivudine in the third trimester

and stopped between 1-3 weeks post partum of which 4 flared after

ceasing the lamivudine. 2/20 (10%) women demonstrated HBeAg

seroconversion. By multivariate analysis HBeAg positivity was

associated with increased risk of flare (OR 4.89, 1.78-13.5) while

Gravida [ 1 was associated with a decreased risk (OR 0.56, 032-0.96).

There was no significant change in HBV viral load pre and post

partum.

Conclusion: A high proportion of pregnant women with HBV have

post-partum flare, although most are mild. Flares are common in

HBeAg negative women although severe flares only occurred in

HBeAg positive women. HBeAg status was a risk factor for flare

although HBeAg seroconversion was rare and increased gravida sta-

tus seemed to be protective. Antiviral therapy may also increase risk

of flare.
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Background/Aims: Prior study reported that entecavir to lamivudine

switching in patient with complete virologic response to entecavir

was not effective. Telbivudine is estimated to be more effective than

lamivudine. We aimed to determine the 1-year outcomes of entecavir

followed by telbivudine in patients with undetectable viral load

(\ 116 copies/mL) and normal alanine aminotransferase (ALT) after

initial entecavir treatment for at least 6 months.

Methods: A total of 41 entecavir-treated, HBeAg negative patients

with undetctable hepatitis B virus were enrolled. The 11 patients

were assigned to telbivudine switching treatment and 30 patients

were assigned to continue with entercavir treatmenet as control.

Liver biochemistry and hepatitis B virus (HBV) DNA were deter-

mined at weeks 0, 4, 12, 24, 36, 48 in both groups. Mutational

analysis using line-probe assay were performed at the time of HBV

DNA relapse.

Result: There was no elevation of ALT observed in any patients up to

48 weeks. At 48 weeks of follow-up, 9/11 (81.9%) patients in the

telbivudine group had persistently undetectable HBV DNA, compared

with 30/30 (100%) patients in the entecavir group. Two patients in the

telbivudine group had HBV DNA [ 116 copies/mL, occurring at a

range of 24 to 48 weeks. These two patients had HBV DNA levels of

14,700 and 13,400 copies/mL. These two patients had rtM204I

mutation.

Conclusion: Sequential therapy using entecavir followed by tel-

bivudine resulted in virological rebound in 18.1% of patients after

48 weeks. Prior optimal viral suppression with entecavir did not

confer any significant advantage in patients who switched to

telbivudine.

Fig. 1 Receiver operating characteristic curves o
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Introduction: Malaysia started routine Hepatitis B immunization for

infants in 1989 using the three-dose regime with the first dose given

shortly after birth, thereafter at 1 month and then at 5 months old to

coincide with the third dose of DTP/OPV. Anti-HBs immunoglobulin

is also given together with the first dose of hepatitis B vaccine (active-

passive immunization) at different sites if the mother is found to be a

carrier of Hepatitis B virus.

Aim: We examined HBsAb status of new applicants who came from

all over Malaysia to join our undergraduate nursing program for the

year 2012.

Method: Fifty seven malay nursing students at the of age 22 years

(born in 1990) were screened for hepatitis B infection. All candidates

admitted to have completed hepatitis B vaccination during childhood.

48 students were females and 9 males. Hepatitis B surface Antigen

(HBsAg)and HBsAb were taken simultaneously at the outpatient

clinic setting.

Results: All students were negative for HBsAg. Total number of

HBsAb positive were 13, n = 13(23%) involving female students

only. All the male students, n = 9, were HBsAb negative. Amongst

HBsAb positive students, n = 2 (15%) had levels more than 100iu/ml,

the remaining,n = 11(85%) had levels between 10 - 100iu/ml.

Conclusion: Low numbers of HBsAb positive, despite undetectable

HBsAg amongst candidates who had completed full dose of hepatitis

B vaccination during childhood is alarming since they are considered

as healthcare workers with significant exposure and risk. Screening

for both HBsAg and HBsAb among healthcare workers should be

more widespread to identify those affected. Vaccination program

should be evaluated overtime to assess its effectiveness. Hepatitis B

core antibody (anti HBc) may play a role in the results.
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Challenges in the management of chronic HBV infection
in a resource poor environment

Okonkwo Uchenna

University of Calabar, Calabar, Nigeria

Introduction: Hepatitis B virus (HBV) infection affects 2 billion

people in the world, and 350 million suffers from chronic infection.

The burden of HBV in Nigeria is enormous. Approximately eighteen

million (12.8%) Nigerians are chronically infected with HBV. Once

chronic infection occurs, antiviral treatment is the only way to reduce

morbidity and mortality as well as reduce the infectious pool.

Aim: To determine the prevalence of chronic HBV infection in a

tertiary hospital in Calabar, south-south Nigeria and the challenges of

evaluating such patients.

Method: Case notes of patients seen at the Gastroenterology clinic of

the University of Calabar Teaching Hospital over a 1-year period was

reviewed. Only those with a diagnosis of HBV-associated chronic

liver disease(CLD) were selected. Information on personal data, result

of investigations, diagnosis and treatment was obtained using a

structured questionnaire.

Results: 220 patients were seen over the period. 110 had liver disease

out of which,71(64.5%) had hepatitis B related CLD. The male to

female ratio was 2.2: 1. The mean age was 34.97 ± 11.28 and median

age was 32 years. Only 29(40.8%) assayed for HBV DNA and

HBeAg, 16(22.5%)had liver biopsy and none had HBV genotyping.

Only 26(36.6%) of the patients were on anti-viral therapy. Among

those on anti-viral therapy, 21(80.7%) are on nucleoside analogues

and 5(19.2%) were on pegylated interferon.

Conclusion: Chronic HBV infection affects young Nigerians. Only a

small percentage are adequately evaluated. Fewer are on anti-viral

therapy. There is urgent need to provide adequate evaluation and

treatment of chronic HBV infection to reduce the infectious pool.
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High efficacy of entecavir for treatment of nucleos(t)ide naı̈ve
chronic hepatitis B patients: a single center experience
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Background and Aim: Entecavir (ETV) is a potent antiviral drug to

treat chronic hepatitis B (CHB) patients with high genetic barrier.

Aim of this study was to assess the effectiveness, safety, and rate of

antiviral resistance of ETV monotherapy in nucleos(t)ide analogues

(NUC) naı̈ve CHB patients in clinical practice.

Methods: Charts of CHB patients were reviewed. CHB patients

who were treated with ETV at least one year were included in this

study. Clinical symptoms, liver function test and HBV DNA were

monitored every 3-6 months. Virological breakthrough was defined

as [ 1 log IU/mL increase from nadir. Antiviral resistance testing

was performed in patients who had confirmed virological break-

through. Imaging studies using ultrasonography or CT of liver was

monitored every 6 months for hepatocellular carcinoma (HCC)

screening.

Results: 535 patients were included. At baseline, mean age was

51.8 years, 58.5% was male, 35.1% was HBeAg positive, mean

HBV DNA was 13.4 log IU/mL, 87% had elevation of ALT, and

37.1% were cirrhosis. Mean of follow up was 40 months. The rates

of undetectable HBV DNA progressively increased to more than

90% in both HBeAg positive and negative patients at year 5.

HBeAg seroconversion and HBsAg loss was found in 30% and

1.7% at year 5, respectively. No virological breakthrough or anti-

viral resistance mutations was found in 5 years. Among 337 non-

cirrhotic patients, 20 patients (5.9%) developed cirrhosis using

imaging criteria during follow up; however, no patients in this

group developed clinical decompensation. Of 198 cirrhotic patients,

clinical decompensation was developed in 5 patients (2.5%). HCC

occurred 12 patients (2.2%) in 5 years. No serious adverse event

was demonstrated. Serum creatinine remained unchanged during

ETV treatment.

Conclusion: ETV was safe and effectively suppressed hepatitis B virus

without virological breakthrough throughout 5 years of treatment.
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Longterm follow-up of inactive hepatitis B virus carriers
and relation with hepatitis B surface antigen levels
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School, Hannover, Germany, 6Victorian Infectious Diseases

Reference Laboratory, North Melbourne, VIC, Australia, 7Liver

Research Unit, Chang Gung Memorial Hospital, Chang Gung

University College of Medicine, Taipei, Taiwan R.O.C.

Introduction: Patients are considered inactive HBV-carriers if

HBVDNA \ 2000 IU/mL combined with normal ALT. Recently a

single-point HBsAg \ 1000 IU/mL has been suggested as an additional

marker too accurately identify inactive carriers after 1 yr follow-up. The

aim was to validate this rule for long-term follow-up of inactive carriers.

Methods: This investigator-initiated project studied the follow-up of

untreated HBeAg negative HBV patients initially presenting with

normal ALT-levels from 9 large centers.At baseline and during follow-

up patients were defined as inactive carriers (IC)(HBVDNA -

B 2000 IU/mL and normal ALT) or active carries (AC)(HBVDNA [
2000 IU/mL or abnormal ALT). Survival analysis was used to analyze

the transition-probability from IC to AC over time.

Results: Repeated measurements of ALT, HBVDNA and quantitative-

HBsAg were available for 271 patients, mean follow-up = 4.3 yr. At

baseline 170 patients(63%) were IC, these patients were further studied.

At baseline HBsAg was 675 IU/mL (range 0-49140) and HBV-geno-

types were: A/B/C/D: 7%/17%/15%/44% and other 17%.At 1 year 87%

remained IC, at 2 years 75% and at 5 years 63%. HBsAg \ 1000 IU/

mL at baseline was a strong predictor for continued IC(1 yr 89% vs 83%,

5 yr 73% vs 49% for \ 1000 IU/L vs C 1000 IU/L, p = 0.001), as well

as HBVDNA \ 200 IU/mL (p \ 0.001). There were no differences in

reactivation rates between HBV-genotypes(p = 0.72). HBsAg and

HBVDNA were independent predictors of transition to AC (HR = 1.4/

1log increase and HR = 2.5/1log increase). HBsAg declined signifi-

cantly during follow-up with 0.65log/5 yr,p \ 0.001, independent of

baseline HBVDNA(p = 0.83). In seven patients progression of liver

disease was observed (2 HCC,4 decompensation and 1 non-liver-rela-

ted-death). Five of those became AC prior to disease progression.

Conclusion: IC with a high HBsAg at baseline are at high risk for

transition to AC and further progression of liver disease. HBsAg

declines slowly over time in patients remaining IC. Our date suggest

to revise the definition of IC in CHB patients and to include HBsAg as

a marker to accurately identify IC.
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of fibrosis in chronic HBV patients
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Kantarçeken9, Fatih Özdener10, Seda Erdogan10

1Ankara University School of Medicine Department of

Gastroenterelogy, Ankara, 2Fırat University School of Medicine

Department of Internal Medicine, Elazig, 3Mersin University School

of Medicine Department of Gastroenterelogy, Mersin, 4Türkiye

Highly Specialized Training and Research Hospital Department of

Gastroenterelogy, Ankara, 5Gaziantep University School of Medicine

Department of Gastroenterelogy, Gaziantep, 6Gazi University School

of Medicine Department of Gastroenterelogy, 7Ankara University

School of Medicine Department of Infectious Diseases and

Clinical Microbiology, Ankara, 8Ondokuz Mayıs University School

of Medicine Department of Gastroenterelogy, Samsun, 9Sütçü
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Aims: The aim of this study is to prospectively assess the effect of

treatment on hepatic fibrosis in Chronic Hepatitis B patients treated

with pegylated interpheron.

Methods: This study was planned as a prospective, single-armed,

open-labeled study. Active chronic hepatitis B patients having a

liver biopsy in the last 3 months were included in the study. All

patients were treated with subcutaneous pegylated interpheron for

48 weeks, and were followed up for 24 weeks after treatment. The

dosage of pegylated interpheron was decided by the participating

physician. Laboratory evaluation of serum markers, virological and

biochemical tests were done before treatment started, on the 24th

week of treatment, at the end of treatment, and at the end of the

follow up period. Post treatment liver biopsy was done on the 48th

week.

Results: Mean age of 94 patients was 37.25 ± 12.28. Liver biopsies

showed significant decrease in the Metavir activity (p = 0.01) and

Knodell fibrosis scores (p = 0,034) after treatment. Actitest scores

also showed a significant decrease in the post treatment evaluation

(p = 0,008). Matrix metalloproteinase-3 (p \ 0.000) levels increased

at the end of the study. No statistically significant change was found in

transforming growth factor-ß, YKL 40, and hyaluronic acid levels. At

the beginning of the study the mean aspartate aminotransfrerase levels

were 93,40 U/L, and mean alanine aminotransfrerase levels were

163,00 U/L, whereas at the end they were decreased as 47,37 U/L and

65,39 U/L respectively (p = 0.016 and p = 0.004). No statistically

significant change has been found in alkaline phosphatase, gamma-

glutamyl transpherase, lactic dehydrogenase and albumin levels.

Significant decrease in HBV DNA levels compared to the beginning of

the study was noted (p = 0,006). HBeAg positivity rate decreased

from 68% to 28% at the end (p = 0,040).

Conclusions: The results have shown that pegylated interpheron has

significant antifibrotic, antiviral and anti-inflammatory effects on

chronic HBV infection.
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Background and Aims: Acute and fulminant hepatitis B is rare in

infants after universal immunization. This study aimed to evaluate the

role of hepatitis B virus (HBV) DNA level of infants and their

mothers in patients who developed acute and fulminant hepatitis due

to HBV infection.

Subjects and Methods: Sera of twenty infants of acute hepatitis in

infancy caused by hepatitis B virus (HBV) were analyzed for HBV

DNA levels using a PCR-based methods. Of the 20 patients, 9 infants

presented with fulminant hepatitis (FH) and 11 presented with acute

hepatitis (AH). The HBV DNA levels of subject infants and their

mothers were tested. All the mothers were tested positive for HBsAg.

Of the seventeen mothers tested for HBV DNA, the levels were

compared with the HBV DNA levels of HBsAg positive mothers

tested at postnatal period.

Result: The median HBV DNA level in infants with FH and with AH

were 4.64 (1.5-8.28) and 6.71 (3-8.5) log10 copies/ml, respectively.

Maternal HBV DNA level was similar in FH and AH group: median

4.8 (3.7-8.55) vs 4.03 (3.37-7.94) log10 copies/ml. All of the 20

mothers were HBsAg positive, among them 0/9 in the FH group and

4/11 of the AH group were HBeAg-positive. HBeAg-negative

mothers of infantile acute/fulminant hepatitis tended to have higher

maternal HBV DNA levels: 4.3 (3.4-7.9) log10 copies/ml, in com-

parison with HBeAg negative mothers of non-infected children, in

whom 112 had viral load \ 3.0 log10 copies/ml, and 62 had mean

viral load at 3.62 ± 1.33 log10 copies/ml.

Conclusions: Infants with fulminant hepatitis B had lower viral load

than infants who developed acute hepatitis B. In the maternal HBsAg-

positive/HBeAg-negative group, maternal viral load of infants

developing acute/fulminant hepatitis B had higher viral loads than

those mothers whose children were not infected.
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The role of programmed death 1 in the pathogenesis of acute-on-
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Background: The pathogenesis of acute-on-chronic liver failure

(ACLF) associated with Hepatitis B virus (HBV) is very complex.

Host immune response plays a crucial role. Programmed death 1

(PD-1) and its ligand as a negative costimulatory signal can inhibit the

HBV specific CD8+T cells from activation and proliferation. This

study aims to explore the affection of PD-1 in pathogenesis and

prognosis of ACLF associated with HBV.

Methods: Subjects came from the Third Hospital of Hebei Medical

University.26 cases of ACLF associated with HBV chosen as ACLF

group, 20 cases with chronic hepatitis B(CHB) as CHB group, 10

cases with healthy as control group.All cases were all identified HLA-

A2 positive by flow cytometry. The expression of PD-1 on peripheral

blood CD3+CD4+T lymphocyte, CD3+CD8+T lymphocytes and

HBV-specific CD8+T lymphocytes were detected by flow cytometry.

Results: The cell frequency of HBV specific CD8+T lymphocyte with

antigenic peptide epitopes (HBcAg 18-27) in ACLF group was sig-

nificantly higher than that in both CHB group and control group. The

expression of PD-1 on CD3+CD4+T lymphocytes and CD3+CD8+T

lymphocyte in ACLF group was significantly higher than those in

both CHB group and control group. The expression of PD-1 on HBV

specific CD8+T lymphocytes in ACLF group was higher than that in

CHB group. The difference all had statistical significance. The ACLF

group was divided into MELD C 20 group and MELD \ 20 group by

MELD score. The expression of PD-1 on CD3+CD4+T lymphocytes,

CD3+CD8+T lymphocytes and HBV specific CD8 + T lymphocytes

in MELD C 20 group were lower than that in MELD \ 20 group, but

the difference had no statistical significance.

Conclusion: PD-1 plays an important role in the immunopathological

damage of ACLF associated with HBV patients.
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Background and Aims: The clinical significance of hepatic steatosis

in chronic hepatitis B virus (HBV) infection is unclear. We aimed to

investigate the prevalence and risk factors for steatosis in HBeAg-

negative patients and its relationship with significant fibrosis (C F2,

Metavir).

Methods: Consecutive HBeAg-negative patients with available

biopsy from four centers in Saudi Arabia were included. Patients

co-infected with other viruses or suffering from liver disease of any

other cause were excluded. Steatosis was assessed on a 0-3 score

system, where 0 represented \ 5% of steatosis, and 1, 2 and 3 rep-

resented fatty vacuoles affecting 5-33%, [ 33-66%, [ 66% of the

hepatocytes, respectively. Patients were categorized into those with

mean HBV DNA \ 2000 IU/mL (n = 97), 2000-20,000 IU/mL

(n = 116) and [ 20,000 IU/mL (n = 153).

Results: Steatosis (1-3) was present in 192 (52.5%) patients. Patients

with steatosis were more likely to be older males, with diabetes,

hyperlipidemia and higher body mass index (P \ 0.05 for all). There

was no difference in the presence of steatosis in those with HBV

DNA \ 2000 (49.5%), 2000-20,000 (56.0%) and [ 20,000 IU/mL

(51.0%, P = 0.628). Overall C F2 fibrosis prevalence was not dif-

ferent in those with (34.4%) and without (27.0%) steatosis

(P = 0.128). Similarly, C F2 fibrosis was not different in the three

HBV DNA intervals by including or excluding patients with steatosis

(19.6 and 18.4%, 18.1 and 7.8%, and 47.1 and 50.0%, respectively;

P [ 0.05 for all). Male gender (OR, 2.204; 95% CI:1.352-3.595,

P = 0.002) and hyperlipidemia (OR, 2.133; 95% CI:1.230-3.698,

P = 0.007) independently predicted the presence of steatosis.

Conclusion: Hepatic steatosis is similarly present in HBeAg-negative

patients with low and high viremia. It also does not appear to have an

impact on the presence of significant fibrosis.
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During chronic hepatitis B virus, host cell methylation system

methylates integrated viral DNA as an innate protective mechanism

to stop viral replication. However, overriding of this methylation

system may also suppress important tumour suppressor genes and

oncogenes resulting in the transformation of host cells that may

lead to the development of hepatocellular carcinoma. In addition,

genome-wide studies by high-throuput techniques are not only

useful to elucidate the pattern of DNA methylation across the

entire genome, but also to identify potential targets for the treat-

ment of cancer. In the current study, we used Affymetrix Human

Promoter 1.0R array to identify genome-wide DNA promoter

methylation profiles in the DNA samples of patients with chronic

HBV infection. A total of 772 genes were found to be associated

with CpG promoter hypermethylation, as compared to normal

controls. These genes were also found to be enriched in important

cancer-related pathways.
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Background: Entecavir (ETV) is an effective agent for chronic

hepatitis B. This study aims to evaluate the virological and bio-

chemical response and safety of ETV.

Methods: In this study, data were collected retrospectively on all

patients for least 48 weeks after the initiation of treatment with ETV.

The patients were followed between May 2007 and September 2012.

Treatment response was evaluated at 12, 24, and 48 weeks after

initiation of ETV. Complete virologic response(CVR) was defined as

an HBV DNA level by a real-time PCR assay of \ 300 copies/mL,

and biochemical response(BR) was defined as normalization of the

ALT level.

Results: The study population comprised 22 patients. The mean age

was 49.3 years, and 17 patients(77%) were male, 5 patients(23%)

were female. Two patients(9%) were HBeAg-positive and 20(91%)

were HBeAg-negative. The mean baseline values of ALT, log10 HBV

DNA were 114 IU/L, 7 log10 copies/mL. The treatment-naive popu-

lation consisted of 10 patients, while 9 were nucleos(t)ide analogs-

experienced and 3 were only interferon-experienced. Patients were
treated with ETV average 181 weeks. At 12, 24, and 48 weeks after

initiation of ETV treatment, CVR was achieved in 8(36%), 16(73%),

and 22(95%) patients. Viral breakthrough was not seen during fol-

lowed period. BR was observed in 11(68%), 18(100%), and 18(100%)

patients at 12, 24, and 48 weeks after initiation of ETV treatment

(from a total of 18 patients who had elevated baseline ALT level).

Side effects were observed in only one patient. The patient described

flushing and difficulty in swallowing. Complaints were continued

around 15 minutes after use of ETV. This patient was the same patient

who had not CVR. Treatment of ETV was continued and CVR was

achieved at the end of 2 years.

Conclusions: According to our study, ETV was effective and safe in

patient with chronic hepatitis B patients.
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Recently, several therapeutic vaccines have been licensed for use in

cancer patients, targeting specific proteins or molecules associated

with these cancers. Driven by the potential advantages such as

improved specificity, long-lasting immune response and cost-savings

compared to conventional pharmacotherapy, vaccine therapies versus

persistent infections, such as HBV, HIV have attracted scientists and

industries to develop therapeutic vaccines for chronic hepatitis B

patients. Lack of suitable animal models and lack of knowledge of the

key issue for persistence of HBV remain major bottle necks for

therapeutic vaccine design and development. By detailed evidence-

based studies in patients and analysis of the mechanisms underlying

HBV persistence, several therapeutic vaccines are under clinical tri-

als. It is expected that if suitable antigen(s), adjuvants and delivery

systems were selected, there is good opportunity for creating effica-

cious therapeutic vaccines for chronic hepatitis B patients.

Our experience from phase III A clinical trial using HBsAg-HBIG

complex as therapeutic vaccine will be presented. We have found that

the efficacies of vaccine therapy are affected by the route of HBV

transmission (perinatally versus horizontally), by different genotypes

of HBV (genotype B versus C), and by appropriate protocols for

vaccine therapy, as vaccine therapy stimulates immune responses.

Over stimulation will induce immune fatigue, which would decrease

the efficacy of therapeutic vaccine.
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Background and Aims: Current guidelines for treatment of chronic

hepatitis B recommend liver biopsy in patients older than 40 years. Cur-

rently, we do liver biopsy in all patientswith HBV DNA[1000 IU/mL

and age [35 years; we reviewed the clinical and histological features in

these patients.

Methods: Records of consecutive chronic hepatitis B patients who had

undergone liver biopsy January 2010 and June 2012 were retrieved.

Liver biopsies of 30 patients (age 45.1 [6.9] years) with age [ 35 years,

HBV DNA [ 1000 IU/mL, persistently normal ALT for at least

6 months and normal USG abdomen were analyzed for stage of fibrosis

and grade of activity (modified histologic activity index). Patients with

HCV or HIV co-infection and abnormal USG were excluded.

Results: The median HBV DNA level was 4520 (1010 -2*10^8) IU/mL

and meanALT was 22.1 (9.2) U/L. Fibrosis was present in 3 patients (stage

1-2, stage 3-1); 29 patients (96.7%) had stage\2 fibrosis. Inflammation

was present in 17 biopsies (grade 1-14, grade 2-3). All patients had less

than grade 3 inflammation. Therewas no difference in stage (p00.9) or

grade (p00.72) between HBeAg positive and negative patients.

Conclusions: Asymptomatic chronic hepatitis B patients [ 35 years

of age with normal ALT, normal USG abdomen and HBV DNA
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levels [ 1000 IU/mL do not have significant fibrosis on liver biopsy;

biopsy can be avoided in them.
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Entecavir (ETV) and tenofovir (TDF) are potent antiviral agents for

chronic hepatitis B (CHB). We aimed to evaluate the long term

efficacy and safety of ETV and TDF treatments in cirrhotic patients

and to observe the changes in MELD and Child-Pugh (CP) scores

during the treatment.

Methods: CHB patients with cirrhosis treated with ETV or TDF for at

least 6 months were enrolled. The patients were evaluated at baseline

and every 6 months thereafter in terms of efficacy, side effects, CP

and MELD scores.

Results: Fifty three patients (ETV: 43, TDF: 10, age 53 ± 1.6; F/M:

11/42) were included to the study. Mean duration of follow up was

25.9 ± 15 months. Twelve patients were HBeAg (+), Baseline ALT:

70 ± 11.32 IU/l, baseline HBVDNA: 5.58 ± 0.2 log10IU/ml. The

rate of ALT normalization was 60.9%, 60.7%, 80% and the rate of

HBV DNA negativity (\ 20 IU/ml) was 80%, 96%, 100% at 12 ND,

24th, 48th month, respectively. HBeAg seroconversion was not

detected. ETV switched to TDF in 2 patients and TDF switched to

ETV in one patient due to viral breakthrough without resistance

mutation. MELD score was 9.3 ± 2.2 and CP score was 5.7 ± 1.1 at

baseline. MELD and CP improved as 8.4 ± 2.2 (p = 0,003) and

5.2 ± 0.7 (p = 0.004) at first year but after one year these scores

stabilized and did not reveal much more improvement. The rates of

side effects were 8.8% and 3.6% at first and second year.

Conclusion: ETV and TDF have been well tolerated and highly

effective in cirrhotic patients with CHB. Liver functions which were

determined with MELD and CP scores ameliorated in the first year of

the treatment without further improvement thereafter.
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railway, Maligaon, guwahati, 2Department of biotechnology,
3Department of biological sciences, 4Faculty of medicine, gauhati

university, Guwahati, 5Department of medicine, Ramkrishna Mission

Hospital, Itanagar, 6Clinic, Shillong, India

Limited data is available on Hepatitis B infection, family based sero-

prevalence, and the genotype distribution in entire Northeast India(NEI);

which has a ethnically distinct tribal population predominantly.

Aim: Evaluate the molecular epidemiology of HBV in chronic HBV

infected individual cases and family contacts from NEI.

Methods: A total of 523 HBsAg-positive, anti-HBc-total positive

index patients with chronic HBV were enrolled; and family screening

was performed for 2182 volu-ntary candidates related to the above

enrolled chronic HBV patients, with demog-raphical, clinical, bio-

chemical and serological profile. The 172 family contacts found to be

HBsAg positive after 6 months of enrolment were combined with the

index patient cohort of 523, and the cases were evaluated for HBV

genotyping, HBeAg status, HBV viral load and co-related with dis-

ease severity using statistical analysis using SPSSv13.0.

Results: Sero-prevalence of HBV in family contacts was 14.48%

(316/2182). A total of 172 cases (54.43%,172/316) HBV sero-positive

family contacts developed chronic hepatitis B infection. Majority of the

patients who had chronic HBV infection based on family screening

were females(59.88%,103/172), majorly wives of index patients

(93.20%,96/103). HBeAg positive status was high in our

cohort(73.69%). The mean viral load in chronic HBV infected patie-

nts(10177062.8 ± 127042810.4 IU/ml) was found to be more than 4.5

folds higher than cirrhosis patients(2237940.3 ± 3419279.842 IU/ml).

It was found that high viral load was significantly associated with e

antigen positive status(p \ 0.001) in both the chronic HBV and cir-

rhosis groups.HBV genotypeD was the most prevalent genotype

(62.30%) in Northeast India, with a high percentage of cases showing

genotype C(97,13.96%). Cases with HBV genotypeC were associated

with higher viral load(p = 0.018), e-antigen positivity(p = 0.043), and

increased the risk of cirrhosis compared to chronic cases [OR = 1.670].

Conclusion: Family contacts are prone to infection with HBV and

development Chronic HBV. Higher HBeAg positive status, preva-

lence of genotypeC and associated high viral load predisposes the

NEI patients to more severity of liver disease.
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Aetiological factors of chronic liver disease in adult population
in Bangladesh

Chitta Ranjan Debnath

Department of Hepatology, Myemensingh Medical College,

Mymensingh, Bangladesh

This is a prospective study carried out in the department of medicine,

Mymensingh Medical College Hospital, Mymensingh, Bangladesh in

between July, 2011 to June, 2012. We studied 250 adult cases of

clinically diagnosed Chronic liver disease(CLD) patients & tried to

find out the the aetiological factors responsible for CLD. Among

those 250 cases 210 were male & 40 were female with age ranging

from 18 to 70 years. Among the aetiological factors hepatitis B vir-

us(HBV) is the leading cause (76%) of CLD & the other causes

responsible are HCV 4%, alcohol 2%, Wilson’s disease 0.8%, both

HBV & alcohol 0.8%, both HBV & HCV 0.8% & remaining 15.6%

are cryptogenic. CLD is one of the common liver diseases in Ban-

gladesh & HBV is the commonest cause of this which can be

prevented by successful vaccination. Bangladesh government has

recently introduced vaccination against HBV within EPI schedule &

it will certainly reduce the number of CLD patients in Bangladesh.
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Background: Hepatitis B virus (HBV) infection is a major health

problem. Mother-to-child transmission is common in endemic areas

such as Indonesia. This study aimed to assess the prevalence of

hepatitis B surface antigen (HBsAg) and the potential risk of HBV

vertical transmission among Indonesian parturient women with the

effectiveness of hepatitis B (HB) vaccination in infants born to

HBsAg-positive mothers.

Methods: A cross-sectional study was conducted among women

giving birth from May-July 2009 in 2 hospitals and 13 public

health centers in Jakarta. Data were collected by questionnaire for

obstetric history, HB immunization history, and the common

symptoms and signs of hepatitis. Mothers with history of chronic

liver diseases were excluded. Maternal blood samples were taken

before parturition while cord blood samples were collected soon

after delivery. HBsAg was assayed by ELISA. Infants born to

HBsAg-positive mothers were followed up for HB vaccination

effectiveness.

Results: Of 1,009 parturient women, 22 (2.2%) were HBsAg-

positive, with predominance in mothers aged \ 20 years and those

with multi-parities. All subjects were asymptomatic for HBV

infection. Six (27.3%) of their corresponding cord blood samples

were also HBsAg-positive. All infants were vaccinated, with only

15 available for follow-up. After completion of HB vaccination

course, 12 (80%) infants had protective anti-HBs, 1 (6.67%) was

HBsAg-positive, and 2 (13.33%) were HBsAg-negative with non-

protective anti-HBs.

Conclusion: The prevalence of HBsAg among parturient women in

Jakarta was significantly lower than the previous prevalence of

5.2% in 1985. This could be the result of the implementation of

hepatitis B immunization program and public health measures,

better socioeconomic status, and improvements in hygiene prac-

tices. Almost 30% of infants born to HBsAg-positive mothers were

potentially at risk of acquiring vertical HBV transmission. Hepatitis

B vaccination had 70-90% effectiveness in preventing vertical

HBV transmission.
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Serological profiles of HBV among HIV-infected patients
in Istanbul, Turkey
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Vakif University, School of Medicine, Istanbul, Turkey

Introduction: Coinfection with HBV is frequent in HIV-infected

patients due to common transmission routes. There is unsufficient

data from Turkey on HIV/HBV coinfections. We aimed to determine

the serological profiles of HBV among HIV-infected patients in

Istanbul, Turkey which is classified as an intermediate HBV, low HIV

endemic region.

Method: A multicentre observational retrospective study has been

conducted by ACTHIV-IST study group, including 4 centres fol-

lowing-up HIV patients in Istanbul. Patients followed-up between

January 2006-November 2012 were enrolled in this study. Demo-

graphic and laboratory data were collected retrospectively from the

patients’ files and transferred to an HIV data base system. Serological

profiles of HBV were classified into four groups; current HBV

infection, isolated anti-HBc, past infection and vaccinated.

Results: A total of 567 HIV/AIDS patients were included in this

study. Mean age was 38.5 years ± 11.2 (range: 18-79) and 81.5%

were male. Four hundred twenty nine patients were tested for all

HBV markers such as HBsAg, anti-HBc IgG, and anti-HBs. Sero-

logical profiles of these patients were shown in Table 1. Of 58

(13.5%) patients with isolated anti-HBc, 29 were tested for serum

HBV DNA and 3 of them were positive. The relationship between

serological profiles of HBV and patient baseline characteristics were

shown in Table 2.

Conclusion: Current HBV infection and isolated anti-HBc preva-

lences are high among our HIV-infected patients. Parameters

associated with current HBV infection were lower CD4 counts and

increased ALT levels. Occult HBV infection was identified in 10.3%

of patients with isolated anti-HBc tested for HBV DNA.

Table 1 Serological profiles of HBV infection in

HBV infection status n %

No HBV infection [HBsAg (-),

anti-HBc IgG (-), anti-HBs (-) ]

223 52.0

Current HBV infection [HBsAg (+),

anti-HBc IgG (+), anti-HBs (-) ]

36 8.4

Current HBV infection [HBsAg (+),

anti-HBc IgG (+), anti-HBs (-) ]

72 16.8

Isolated anti-HBc seropositivity [HBsAg (-),

anti-HBc IgG (+), anti-HBs (-) ]

58 13.5

Vaccinated [HBsAg (-), anti-HBc IgG (-),

anti-HBs (+) ]

40 9.3

Vaccinated 429 100

Table 2 The relationship between serological prof

Characteristics Group 1

(Current HBV

infection)

n = 36

Group 2 (Past

infection)

n = 72

Group 3

(Isolated

anti-HBc)

n = 58

p Group 1

vs Group

vs Group 3

Age 40.2 ± 13.8 40.3 ± 10.9 39.7 ± 11.4 0.95

Gender (M/F) 31/5

(86.1%/13.9%)

59/13

(81.9%/18.1%)

50/8

(86.2%/13.8%)

0.76

Homo/bisexual contact 8 (22.2%) 18 (25.0%) 22 (37.9%) 0.16

Heterosexual contact 22 (61.1%) 41 (56.9) 31 (53.4%) 0.76

HCV coinfection

(anti-HCV +, HCV RNA +)

0 2 (2.9%) 1 (1.7%) 0.60

CD4 cell counts

\ 200/mm3 [ 200/mm3

8 (22.9%)

27 (77.1%)

32 (45.1%)

39 (54.9%)

15 (27.3%)

40 (72.7%)

0.032 1 vs 2:

p = 0.026

1 vs 3:

p = 0.64

2 vs 3:

p = 0.040

Log HIV RNA 5.15 ± 0.98 4.98 ± 1.17 4.60 ± 1.76 0.51

ALT 159.1 ± 423.0 28.4 ± 21.6 31.2 ± 25.9 0.004 1 vs 2:

p = 0.005

1 vs 3:

p = 0.009

2 vs 3:

p = 0.99
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In conclusion, serological profiles of HBV must be assesed among

HIV-infected patients and HBV vaccination must be offered in those

without HBV markers. Determination of HBV DNA should be per-

formed in patients with isolated anti-HBc to rule out the presence of

occult infection.
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Long term efficacy of entecavir therapy for lamivudine resistance
in Korea: 5 year follow-up data
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Lee10, Sun Pyo Hong10, Soon Ho Um2

1Korea University Ansan Hospital, Ansan, 2Korea University

Anam Hospital, Seoul, 3Catholic University of Korea Uijeongbu

St. Mary’s Hospital, 4The Catholic University of Korea Uijeongbu

St. Mary’s Hospital, Uijeongbu, 5Hallym University Kangnam Sacred

Heart Hospital, Seoul, 6Hallym University Sacred Heart Hospital,

Anyang, 7Chungbuk National University Hospital, Cheongju, 8Yonsei

University Wonju Christian Hospital, Wonju, 9Gachon University Gil

Hospital, 10Inha University Hospital, Incheon, Republic of Korea

Background: Long term efficacy of entecavir (ETV) in Lamivudine

(LMV) refractory patients are not well evaluated in Asian Patients.

Methods: One hundred and ten CHB patients who had developed

LMV resistance received ETV 1 mg up to 5 years. Virologic response

(VR) rate which is defined as HBV DNA \ 20 IU/mL was evaluated

as a primary end point.

Result: The mean duration of previous LAM therapy was

32 ± 23 months. The mean age was 45 ± 11 years. The proportion

of male and HBeAg-positive patient was 71% (80/110) and 77% (85/

110). The mean serum HBV DNA levels were 6.89 ± 1.03,

3.26 ± 1.81, 3.06 ± 1.82, 2.49 ± 1.53, 2.43 ± 1.35 and 1.73 ± 0.87

log10 IU/ml at baseline, month 12, 24, 36, 48 and 60 respectively. The

mean reductions in serum HBV DNA levels from baseline to 12,

24, 36, 48 and 60 months were -3.34 ± 2.02, -3.15 ± 2.17,

-4.38 ± 1.60, -4.43 ± 1.62 and -4.83 ± 1.20 log10 IU/ml. The

virologic response (HBV DNA \ 20 IU/ml) rate, virologic break-

through and mutation to entecavir was 43% (47/110), 14% (15/110)

and 38% (42/110) during median 36 (12-60) months. The rate of

virologic response, virologic breakthrough and mutation to entecavir

was not different between HBeAg-positive and negative patients

(39% vs. 56%, P = 0.127; 15.3% vs. 8.0%, P = 0.599; 39.3% vs.

39.1%, P = 1.000).

Conclusion: ETV therapy significantly reduced serum HBV DNA

levels in CHB patients with resistance to LAM albeit virologic

response rate was not high. Resistance rates were high in both HBeAg

positive and negative subjects. Therefore ETV for LAM-resistance is

not recommendable in Asia.
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FibroScan role in inactive carriers of HBsAg
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Introduction: FibroScan is a non-invasive test. It allows to assess

liver fibrosis by measuring its elasticity. While it is validated in

hepatitis C FibroScan,it’s still outstanding validation in other liver

damage. The aim of our study was to evaluate the degree of fibrosis in

our inactive carriers of HBsAg by measuring liver stiffness.

Materials and Methods: This is a retrospective mono centric study,

over a period of 3 years and a half [January 2009–May 2012],

including all patients with inactive carriers profile of HBsAg.

Results: During this period, 25 patients with inactive carriershepatitis

B have been included. It was a young population with an average age

of 42.5 + / -5.7 years. the sex ratio was 1.2. 18 (72%) patients had an

elasticity less than 6.5 kPa and 7 (28%) greater than 6.5 kPa. The

absence of significant fibrosis (\ F2) was observed in 21 patients

(84%), varying between 2.8 kPa and 6.6 kPa, with an average of

5.1 + / - 1, 3, an IQR varying between 0.4 and 1.3. A success rate

ranging between 70% to 100%. An estimate of significant fibrosis

([ = F2) was observed in two patients (8%) of which had a yield of7,

2 and the other of 8.6 kPa. This last one had a hepatic steatosis which

may explain, in part, the elevation of liver stiffness. Severe fibrosis

(F3) was observed in one patient in whom the measurement of

elasticity was 10.4 kPa, with IQR of 3.1 and a success rate of 100%.

Conclusion: FibroScan has allowed to confirm the absence of sig-

nificant hepatic fibrosis in 84% of patients. Thus, it could be used in

inactive carriers of hepatitis B as a complement to laboratory tests i.

Topic: 8.b Clinical

Absno: 2370

Level and clinical significance of soluble CD40 ligands
in patients with HBV-related hepatic failure
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Background: The pathogenesis of acute-on-chronic liver fail-

ure(ACLF) associated with Hepatitis B virus (HBV) is very

complex.The interaction of CD40 with its ligand CD40L is believed

to be a key step in an up-regulation of CD80 and CD86 expression in

APCs,has a strong impact on B-cell activation and the initiation of

antigen-specific T-cell responses.This study aims to explore the

affection of CD40L in pathogenesis and prognosis of ACLF associ-

ated with HBV.

Methods: Subjects came from the Third Hospital of Hebei Medical

University. All of 99 patients with HBV-related liver disease,

including 20 patients with Chronic hepatitis B virus mild and mod-

erate,18 patients with Chronic hepatitis B virus severe;21 patients with

Decompensated Cirrhosis Resulting From Chronic Hepatitis B;and 40

patients with chronic severe hepatitis B And 15 healthy controls.

Soluble CD40L(sCD40L) was measured with an enzymelinked

immunosorbent assay.The virology index test by enzymelinked.

Results:

– Soluble CD40L concentration was significantly higher in patients

with HBV-related liver disease than controls(P \ 0.05);

– No correlation was found between sCD40L and serum alanine

aminotransferase levels(ALT), bilirubin level,International Nor-

malized Ratio (INR), prothrombin activity(PTA),Creatinine(Cr)

and HBV DNA load (P [ 0.05);

– No correlation was found between sCD40L and MELD

scores(P [ 0.05);

– In the group of chronic severe hepatitis B,the death group sCD40L

level was higher than survival group(P \ 0.05);
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– In the group of chronic severe hepatitis B,the early-middle group

sCD40L level was higher than the late group (P \ 0.05).

Conclusions:

1. Compared with normal group,sCD40L levels are increased in

different types of HBV-related liver disease,and in hepatic liver

failure it has a high level show it play an importnat role in the

pathogenesis;

2. sCD40L levels is no correlation with ALT,bilirubin level,INR,

PTA,Cr,HBV DNA load and MELD scores, in the group of

chronic severe hepatitis B,the death group sCD40L level was

higher than survival group.
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Evaluation of the hepatitis B vaccination and risky contacts
of health care workers in a university hospital

Kenan Hizel, S. Ozger, O. Karasahin, F. Civil

Gazi University, Faculty of Medicine, Ankara, Turkey

Aims: We aimed to determine the prevalence of hepatitis B on

healthcare workers (HCWs), to obtain an accurate estimate of hepa-

titis B vaccination coverage, to evaluate effectiveness of vaccination

policies and to analyze the risk factors of exposure to blood/ body

fluids.

Methods: A total of 5040 HCWs who admitted to the HCWs clinic

were enrolled to the study from 2002 to 2011. Immune status and

vaccination history were evaluated. We used descriptive, chi-square

and logistic regression analysis. p \ 0,05 was accepted statistically

significant.

Results: Most of the HCWs (96,3%) have been previously vaccinated

against HBV at the time of contact. High risk exposure was associated

with being nurse, cleaning personnel or male. In nurses, working in

intensive care unit, blood center, and phlebotomy unit were found as

increasing risk factors for the blood and body fluid exposure. The

most common type of contact was percutaneous needle injury which

was arisen from medical wastes.

Immunization status and high risk exposure frequency of HCWs

was shown in Table 1. The total prevalence of Hepatitis B in HCWs

was 1,2%. The highest frequencies of carrier were observed in

cleaning personnel, elementary school graduates, males, and older age

group (p \ 0.01).

Conclusion: Vaccination policies should be revised especially for

nurses and cleaning personnel because of their poor vaccination-

compliance. Hepatitis B vaccination should also be compulsory in

particular risk groups. In order to eliminate percutaneous injuries,

preventive measures such as using protective injectors/intracats, dis-

carding medical waste properly should be more generalized.
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Epidemiological profile of chronic hepatitis B in Fez Morocco
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Introduction: Chronic viral hepatitis B is a common disease in

Morocco. The prevalence of HBs Ag varies regionally between 1.3%

and 2.8%, however there are no studies evaluating the epidemiolog-

ical profile of hepatitis B virus in Morocco. The aim of this work is to

study the epidemiological characteristics of this disease in our

country.

Materials and Methods: This is a retrospective study conducted over

a period of 11 years (2001-2012), including all patients with chronic

hepatitis B virus infection. We evaluated the epidemiological, clinical

and virological data.

Results: 323 patients were collected, their average age was

36.6 years. The sex ratio(M / F) 2.19. Risk factors were dominated by

dental n = 81 (60%), or surgical history n = 45 (33%), followed by

risky sexual behavior in 15% of cases (n = 20). The disease was

revealed during a screening assessment in 60% of cases (n = 194),

and in stage of cirrhosis in 31% of cases (n = 100). Only one patient

(0.3%) had a co-infection with hepatitis delta. 5 %(n = 19) a Co-

infection with HCV, no cases of co-infection with HIV. The average

viral DNA was at 92,614,774.35 IU / ml (+ / -889,668,544.).136

patients (42%) had chronic active hepatitis status, 13.5% (n = 18)

had received treatment, 17 patients were in stage of compensated

cirrhosis, 1 patients with decompensated cirrhosis . 35% (n = 114) of

patients were inactive carriers, 5.5% (n = 17) were immunotolerant.

Conclusion: Patients infected with HBV had a younger age

(36.6 years). Most (85%) were infected with a mutant virus. disease

was revealed by cirrhosis in 31% of cases. the majority of patients

(42%) had chronic active hepatitis status while 35% (n = 114) were

inactive carriers and 5.5% (n = 17) were immunotolerant.
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Introduction: FibroScan is a simple, non-invasive test. It allows to

assess liver fibrosis by measuring its elasticity. While it is validated in

hepatitis C FibroScan,it’s still outstanding validation in other liver

damage.

Materials and methods: This is a retrospective descriptive, analyt-

ical study over a period from January 2009 to August 2012], including

all patients followed for chronic HBV who received a FibroScan.

Results: 100 patients with positive HBs Ag had received FibroScan.

This exam was impossible to 15 patients(15%) because of abdominal

adipose tissue in 5 cases(34%) or because of the exam was invalid in 11

Table 1 Immunization status due to vaccination and the Fr

Duties Already vacci-

nated on starting

work (n, %)

Vaccinated in the

HCWs clinic

(n, %)

Total protection

frequency due to

vaccination (n, %)

3-doses

vaccination

compliance in

HCWs clinic(n, %)

High Risk

Exposure

(n,%)

Physician 228 (59,8) 86 (22,6) 82,4 65 (75,6) 22 (5,8)

Nurse 256 (37,3) 129 (18,8) 56,1 101 (78,3) 36 (5,2)

Medical student 640 (41,3) 746 (48,1) 89,4 632 (84,7) 48 (3,1)

Nursing student 262 (35,2) 457 (61,4) 96,6 367 (80,3) 7 (0,9)

Cleaning personnel 77 (17,0) 275 (60,8) 77,9 180 (65,5) 77 (17,0)

The others 231(18,8) 392 (31,9) 50,8 279 (71,1) 32 (4,9)

Total 1694(33,6) 2085(41,4) 75,0 1624 (77,9) 222 (100)

p \ 0,001* p \ 0,001 * p \ 0,001 * p \ 0,001 * p \ 0,001 *

S292 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



patients(66%). Eighty five patients were collected. The average age was

43 years [20 years - 77 years]. There was a male predominance (31F/

54H) with a sex ratio = 1.7. The average value of liver stiffness was

7.54 ± 8.99 kPa (2.4 to 66.4 kPa%. The majority of patients 71% (N:

60) were inactive carriers and 29% (N: 25) bearing a chronic active

hepatitis, with an average value of liver stiffness of respectively

4.27 ± 1.31 kPa and 14 ± 14.44 KPa. Absence of significant fibrosis

(\ F2) was noted in 72 patients (85%), significant fibrosis ([ = F2) in 3

patients (3%), and cirrhosis (F4) in 10 patients (12%). Liver biopsy was

performed concomitantly with FibroScan in 7 patients, and the results of

two tests were concordant in 5/7 patients (71.5%).

Conclusion: According to the results of our study, the mean liver

stiffness in patients with inactive hepatitis was low compared to that

of patients with chronic active hepatitis, with a very significant dif-

ference (4.27 kPa vs 14 kPa. p = 0.000). FibroScan could be a

promising noninvasive tool for the diagnosis of liver fibrosis in

chronic viral hepatitis B.
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The efficacy of entecavir and adefovir combination therapy
in patients with multidrug resistance
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1Korea University Ansan Hospital, Ansan, 2Korea University Guro
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College of Medicine, Seoul, Republic of Korea

Background and aims: The combination therapy with nucleoside

and nucleotide analogues is recommended in patients with multidrug

resistance. We evaluated the efficacy of combination therapy and

compared virologic response in nucleos(t)ide and nucleoside analogue

resistant.

Methods: Cases of multidrug resistance who received entecavir

(ETV) and adefovir (ADV) treatment between 2006 and 2009 at

Korea University Medical Center were included and evaluated

retrospectively.

Results: Total 36 patients were treated by ETV and ADV combination

therapy: 10, 23 and 3 patients were resistant to LAM + ADV,

LAM + ETV and LAM + ADV + ETV. Mean age was 43 ± 9 vs.

46 ± 7 years (P = 0.237), proportion of male and HBeAg-positive

was 100% (10/10) vs. 78% (18/23) (P = 0.291) and 80% (8/10) vs. 91%

(21/23) in LAM + ADV-R vs. LAM + ETV-R (P = 0.567). The mean

HBV DNA levels were 4.1 ± 1.0 vs. 5.0 ± 1.6 (P = 0.116), 2.3 ± 0.9

vs. 3.0 ± 1.9 (P = 0.161), 2.3 ± 0.9 vs. 2.9 ± 1.8 (P = 0.205),

2.3 ± 1.0 vs. 2.4 ± 2.0 (P = 0.827) and 2.0 ± 0.8 vs. 2.1 ± 2.0

(P = 0.797) in LAM + ADV-R and LAM + ETV-R at baseline, month

3, 6, 9 and 12. The mean ALT levels were 33 ± 15 vs. 30 ± 12

(P = 0.515), 29 ± 10 vs. 35 ± 21 (P = 0.389), 35 ± 22 vs. 34 ± 23

(P = 0.878), 26 ± 16 vs. 34 ± 29 (P = 0.436) and 29 ± 13 vs.

30 ± 10 (P = 0.908) in LAM + ADV-R and LAM + ETV-R at

baseline, month 3, 6, 9 and 12. Virologic response (HBV DNA unde-

tectable by sensitive PCR assay) rates were 30% (3/10) and 48% (11/23)

in LAM + ADV-R and LAM + ETV-R at month 12 (P = 0.455).

While virologic response rate was 42% (14/33) in two-drug resistant

(LAM + ADV-R or LAM + ETV-R), it was 0% (0/3) in three-drug

resistant (LAM + ADV + ETV-R) at month 12 (P = 0.267). Bio-

chemical response (defined as ALT \ ULN) rate was 85% (28/33) and

67% (2/3) in two-drug resistant and three-drug resistant (P = 0.431).

Conclusions: There was no difference in the efficacy of entecavir and

adefovir combination therapy regardless of resistant profile to nu-

cleos(t)ide analogue or nucleoside analogue. No patient achieved

virologic response in three-drug resistant.
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The aim of this study was to evaluate the reliability of HBeAg-Anti-

HBe seroconversion as a treatment-endpoint of the HBeAg-positive

chronic hepatitis B (CHB) patients under the long-term antiviral

theraphy. Ninethy-eight HBeAg-positive CHB patients were evalu-

ated retrospectively. Patients were followed up monthly at the

beginning, later on quarterly and test results were recorded regularly.

Seventy-six (77,6%) patients were men while 22 (22,4%) of them

were women. Mean age of the patients was 38,28 ± 11,06 years.

Mean treatment duration was 73,2 ± 37,61 months (range,12-156

mo). HBeAg-Anti-Hbe seroconversion occured in 46 (46,9%) cases

during treatment. But 23 (23,5%) of those seroconversions were

permenant at the end of theraphy. In 16 of 23 cases, any anti-HBe-

HBeAg seroreversion didn0t seem during treatment and their sero-

conversions were permenant for mean 52,94 ± 27,09 months (range,

2-105 mo). But in 7 of 23 cases, temporary anti-HBe-HBeAg se-

roreversions were observed mean 7 ± 9,63 months(range, 1-28 mo)

after from the first seroconversion. The persistence period of the last

seroconversion was mean 21,1 ± 20,6 (range, 3-61) times of the first

seroreversion-period in those 7 cases. As known, current premier

guides on the management of HBeAg-positive CHB patients advice

to stop antiviral theraphy 6-12 months after from HBeAg-Anti-Hbe

seroconversion. But in our study, seroreversions were observed

50% (23 of 46 cases) after HBeAg-Anti-HBe seroconversions

although treatments weren0t discontinued. Even a seroreversion

could seem 28 months after from the first seroconversion. So, it0s
worrying to discontinue theraphy with relying to the first HBeAg-

Anti-HBe seroconversion against any possible relaps and exacer-

bation in these patients. According to our results, we recommend

to continue treatment at least 28 months more after from the first

seroconversion. If we see a seroreversion, we recommend to extend

treatment duration at least 61 times more than the first serorever-

sion-period. If it0s possible, we recommend to continue theraphy

until HBsAg-Anti-HBs seroconversion likewise with HBeAg-nega-

tive patients.
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The aim of this study was to evaluate the permanence of HBeAg-

Anti-HBe seroconversions induced by nucleos(t)ide analogues and

anti-HBe-HBeAg seroreversions under the ongoing treatment of

HBeAg-positive chronic hepatitis B (CHB) patients. Forty-six treat-

ment-naive patients were evaluated retrospectively; 39 of them

received lamivudine, 7 of them received tenofovir disoproxil fumarate

(TDF) or entecavir initially. After lamivudine-resistance developed,

adefovir dipivoxil (ADV) was added to lamivudine treatment in 27

patients and lamivudine swiched to TDF or entecavir in 7 patients.

HBeAg-Anti-HBe seroconversions and their seroreversions were

inspected quarterly and associated with virological and biochemical

responses. Mean age of patients was 36.87 ± 13.02 years, 33 (76.9%)

of them were male and the median duration of treatment was

63 months (range,12-144 mo). HBeAg loss occurred in 19(41.3%)

patients but HBeAg seroconversion was observed in 17(37%)

patients. Only 12(26,1%) seroconversions were permanent at the end

of current treatment-period. However, anti-HBe-HBeAg serorever-

sions were observed in 5(10,9%) patients despite ongoing treatment.

Median time of seroconversion was 30 months (range, 3-112 mo) and

median time of seroreversion was 3 months (range, 2-21 mo) after

from seroconversion. In 2 of 5 patients under the lamivudine treat-

ment, seroreversions were observed 3 and 21 months after from

seroconversion concurrently with lamivudine-resistance. One patient

had biochemical and virological response but detectabl HBV-DNA

under the ADV plus lamivudine treatment for 39 months. The other 2

patients got seroconversion on 38th and 37th month under the ente-

cavir treatment, later on they showed seroreversion 3 and 11 months

later respectively. In our study, seroreversion could observed even a

long time after from HBeAg seroconversion despite ongoing viro-

logical and biochemical responsiveness under the potent antiviral

treatment. For this reason, it0s required to continue theraphy for a

longer period to be sure from the permanence of HBeAg serocon-

version and to evaluate all the parameters together while determining

a treatment-endpoint.
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Text: The aim of this study was to evaluate the effect of initial inter-

feron-combination to permanence of HBeAg-Anti-HBe seroconversion

in chronic hepatitis B (CHB) patients under the long-term antiviral-

treatment. Ninety-one cases were evaluated retrospectively. HBeAg-

Anti-HBe seroconversion and anti-HBe-HBeAg seroreversion rates

and those distributions to years were compared in two subgroups. 1st

group included 52(57.1%) patients who received interferon alpha-2b

(5 mU/day) in combination with lamivudine (100 mg/day) during first

9 months. 2nd group included 39(42.9%) patients who received

lamivudine-alone since beginning. If lamivudine-resistance developed,

treatments mainly managed with adefovir-addition or modified with

other appropriate nucleos(t)ide analogues. Seventy-three patients

(80.2%) were male, the mean age was 38 ± 10.83 years and mean

duration of treatment was 76.8 ± 36.58 months (range, 12-156). There

was no significant difference in terms of gender, age and treatment

duration between groups (p [ 0.05). The mean duration for HBeAg-

Anti-HBe seroconversion was 25,43 ± 29 months (range,1-121) and

anti-HBe-HBeAg seroreversions occured mean 7,21 ± 7,42 months

(range, 1-28) after from seroconversions. In 1st group, HBeAg-anti-

HBe seroconversion occurred in 29(55.8%) patients but later on,

seroreversion was observed in 18(34.6%) of them despite the ongoing

antiviral-treatment. Seroconversions were permanent in 12(21.2%)

cases at the end of the current treatment. In 2nd group, seroconversion

was observed in 15(38.5%) cases but 3(7.7%) of them showed serore-

version. Seroconversions were permanent in 12(30.8%) cases. There

was no significant difference between groups in terms of the first

seroconversion rates but seroreversion rates and permanent serocon-

version rates were different statistically (p [ 0.05). According to our

results, HBeAg seroconversion rates were higher in 1st group, but those

weren’t permanent despite the ongoing antiviral treatment (p \ 0.05).

That is to say, interferon induces HBeAg-seroconversion temporarily.

Although HBeAg seroconversions were more permanent in 2nd group,

seroreversions were observed by 7,7% despite biochemical and viro-

logical responsiveness under the ongoing treatment. Consequently,

basing the HBeAg-Anti-HBe seroconversions as a treatment-endpoint

was engrossing in terms of reliability.
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Background and aims: Telbivudine (L-dT) is a potent antiviral agent

for the treatment of chronic HBV (Hepatitis B virus) infection.

However, there is little information on the effect of L-dT in chronic

hepatitis B (CHB) patients with cirrhosis. Entecavir (ETV) is known

to be effective for the treatment of chronic HBV infection even in

patients with underlying liver cirrhosis. This study is aimed to eval-

uate antiviral efficacy of L-dT in patients with HBV-related cirrhosis

and to compare with that of ETV.

Methods: We consecutively enrolled 99 CHB patients with liver

cirrhosis who started antiviral therapy with L-dT (n = 32) or ETV

(n = 67) between March 2010 and October 2011.

Results: After 12 months of treatment, 65.2% (15/23) patients in L-dT

group and 73.0% (46/63) patients in ETV group showed virologic

responses (HBV DNA \ 20 IU/mL) (p = 0.357). Mean reductions in

serum HBV DNA levels from baseline to month 12 (-3.79 ± 1.33 vs.

-4.79 ± 1.55, respectively, p = 0.057) was not significantly different.

However, compared with L-dT group, mean changes of HBV DNA

reduction was significantly greater in ETV group (-3.55 ± 1.93 vs.

-4.76 ± 1.43, respectively, p = 0.035) among the HBeAg positive

patients while the difference was not significant among the HBeAg
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negative patients (-4.11 ± 1.67 vs -4.17 ± 1.70, respectively, p =

0.885).

HBeAg seroconversion, HBeAg loss, and biochemical response

rates between the 2 groups were not significantly different by month

12. There was no antiviral resistance in both groups.

Conclusions: Although L-dT therapy in HBV-related liver cirrhotics

is effective, it is less potent compared with ETV therapy in those with

positive HBeAg.
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Background and aims: Adefovir dipivoxil(ADV) has shown efficacy

and safety in a broad range of populations with chronic hepatitis B

over 48 to 96 weeks. This study reports the 168-week long-term

efficacy data with ADV treatment in nucleoside-naive HBeAg-posi-

tive chronic hepatitis B.

Methods: Ninety-eight HBeAg-positive patients who had never

received nucleoside treatment received 168-week ADV10 mg/d

therapy. All patients had serum level of HBV load over 105copies/ml

and increased serum alanine aminotransferase(ALT) level. Based on

serum ALT levels at baseline, all patients were divided into two

groups, A(48 patients with serum ALT level less than 200U/L) and

B(50 patients with ALT level more than 200U/L). Serum HBV load

was measured with quantitative real-time-PCR. ALT activity,

HBeAg, anti-HBe-antibodies, HBVDNA level in serum were evalu-

ated at baseline, week 12,24,48,96,108,120,132,144,156 and 168 and

during therapy.

Results: After 24 weeks of therapy, mean reduction of HBVDNA

level, the percentage of patients with HBVDNA lower than

5log10copies/ml and the percentage of patients with HBVDNA level

decrease of more than 2log10copies/ml in group B were significantly

higher than those in group A(P \ 0.05,respectively). At the end of

24,48,96,144 and 168 weeks, the patients in group B had higher rates

of undetectable serum HBVDNA levels and ALT normalization than

those in group A (46% vs 25%,74% vs 54.2%,88% vs 70.8%,90% vs

72.9%,92% vs 71.1%;52% vs 31.3%,66% vs 43.8%,82% vs

62.5%,88% vs 66.7%,93.5% vs73.2%;P \ 0.05, respectively).

HBeAg seroconversion rate was significant hihger in group B than

those in group A(P \ 0.05). There was no evidence of adverse effect

in patients treated for up to 168 weeks.

Conclusions: Adefovir dipivoxil is an effective treatment option for

nucleoside-naive patients with HBeAg-positive chronic hepatitis B,

especially for those with high serum ALT levels at baseline. Adefovir

dipivoxil treatment through 168 weeks was well tolerated and resul-

ted in continued benefit for patients with HBeAg-positive chronic

hepatitis B.
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Background/Aims: Entecavir (ETV), and tenofovir disoproxil

fumarate (TDF) are potent antiviral agents that used for the treatment

of chronic hepatitis B. We compared the efficacy of ETV and TDF in

nucleos(t)id naive patients with chronic hepatitis B.

Methods: We performed a retrospective analysis of data from 39

chronic hepatitis B patients, who received at least 48 weeks antiviral

therapy. The ETV (0.5 mg/day) group consisted of 21 patients and the

TDF (245 mg/day) group consisted of 18 patients. Virological,

serological and biochemical responses were compared among groups.

Results: Demographic characteristics and HBeAg status were similar

between groups before treatment. At the end of 48 weeks, treatment with

either ETV or TDF resulted in significantly supression of HBV-DNA

(p \ 0.05). There was no statistical difference in inducing undetectable

levelsofHBV-DNAbetweenETV(90.1%)andTDF(88.8%)(p [ 0.05).

HBeAg seroconversion was observed in two patients in each group. ALT

values returned tonormalat theend of48 weeks treatment in both groups.

Conclusions: In the first year of treatment, virologic and biochemical

responses, HBeAg seroconversion did not differ significantly between

ETV and TDF groups. However, prospective studies with more

patients are needed to clarify this issue.
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Background/Aims: Hepatitis B virus (HBV) infection is a serious

health problem worldwide. The pathogenesis of persistent viral

infection and hepatitis B is very complex. Both viral factors, as well

as the host immune response, have been implicated in the patho-

genesis and clinical outcome of HBV infection. But the mechanism
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has not been clarified. We aimed to investigate the levels of macro-

phage migration inhibitory factor (MIF), transforming growth factor-

b (TGF-b), interleukin-17 (IL-17) and interleukin-10 (IL-10) and

their correlation with liver disease and viral replication in patients

with chronic HBV infection.

Patients and methods: One hundred and thirty-eight chronic HBV

infected patients [including chronic hepatitis B (CHB), liver cirrhosis

(LC), hepatocellular carcinoma (HCC)] were enrolled the study. 30

normal individuals were as control group. Serum levels of MIF, TGF-b,

IL-17 and IL-10 were measured using an enzyme-linked immunosor-

bent assay (ELISA). HBV markers were detected with ELISA. Serum

HBV DNA load was assessed with quantitative Real-Time PCR.

Results: Chronic HBV infected patients had significantly increased

serum levels of MIF, TGF-b and IL-17, and decreased IL-10 com-

pared with normal individuals (p \ 0.01, 0.01, 0.001, 0.01,

respectively). Univariate analysis showed a similar pattern of the

parameters MIF,TGF-b and IL-17 were significantly associated with

high viral load, presence of serum hepatitis B e antigen (HBeAg)

expression, liver disease severity, and young age at HBV infection, all

with p \ 0.01. In CHB patients, MIF, TGF-b, IL-17 and ALT levels

were positively correlated (r = 0.725, 0.687, 0.831; p \ 0.01, 0.05,

0.01, respectively), IL-10 and ALT was negatively correlated (r =

-0.562, p = \ 0.05). Multivariate analysis showed that the levels of

increment of MIF, TGF-b and IL-17 were associated with the

increment of HBV DNA load and severity of liver disease.

Conclusion: Increased serum levels of MIF, TGF-b and IL-17 cor-

relate positively with the severity of liver disease and active viral

replication in chronic HBV infection.
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Introduction: Diabetic patients are susceptible to bacterial, viral and

fungal infections because of different deficiencies in immune system.

The aim of this study is to investigate a possible link between hep-

atitis B-C prevalence with microvascular complications (neuropathy,

retinopathy and nephropathy) and duration of diabetes.

Material and methods: Totally 1263 diabetic patients (1149 type 2,

114 type 1) were enrolled to the study. Control group was consisted of

1482 healthy blood donors who were above 40 years old. All diabetic

patients were tested for HBsAg, anti-HBs and anti-HCV beside routine

laboratory tests. Triturus microelisa device was used for hepatit serol-

ogy. Diabetic patients were divided into three groups according to their

diabetes duration and all of the patients were scanned for microvascular

complications. Demographic data of all patients were recorded.

Results: HBsAg seropositivity was 3.7% in diabetic patients and 1.08

in control group; and this difference was statistically significant

(p \ 0.001). HBsAg positivity rates in type 1 and type 2 diabetics

were 0.8 and 4 %, respectively. However, this difference was not

statistically significant (p = 0.09). HCV seropositivity was 2.2% for

diabetics and 0.5 for control group; and this difference was statisti-

cally significant (p \ 0.001). Anti-HCV seropositivity in type 1 and

type 2 diabetics were 1.75 and 2.26 %, respectively. But this

difference was not statistically significant. There was no relationship

between diabetes duration and hepatitis B-C prevalence (p [ 0.05).

Also, no relationship was found between microvascular complications

of diabetes and hepatitis B-C seropositivity.

Conclusion: HBV and HCV seroprevalance are found to be increased

in diabetes mellitus; however there was no relationship between

hepatitis seroprevalance with the duration and microvascular com-

plications of diabetes.
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Background/aims: Viral reactivation, super-infection with hepato-

tropic viruses or superadded alcohol/ drug related liver toxicity may

lead to acute hepatic insult in patients with chronic liver disease;

described as ‘acute-on-chronic liver failure’ (ACLF) and connotes

poor clinical outcome without liver transplantation. Do ACLF

patients with varying etiology present differently and whether it

influences disease outcome is not known.

Methods: Patients with ACLF (APASL criteria) were classified into

etiological groups; Group 1 [Alcoholic cirrhosis with alcoholic hep-

atitis (ALD-AH)], Group 2 [Reactivation of hepatitis B (RHB)] and

Group 3 [Super-infections with hepatitis E,A or D (SH)] and were

compared in terms of baseline demographic, clinical and laboratory

parameters. The difference in one month mortality and severity scores

was also determined.

Results: Of 251 ACLF patients, 193 were included [Group 1 (ALD-AH;

n = 85,33.8%), Group 2 (RHB; n = 57,22.7%), Group 3 (SH;

n = 51,20.3%)]. Patients with ALD-AH were younger (41.60 ±

6.76 years; P-0.001) and all were male. Other clinical parameters

including pedal edema, spontaneous bacterial peritonitis (SBP), hepatic

encephalopathy (HE) and gastrointestinal bleeding showed no difference

among the groups. Severity scores such as Child Pugh (CTP) score

(11.51 ± 1.45 vs. 10.93 ± 1.38 vs. 10.75 ± 1.53; P-0.08) and mean

MELD scores (26.82 ± 11.10 vs. 23.28 ± 8.40 vs. 24.31 ± 8.51;

P-0.10) were similar. ALD-AH related ACLF patients had lower hae-

moglobin (9.16 ± 2.03 g/L; P-0.001), high INR (2.69 ± 1.82; P-0.006)

and high total leucocyte count (TLC) (17.97 ± 10.91 /mm3, P-0.001) at

admission. The higher baseline a-fetoprotein (AFP) and alanine trans-

aminase (ALT) were observed in RHB related ACLF patients. However,

there was no difference in one month survival among the groups [19

(22.4%) vs. 14 (24.6%) vs. 8 (15.71%); P-0.58].

Conclusions: Alcoholism, viral reactivation or superinfection con-

stitutes the majority of ACLF cases and etiology of ACLF does not

predict survival.
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Objective: To evaluate the efficacy of a new therapeutic strategy of

combining Adevofir dipivoxil (ADV) and Entecavir (ETV) therapy in

chronic hepatitis B patients with a suboptimal virological response to

ADV monotherapy.

Methods: Patients who showed suboptimal response which was

defined as that the decline of HBV DNA level was more than 1 log10

copies/mL,but still detectable by real-time PCR after 48 weeks of

ADV monotherapy were included. ADV monotherapy was continued

for another 48 weeks as the control group (Group A), and Group B

was treated with ADV plus ETV as the optimized combination

therapies, while the other patients with suboptimal response received

other optimal therapies. The serum ALT, TBIL, ALB, HBV DNA

were monitored with an interval of 12 weeks.

Results: One hundreds and seventy patients showed suboptimal

response to ADV in five hundreds and twenty-one patients who had

received ADV monotherapy for various periods were enrolled. The

number of patients in group A, B is 34, 43 respectively. After 48-week

follow up, the patients of Group B and Group A had the comparable

biochemical response (BR) rate, the BR rate (normalization of alanine

aminotransferase levels) were 34.8%(8/23), 33.3%(4/12), respectively,

v2 = 3.496, P = 0.321; However, compared with ADV monotherapy,

ADV + LdT had an improved virological response at weeks 96, the

virological response (VR) rate (HBV DNA level \ 102 IU/mL) were

58.1%(25/43), 23.5%(8/34), respectively, v2 = 12.952,P = 0.005; the

seroconversion rate (from HBeAg to HBeAb) were 2.6%(1/38),

9.0%(2/22), respectively, v2 = 2.227,P = 0.527; the virologic break-

through (VB) rate were 9.3%(4/43), 26.%(9/34), respectively,

v2 = 8.057, P = 0.045.All patients in two groups showed good and

comparably tolerant and safe data to therapies.

Conclusion: Optimized combination therapy of ADV plus ETV may

be good choice for chronic hepatitis B patients with a suboptimal

viological response to ADV monotherapy.
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Background: Interferon is the only relatively effective anti-HCV

medicine, however, because of leucopenia, thrombocytopenia, anemia

before interferon and ribovirin (RBV) combination therapy in a part of

compensated HCV cirrhosis patients, most of the doctors had negative

will to use interferon to treat the compensated HCV cirrhosis patients

with hypersplenism, considering the myelosuppression of interferon.

Objective: To assess the safety and efficacy of the interferon and

RBV combination therapy in the compensated HCV cirrhosis patients

with hypersplenism.

Methods: The compensated HCV cirrhosis patients with thrombo-

cytopenia (less than 30 9 109/L) were performed with partial splenic

embolization (PSE) or splenectomy firstly,and then treated with the

combination therapy with peginterferon or regular interferon and

RBV.

Results: 27 chronic hepatitis C patients were enrolled (M: F = 19:8),

with the median age of 52.2 years (range: 25-62). As nonresponse to the

therapy emerged until the week 24 in the treatment, one patient stopped

the therapy. One patient was performed with PSE, 4 with splenectomy

for thrombocytopenia (less than 30 9 109/L). Before the treatment,

ALT, TBil, ALB were (150 ± 28.6) U/L,(25.1 ± 4.7) lmol/L, (32.3 ±

8.2) g/L, respectively, and the indexes above were (35.7 ± 9.3) U/L,

(16.8 ± 3.2) lmol/L, (38.9 ± 6.1) g/L respectively at week 48 after the

treatment (all of the P value are below 0.05). 14 (51.9%) patients’ Child-

Pugh range were range B at the initiation of combination therapy, and

the rate was 18.5% (5/27) at the 48 weeks (P =). HCV RNA undetected

rate at week 4, 12, 24 and 48 were 44.4%(12/27), 55.6% (15/27), 63.0%

(17/27), 63.0% (17/27), respectively, compared to the quantity before

the treatment, P \ 0.001, P \ 0.001, P \ 0.001, P \ 0.001 respec-

tively. At the week 48, there were still 8 patients with HCV RNA

positive. During the treatment, none of the patients terminate the ther-

apy for severe adverse reactions.

Conclusion: The combination therapy with interferon and ribovirin is

safe and efficient in the compensated HCV cirrhosis patients with

hypersplenism.
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Prevalence of high viraemia among childbearing age women
with chronic hepatitis B in Hong Kong

Nancy Wai Yee Leung1, Rosita Chan2, Susan Fan3

1Asiahep Hong Kong Limited, Hong Kong, Hong Kong S.A.R.,
2Asiahep Hong Kong Limited, Hong Kong, Honduras, 3Hong Kong

Family Planning Association, Hong Kong, Hong Kong S.A.R

Background: 10% of adult population in Hong Kong is HBsAg

positive. CHB is associated with morbidity and mortality. Hong Kong

government promulgated universal HBV vaccination program for all

newborns since 1988, wiht additional HBIg within 24 hours for

infants of CHB mothers. Reports indicate 5-10% failure rate among

infants born to high viraemic mothers despite active and passive

immunization.

Aim: To review the prevalence of high viraemia among child bearing

age CHB women in Hong Kong and to explore further public

healthcare.

Method: Hong Kong Family Planning Association offers premarital

screening for HBsAg, those positive are tested for HBeAg, serum

HBV DNA and ALT level. A retrospective analysis was performed.

Results: Between 2007 and 2010; the program identified 702 HBsAg

positive individuals. 357 were women aged between 18 and 49.

Among them, 74 (20.7%) were HBeAg positive, 58 had HBV

DNA [ 7log10 copies/ml. 283 (79.3%) were HBeAg negative and

only two had HBV DNA over 7log10 copies/ml. In total, 60 (18.4%)

of womenBeAg negative and only HBeAg negative and only two

have serum HBVDNA [ 7log10 copies/ml and 51 (15.1%) had serum

HBVDNA [ 8log10 copies/ml. The average age of HBeAg positive

women was 30 while those HBeAg negative was 39 years. 18.9% of

those aged 30 or less, 17.8% aged 31-40, and 3.8% aged [ 40 years

had serum HBVDNA [ 8log10 copies/ml.

Conclusion: In Hong Kong, a significant proportion of child bearing

age CHB women has high viraemia and might infect their infants

despite active and passive immunization. HBeAg status and age may

predict risk, but serum HBV DNA level is a more accurate assess-

ment. Individual counseling in conjunction with a hepatologist should

be offered to them with regards to indication for oral nucleos(t)ide

analogue in the third trimester, duration of therapy, and need for

monitoring during and after therapy.
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Analysis of drug-resistant mutation of hepatitis B virus P gene
in patients treated with nucleoside/nucleotide analogs

Xiang-Yong Li1, Xu You2, Jie Luo1, Guo-Li Lin1, Yuan-Kai Wu1,
Yu-Sheng Jie1, Ting-Ting Xiong1, Hong Shi1, Xiao Zhang1,
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1Infectious Disease Department, The Third Affiliated Hospital of Sun

Yat-sen University, 2Clinical Laboratory, The Third Affiliated

Hospital of Southern Medical University, Guangzhou, China

Objective: To observe the characteristic of drug-resistance mutation

in the CHB patients treated with NA or NAs.

Methods: Collect 180 serums of CHB patients who showed viro-

logical breakthrough during the treatment with LAM, ADV, TBV or

ETV for long term monotherapy or combination therapy from April

2009 to April 2012 in the third affiliated hospital of Sun Yat-sen

university. We used nest PCR and direct sequencing to obtained the

full-length sequence of HBV reversed transcriptive enzyme, and

screened the classical drug-resistance mutation sites with bioinfor-

matics technology to analyze the clinical resistant characteristic of

CHB

Result: In the 180 CHB patients occurred virological breakthrough,

there were 97 cases (53.9%) discovered mutation in known sites. The

ratio of mutation on the known resistant sites of the patients received

NAs monotherapy and occurred virological breakthrough is 91.8%

(LAM, 67/73), 21.2% (ADV 11/52), 16.7% (TBV, 3/18), 31.2%

(ETV, 5/16), respectively. In the 12 patients received LAM and ADV

combination therapy and occurred virological breakthrough, 2

(16.7%) showed ETV resistance, 5 (41.7%) occurred LAM/ADV

multidrug resistance mutation, and 1 (11.1%) occurred ETV/ADV

multidrug resistance mutation.

Conclusion: Only about half of the patients showed virological

breakthrough occurred resistance at the classical sites, and LAM

resistance are the most common (the sites are 204 and 180) ones.

Viralogical breakthrough in the patients who had ETV experience and

received LAM and ADV, or ETV and ADV optimized combination

therapy are mainly attributed to ETV resistance or multidrug

resistance.
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Nationwide survey for chronic hepatitis B virus infection in Japan
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1The Research Center for Hepatitis and Immunology, National Center

for Global Health and Medicine, Ichikawa, 2Aichi Medical University

School of Medicine, Nagakute, 3Research Center for Hepatitis and

Immunology, National Center for Global Health and Medicine,

Ichikawa, Japan

Background & Aims: Evidences indicate an increase in the preva-

lence of sexually transmitted acute infection with genotype A

hepatitis B virus (HBV) among Japanese individuals. HBV genotype

A is associated with increased risk of progression to persistent

infection following acute hepatitis B. A nationwide survey was con-

ducted to evaluate the recent trend of chronic hepatitis B (CHB)

infection in Japan.

Methods: From different regions of Japan, 3,682 CHB patients were

recruited from 2010 to 2011, and their data were compared to those

obtained in our previous nationwide survey (2005-2006 and

2000-2001). The HBV genotypes were determined for 3,616 CHB

patients. We compared demographic and clinical backgrounds of

CHB patients infected with genotype A, B, C, and D.

Results: In 3,616 patients, genotype A, B, C and D were 149 (4.1%),

634 (17.5%), 2,810 (77.7%), and 23 (0.64%), respectively. Genotype

C seemed to be prevalent in each generation group. Among younger

patients, the percentage of genotype A was relatively high. The

occurrence of genotype A was 1.7%, 3.5%, and 4.1% in 2000-2001,

2005-2006 and 2010-2011, respectively. The percentage of male

gender and co-infection with human immunodeficiency virus (HIV)

were significantly higher for genotype A than other genotypes. The

ratio of advanced liver diseases (cirrhosis or HCC) was significantly

higher in genotype C patients than in other genotypes.

Conclusions: The percentage of HBV genotype A was increased in

CHB in Japan. Relatively high frequency of genotype A in younger

patients may reflect recent infection in younger people by sexual

transmission. Higher percentage of co-infection with HIV in genotype

A patients may be attributable to the similar transmission routes of

genotype A and HIV in Japan.
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Seroprevalence of hepatitis B infection in HIV infected patients

Nuray Uzun, Alper Gunduz, Dilek Yildiz Sevgi, Ahmer Sanli
Konuklar, Zuhal Gokturk, Serhat Karaayvaz

Sisli Etfal Education and Research Hospital, Istanbul, Turkey

Introduction: Chronic hepatitis B affects 2-10% of population in

Turkey. Prevalence of hepatitis B virus (HBV) markers, including

occult HBV, has not been described previously in our center.

Objective: The objective of this study was to assess prevalence and

significance of active, occult and past HBV infection and prior vac-

cination in HIV-positive patients.

Material and methods: We reviewed retrospectively the medical

records of 108 HIV infected patients, either receiving treatment or

not, followed at Sisli Etfal Education and Research Hospital between

January 2007 and September 2012. Prevalence of HBV serologic

markers were determined.

Results: A total of 43,10% of subjects demonstrated reactivity for any

marker of current or past HBV infection or prior vaccination. Chronic

HBV infection characterized by hepatitis B surface antigen (HBsAg)

reactivity was present in 10,34%, while 8,62% exhibited HB anticore

IgG (Anti-HBcIgG) only. Approximately 20% of the latter group was

HBV DNA positive by polymerase chain reaction-based assay (PCR).

A total of 56,90% of subjects didn’t demonstrate reactivity for any

marker of current or past HBV infection or prior vaccination .

Conclusions: Though HBsAg titers were low, screening of Anti-

HBcIgG of HIV-infected patients may have implications in terms of

antiretroviral therapy and risk of immune reconstitution-associated

flares.

However, responses to HBV vaccine are poor in HIV-infected

individuals especially with older age, uncontrolled HIV replication,

and low nadir CD4 cell count.

Protection against HBV infection should be provided as soon as

possible early to subjects demonstrating nonreactivity for any marker

of current or past HBV infection or prior vaccination and should be

controlled for their immune response after the vaccination.
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Predictors and outcomes of liver failure in severe
hepatitis B reactivation
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of Liver and Biliary Sciences, New delhi, India

Background/aims: Reactivation of hepatitis B presenting as acute

hepatic flare can have variable outcomes; with or without ascites and/

or hepatic encephalopathy (HE). Presence of these complications

within 4 weeks of jaundice in a patient with chronic liver disease is

defined as acute on chronic liver failure (ACLF) and connotes poor

clinical outcome. How to accurately predict development of ACLF in

a patient with reactivation of HBV is not known.

Methods: Prospectively studied patients with HBV reactivation

manifesting as acute hepatic insult (serum bilirubin [ 5 mg/dl and

INR [ 1.5) were classified into ACLF group; (development of asci-

tes/HE within 4 weeks of jaundice) or non-ACLF group; (no ascites/

HE) and their baseline parameters were compared. All patients

received potent antivirals; none had liver transplantation.

Results: Of 151 consecutive HBV reactivation patients, 70 (46.35%)

[ACLF (n = 56; mean age-50.19 years; M:F- 6:1) and non-ACLF

group (n = 14; mean age- 43.51 years; M:F- 13:1)] were included.

ACLF patients had higher baseline INR (2.43 ± 1.39 vs. 1.85 ± 0.59;

P = 0.0016) and serum a-fetoprotein (AFP) (32.26 ± 14.09 vs.

23.39 ± 15.94 ng/dl; P \ 0.008). Baseline HBV DNA (1.5 x 104 IU/ml

vs. 1.2 x 104 IU/ml; P [ 0.05), HBeAg or IgM-Anti HBc positivity did

not predict ACLF. ACLF group had higher 1 month mortality (19.64%

vs. 7.14%; P \ 0.05); mortality being associated with higher baseline

INR (3.70 ± 2.09 vs. 2.21 ± 1.08; P-0.002, serum creatinine

(2.12 ± 1.38 vs. 1.01 ± 0.73 mg/dl; P-0.003), leukocyte count (20.8

vs 9.99 /mm3; P \ 0.05) and lower haemoglobin (9.75 ± 2.93 vs.

11.48 ± 1.83 g/L; P = 0.03).

Conclusions: Presence of high INR or AFP and not the HBV DNA in

severe HBV reactivation warrants careful monitoring for the devel-

opment of ACLF. High baseline INR, TLC, S.creatinine and low

haemoglobin indicate poor outcome in ACLF patients.
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Relation between serum quantitative HBsAg, ALT and HBV DNA
levels in HBeAg negative chronic HBV infection
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1Gaziosmanpasa University Faculty of Medicine, Department of
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3Gaziosmanpasa University Faculty of Medicine, Department of
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Background: In this study, we aimed to investigate whether quan-

titative HBs Ag and alanine aminotransferase (ALT) levels correlated

with Hepatitis B Virus (HBV) DNA levels in patients with HBeAg

negative chronic HBV infection.

Methods: This study was performed on 99 patients with HBeAg

negative chronic HBV infection. Patients were divided into two

groups; inactive HBsAg carriers (IC) and active carriers (AC) with

HBV DNA [ 2000 IU/ml. These two groups were compared in terms

of ALT and quantitative HBsAg levels. Quantitative HBsAg mea-

surements of the patients were performed with Elecsys HBsAg II

Quant assay (Roche Diagnostic) kit.

Results: Mean age of patients was 43.11 ± 14.79 years. HBsAg and

ALT values of IC and AC patients were 2.47 ± 1.35 log10 IU/ml,

3.59 ± 0.97 log10 IU/ml (p = 0.0001), and 25.94 ± 13.06 IU/ml,

55.54 ± 82.38 IU/ml (p = 0.015), respectively and the difference

was significant. When ROC analysis was performed to determine the

most appropriate quantitative HBsAg value to define inactive carrier

patients, the area under the ROC curve for HBsAg (AUROC) was

0.738 (95% CI:0.637-0.840). A cut-off of 2147 IU/ml revealed sen-

sitivity of 76% and specificity of 70% for diagnosing the IC. When all

patients were evaluated, there was a weak but statistically significant

correlation between HBsAg (log) and ALT (log) (r = 0.283,

p = 0.005), significant correlation was also found between levels of

HBV DNA (log) and HBsAg (log) (r: 0.503, p = 0.0001).

Conclusions: It has been observed that there was a significant cor-

relation between quantitative HBsAg and ALT and HBV DNA levels.

Therefore, it has been concluded that quantitative measurements of

HBsAg could be used to differentiate between IC and AC patients.
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Investigation of the inflammation and fibrosis of liver tissue
in chronic hepatitis B patients with mild elevated
aminotransferase
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of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the inflammation and fibrosis of liver tissue

in chronic hepatitis B patients with mild elevated aminotransferase.

Methods: 103 cases of chronic hepatitis B patients with mild elevated

aminotransferase (1 * 2 times of ULN) received liver puncture and

histopathological examination and the analysis of inflammation and

fibrosis of liver tissue were carried out.

Results: 97(94.17%) patients were pathologically diagnosed as G1 * 2

inflammation, 6(5.83%) patients were pathologically diagnosed as

G3 * 4 inflammation; 94(91.26%) patients were pathologically diag-

nosed as S0 * 2 fibrosis, 9(8.74%) patients were pathologically

diagnosed as S3 * 4 fibrosis.

Conclusion: In some chronic hepatitis B patients with mild elevated

aminotransferase, the inflammation and fibrosis of liver tissue may have

the possibility of higher extent, and should be paid great attention.
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Clinical and virological features of acute hepatic exacerbations
in patients with chronic hepatitis B virus infection
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Background and aim: Acute hepatic flares present with abrupt

increases in serum aminotransferases, commonly observed during the
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natural course of chronic hepatitis B infection. In this study, we aimed to

investigate demographic, clinical, biochemical, virological and etio-

logical characteristics of patients with acute hepatic exacerbations.

Patients and methods: Study was designed in a retrospective and

prospective manner. Chronic hepatitis B patients with acute hepatic

flares, admitted to the Department of Gastroenterology and Hepatol-

ogy during 2005-2012 were enrolled in the study. Demographic,

clinical, biochemical and virological findings were recorded via pre-

prepared forms.

Results: The study was conducted on 125 patients. Mean age was

34.08 ± 12,68 and male (69,6%) to female (30,4%) ratio was deter-

mined as 2,28. 117 patients (93,6%) had at least one symptom. The

most common symptoms were fatigue (81,6%), anorexia (64%),

jaundice (60%) and nausea (52%). Transaminase levels were more

than 10 times the upper limit of normal in 108 patients (86,4%). Anti-

HBc IgM antibody was detected in 24 patients (19,2%) and serum

HBV DNA was positive in 107 (85,6%) patients. The most common

cause of exacerbations was spontaneous hepatic flares (80,8%).

Conclusion: According to the results of our study, acute hepatic

exacerbations are more common in young men. The disease usually

presents with non-specific symptoms and jaundice is the most com-

mon finding. As a sign of intensive inflammation and hepatocellular

injury, serum ferritin levels seem to be high. Serum HBV DNA and

anti-HBc IgM positivity with elevated AFP levels are presenting

features of acute hepatic exacerbations.
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Efficacy and safety of peginterferon a-2a in patients of chronic
hepatitis B with spontaneous decline of HBV DNA
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China

Background and Aims: Patients of chronic hepatitis B with acute

exacerbation were usually followed by a spontaneous decline of HBV

DNA. The subsequential antiviral therapy are controversial. In this

study, we evaluated the efficacy and safety of peginterferon a-2a for

patients of chronic hepatitis B with spontaneous decline of HBV DNA

after acute exacerbation.

Methods: Forty-three patients with spontaneous decline of HBV

DNA(a decrease of HBV DNA levels of more than 2 log(10) IU/mL as

compared to baseline before antiviral treatment) after acute exacerba-

tion (ALT was 10-30ULN,TBIL was 2-20 mg/ml,PTA [ 60%)were

included. All of them were positive for HBeAg. Twenty-two patient-

s(group1) accepted peginterferon a-2a (180 ug/kg/week, when ALT

was \ 10 ULN,TBIL \ 2 mg/ml) for 48 weeks, with 24 weeks of

treatment-free follow-up. Twenty-one patients(group2) accepted con-

tinual entecavir therapy at enrollment. The virologic, serologic and

biochemical factors at 72 were compared.

Result: At week 72, the rates of virological response were 86.3% (19/

22) and 100% (21/21), and the rates of alanine aminotransferase

(ALT) normalization were 77.3% (17/22) and 90.5% (19/21) for

patients treated with peginterferon a-2a and entecavir, respectively.

The HBeAg seroconversion rates were 59.1%(13/22) in group 1 and

35% (7/20) in group 2. A high rate of HBsAg loss was observed in

patients treated with peginterferon a-2a, while none achieved HBsAg

loss with entecavir therapy. Patients from group 1 suffered from

adverse events typical for Peg-Intron therapy. No severe adverse

event was observed in both groups.

Conclusion: The peginterferon a-2a is effective and safe for chronic

hepatitis B with spontaneous decline of HBV DNA after acute

exacerbation. It provided a high chance of HBsAg loss.
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Therapeutic effects of 52-week entecavir treatment in 38 patients
with hepatitis B virus related cirrhosis
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Objective: To investigate the clinical therapeutic effects of entecavir

treatment in patients with hepatitis B virus related cirrhosis.

Methods: 38 patients with hepatitis B virus related cirrhosis were

treated with entecavir 0.5 mg/QD on the basis of conventional

therapy.

Results: After 52 weeks treatment of entecavir, the serum HBV DNA

load decreased 4.631 ± 2.004 copies log10/ml(t = 4.168, p = 0.001),

the level of serum aspartate aminotransferase, serum alanine amino-

transferase and serum total bilirubin decreased, and the level of serum

albumin and serum cholinesterase increased significantly(all above

P \ 0.05).

Conclusion: Treatment of entecavir in patients with hepatitis B virus

related cirrhosis may improve the liver function and reduce the HBV

multiplication.
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Anti-viral treatment reduces liver stiffness measurement
in Chinese patients with chronic hepatitis B: Entecavir VS
lamivudine, a-one year study

Wenting li, Yu wang, Chuanlong zhu, Rentao gao

Infectious Disease, Anhui Provincial Hospital, Hefei, China

Objective: To investigate the effects of nucleoside analog(NA) on

liver stiffness measurement (LSM) in patients with chronic HBV and

its clinical significance.

Methods: 83 patients with chronic HBV were included in this retro-

spective study. These patients were divided into 4 groups: normal group

(n = 18), HBsAg negative; control group (n = 15), HBV-carriers;

lamivudine-treatment group (LAM, n = 30); Entecavir-treatment

Fig. 1 LSM in candidates (A pre-treatment, B post-treatment)
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group (ETV, n = 20). The patients were followed from when they

received anti-viral treatment for one year. The HBV serology, viral

load, routine liver biochemistry and LSM were monitored. The rela-

tionship between HBV DNA levels, viral response (VR) and LSM was

analyzed. Results LSM in 65 HBV-infected patients was significantly

higher than normal person (13.3 ± 9.6 KPa vs 4.0 ± 1.0 KPa,

P = 0.045), while it was significantly reduced in treatment groups

including LAM and ETV (17.1 ± 11 KPa vs8.8 ± 6.7 KPa, P =

0.040) . At the end of the observation period, LSM in patients in ETV

group was significantly lower than those in LAM group

(13.5 ± 7.7 KPa vs 4.9 ± 1.7 KPa,P = 0.025). Furthermore, patients

with reduced LSM had a higher VR (95.5% vs 46.2%,P = 0.036)than

those with increased LSM in LAM and ETV groups (Fig. 1).

Conclusions: Our data demonstrated that ETV had a better effect in

reducing the LSM of patients with chronic hepatitis B. This study

suggested that a reduction in LSM could be a useful predictor of an

effective anti-viral therapy and that LSM could be an important

parameter for the follow-up of patients with chronic hepatitis B.
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Peg-interferon a-2a upregulates Galectin-9 expression in patients
with chronic hepatitis B
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To investigate the molecular mechanism involved in the antiviral

effect of Peg-interferon a-2a in patients with chronic hepatitis B.

Methods: 54 patients with chronic hepatitis B treated with Peg-

interferon a-2a for at least 1 year were included in this study. Blood

samples were collected at the time of initiation, 6 month and

12 month of antiviral treatment of Peg-interferon a-2a. 20 HBV

carriers were included as control. The mRNA and protein expression

of Galectin-9 in monocytes from the blood sample in HBV-infected

patients were evaluated by RT-PCR and western-blot, respectively.

Results: At 12 month, the mRNA and protein expression of Galectin-

9 increased in patients received a viral response compared with HBV

carriers and patients did not respond to Peg-interferon a-2a (P \ 0.05

respectively). Surprisingly, there was no significant difference in the

mRNA and protein expression of Galectin-9 between patients did not

respond to Peg-interferon a-2a at 6 month of treatment and HBV

carriers, while prolonged Peg-interferon a-2a treatment enhanced the

expression of Galectin-9 in these patients with a viral response at

12 month of treatment (Fig. 1).

Conclusions: The antiviral effect of Peg-interferon a-2a may be

related to its effects of upregulation of Galectin-9.
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Relationship between the thickness of spleen and liver tissue
fibrosis in HBeAg negative chronic hepatitis B patients
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of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the relationship between the thickness of spleen

and liver tissue fibrosis in HBeAg negative chronic hepatitis B patients.

Methods: In 89 cases of HBeAg negative chronic hepatitis B patients,

the thickness of spleen under the ultrasound and the liver tissue

fibrosis were reviewed.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 50

patients,S3*4 in 50 patients. The thickness of spleen under the

ultrasound of patients was 32.82 ± 10.905 mm in group S0*2

,39.26 ± 12.369 mm in group S3*4. The thickness of spleen in group

S3*4 was thicker than that of the group S0*2.(P=0.011).

Conclusion: The examination of the thickness of spleen under the

ultrasound may have a certain reference value for the diagnosis

of liver tissue fibrosis in HBeAg negative chronic hepatitis B patients.
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Correlation between the length of spleen and liver tissue fibrosis
in 89 cases of HBeAg negative chronic hepatitis B patients
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of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the relationship between the length of

spleen and liver tissue fibrosis in 89 cases of HBeAg negative chronic

hepatitis B patients.

Methods: In 89 cases of HBeAg negative chronic hepatitis B patients,

the length of spleen under the ultrasound and the liver tissue fibrosis

were reviewed.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 50

patients, S3*4 in 39 patients. The length of spleen under the ultra-

sound of patients was 108.76 ± 17.776 mm in group S0*2, 123.31 ±

23.643 mm in group S3*4. The length of spleen in group S3*4 was

longer than that of the group S0*2.(P=0.001).

Conclusion: HBeAg negative chronic hepatitis B patients with longer

length of spleen under the ultrasound may have more severe liver

fibrosis.
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The level of serum Procollagen III may help the diagnosis
of liver fibrosis in HBeAg negative chronic hepatitis B patients

Fig. 1 mRNA and protein expression of Galectin-9 in patients with

chronic hepatitis B. Lane 1 :HBV carriers. Lane 2: patients did not

respond to Peg-interferon a-2a at 12 month. Lane 3: patients received

a viral response at 12 month
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Objective: To investigate the correlation between the level of serum

Procollagen III and liver fibrosis in patients with HBeAg negative

chronic hepatitis B.

Methods: The level of serum Procollagen III and the histopathology

of liver fibrosis of 94 HBeAg negative chronic hepatitis B patients

were reviewed.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 50

patients, S3*4 in 44 patients. The level of serum Procollagen III was

119.54 ± 123.72 ng/ml in group S0*2 and 193.11 ± 199.30 ng/ml in

group S3*4. The level of serum Procollagen III in group S3*4 was

higher than that of the group S0*2.(P=0.032).

Conclusion: The testing of the level of serum Procollagen III may

help the diagnosis of liver fibrosis in patients with HBeAg negative

chronic hepatitis B.
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Relationship between the level of serum collagen type IV and liver
fibrosis in HBeAg negative chronic hepatitis B patients

Ying Yan, Li Mai, Wen-Xiong Xu, Ka Zhang, Zhan-Yi Li

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the relationship between the level of serum

collagen type IV and liver fibrosis in HBeAg negative chronic hep-

atitis B patients.

Methods: The level of serum collagen type IV and the histopathology

of liver fibrosis of 97 HBeAg negative chronic hepatitis B patients

were reviewed.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 52

patients and S3*4 in 45 patients. The level of serum collagen type IV of

patients was 79.10 ± 61.68 ng/ml in group S0*2 and 171.16 ±

125.85 ng/ml in group S3*4. The level of serum collagen type IV in

group S3*4 was higher than that of the group S0*2.(P=0.000).

Conclusion: Abnormal elevated serum collagen type IV may predict

the risk of liver cirrhosis.

Topic: 8.b Clinical
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Changes of liver function after 52-week entecavir treatment in 43
patients with chronic hepatitis B

Li Mai, Ying Yan, Wen-Xiong Xu, Ka Zhang, Zhan-Yi Li

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the changes of liver function after 52-week

entecavir treatment in 43 patients with chronic hepatitis B.

Methods: 43 patients with chronic hepatitis B were treated with

entecavir 0.5 mg/QD for 52 weeks and the liver function before and

after the treatment were compared.

Results: The level of serum alanine aminotransferase was 111.3 ±

79.0 U/L before the treatment of entecavir, and after 52-week entecavir

treatment decreased to 30.8 ± 25.1 U/L(t = 6.103,p=0.000). The level

of serum aspartate aminotransferase was 89.9 ± 59.1 U/L before the

treatment of entecavir, and after 52-week entecavir treatment decreased

to 27.8 ± 13.1 U/L(t = 6.230,p=0.000).

Conclusion: 52-week treatment of entecavir in patients with chronic

hepatitis B may improve the liver function.
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Investigation of the changes of serum HBV DNA load after
52-week entecavir treatment in chronic hepatitis B patients

Li Mai, Ying Yan, Wen-Xiong Xu, Ka Zhang, Zhan-Yi Li

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the changes of serum HBV DNA load after

52-week entecavir treatment in chronic hepatitis B patients.

Methods: 43 patients with chronic hepatitis B were treated with

entecavir 0.5 mg/QD for 52 weeks and the level of serum HBV DNA

load before and after the treatment were compared.

Results: The level of serum HBV DNA load was 8.218 ± 1.311

copies log10/ml before the treatment of entecavir, and after 52-week

entecavir treatment decreased to 4.201 ± 1.701 copies log10/ml

(t = 6.993, p=0.000).

Conclusion: 52-week treatment of entecavir in patients with chronic

hepatitis B may reduce the level of serum HBV DNA load

significantly.
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Effect of health education on patients in the emergency
observation ward with chronic hepatitis B with the mental
of anxiety

Zhe Chu1, Yuanhang Cui1, Xianmin Guo2, Nan Zhang1

1Emergency Department, 2Operating Theatre, First Hospital

of Jilin University, Changchun, China

Objective: To find out the incidence rate of the mental of anxiety and

depression in patients with chronic hepatitis B and investigate the

effect of health education to the mental of anxiety and depression.

Medthods: 162 patients in the Emergency Observation Ward with

chronic hepatitis B were assessed with SDS. 72 patients with

depressive index over 0.5 were randomly divided into the intervention

group (42) and the control group (30). The intervention group was

given health education and psychosocial intervention in hospital.

After health education and psychosocial intervention, all 72 patients

were assessed with SDS.

Result: The incidence rate of depression in patients with chronic hep-

atitis B was 56.96%, the mean score of SDS was 55.49 ± 11.01, much

higher than the norms(P\0.01), the index of anxiety and depression was

lower (P\0.01), the recovery time was shorter (P\0.05).

Conclusion: Mental of anxiety and depression is common among

patients in the Emergency Observation Ward with chronic hepatitis B,

health education and psychosocial intervention can encourage

patients to communicate with families and friends, so as to get more

social support and improve their qulity of life.
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Changes of spleen diameter after 52-week entecavir treatment
in 44 chronic hepatitis B patients

Ying Yan, Li Mai, Wen-Xiong Xu, Zhan-Yi Li, Ka Zhang

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the changes of spleen diameter after

52-week entecavir treatment in 44 chronic hepatitis B patients.

Methods: 44 patients with chronic hepatitis B were treated with

entecavir 0.5 mg/QD and the spleen diameter before and after the

treatment were compared.

Results: The value of spleen diameter was 109.07 ± 17.080 mm

before the treatment of entecavir, and after 52-week entecavir treatment

decreased to 105.00 ± 17.621 mm(t = 3.710,p=0.001).

Conclusion: 52-week treatment of entecavir in patients with chronic

hepatitis B may reduce the spleen diameter.
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Discussion on the therapeutic effects of 48-week adefovir dipivoxil
treatment in 36 patients with chronic hepatitis B

Li Mai, Ying Yan, Shao-Quan Zhang, Wen-Xiong Xu, Zhan-Yi Li

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the clinical therapeutic effects of adefovir

dipivoxil treatment in patients with chronic hepatitis B.

Methods: 36 patients with chronic hepatitis B were treated with

adefovir dipivoxil 10 mg/QD for 48 weeks.

Results: The level of serum HBV DNA load was 6.515 ± 1.203

copies log10/ml before the treatment of adefovir dipivoxil, and after

48-week adefovir dipivoxil treatment decreased to 3.502 ± 0.746

copies log10/ml(p=0.000). The level of serum alanine aminotrans-

ferase was 138.4 ± 104.7 U/L before the treatment of adefovir

dipivoxil, and after 48-week adefovir dipivoxil treatment decreased to

35.8 ± 31.2 U/L(p=0.000).

Conclusion: Treatment of adefovir dipivoxil for 48 weeks in patients

with chronic hepatitis B may improve the liver function and reduce

the HBV multiplication.
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Therapeutic effects of 52-week adefovir dipivoxil treatment
in 28 patients with hepatitis B virus related cirrhosis

Ying Yan, Li Mai, Wen-Xiong Xu, Ka Zhang, Zhan-Yi Li

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the clinical therapeutic effects of adefovir

dipivoxil treatment in patients with hepatitis B virus related cirrhosis.

Methods: 28 patients with hepatitis B virus related cirrhosis were

treated with adefovir dipivoxil 10 mg/QD for 52 weeks on the basis

of conventional therapy.

Results: The level of serum HBV DNA load was 5.610 ± 1.038

copies log10/ml before the treatment of adefovir dipivoxil, and after

52-week adefovir dipivoxil treatment decreased to 3.114 ± 0.683

copies log10/ml(p=0.000). The level of serum alanine aminotrans-

ferase was 78.5 ± 56.3 U/L before the treatment of adefovir

dipivoxil, and after 52-week adefovir dipivoxil treatment decreased to

38.3 ± 26.8 U/L(p=0.000). The level of serum albumin was

32.1 ± 11.6 g/L before the treatment of adefovir dipivoxil, and

after 52-week adefovir dipivoxil treatment rose to 37.5 ± 12.3 g/L

(p=0.000).

Conclusion: Treatment of adefovir dipivoxil for 52 weeks in patients

with hepatitis B virus related cirrhosis may improve the liver function

and reduce the HBV multiplication.
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HLA DRB1*07 causes persistent infection but protects
from cirrhosis and DQB1*0501 causes active disease
in chronic hepatitis B

Levent Doganay1,2, Ilyas Tuncer1, Arta Fejzullahu3, Feruze
Yilmaz Enc1, Oguzhan Ozturk1, Yasar Colak1, Celal Ulasoglu1,
Guralp Tasan1, Gizem Dinler3

1Gastroenterology, Medeniyet University,Goztepe Teaching and

Research Hospital, 2Gastroenterology, Umraniye Teahing and

Research Hospital, 3Molecular Biology and Genetics, Istanbul

Techinal University, Istanbul, Turkey

Aim: Chronic Hepatitis B is an immunologically driven disease.

Beside viral factors host immunity also affects the outcome. In

this study we aimed to investigate the effect of HLA DRB1

and DQB1 alleles on inactive stage and advanced stage of the

disease.

Methods: The patient records at single institution hepatology clinic

were reviewed. Local institution ethics committee approval was

taken. The patients’ demographic data, virologic parameters, treat-

ment status were noted. Blood samples were taken for host DNA

extraction. HLA DQB1 and DRB1 alleles were determined by

sequence-specific primers-polymerase chain reaction. The distribu-

tion of DQB1 and DRB1 alleles among cirrhotics vs non cirrhotics,

chronic active vs chronic inactive patients are analyzed.

Results: Three hundred twenty four patients were eligible for the

study. DQB1*0501 allele was more frequent in patients with active

disease compared to inactive patients (23% vs 10% p:0.02). HLA

DRB1*07 allele was more frequent in patients without cirrhosis

compared to the cirrhotic patients (10.5 % vs. 2.6% p:0.03). In 145

HBs Ag negative healthy controls only two had DRB1*07 allele and

compared to study group this difference was statistically significant

(1.4% vs 8.6% p:0.003). Older age (p \ 0.001) and male gender

(p:0.008) were the other variables significantly affecting cirrhosis

presence. When age, gender, HLA DRB1*07 and HBeAg status are

analyzed in multivariate logistic regression test, DRB1*07 remained

as a significant negative predictor of cirrhosis beside other factors

(p:0.03). Bioinformatics analysis revealed that polymorphic amino

acid sequence in DRB1*07 allele may alter interaction with T cell

recognition site.

Conclusion: Hepatitis B is an immunologically driven disease. It is a

clinical challenge to predict which patient will remain inactive or

culminate in cirrhosis. This study demonstrates that HLA alleles may

influence cirrhosis development and disease activity in Turkish

chronic hepatitis B patients.
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Elevated intrahepatic B-lymphocytes in association
with chronic active HBV infection

Ashraf Mohamadkhani1, Elnaz Naderi2, Masoud Sotoudeh2,
Shifte Abediyan2, Arezoo Estakhri2, Hossein Poustchi2,
Ghodratollah Montazeri2

1Digestive Disease Research Centre,, Tehran University of Medical

Science, 2Tehran University of Medical Sciences, Tehran, Iran

Background: Humoral immunity constitutes major defense mecha-

nism against viral infections, however the association of hepatic

injury and B-cells population in chronic hepatitis B virus (HBV)

carriers has not been studied well.

Methods: Fifty seven hepatitis B surface antigen-positive and HBeAg

negative patients were studied to determine the presence of CD20

B-cells marker on liver biopsy sections by using immunohistochem-

istry method. The patients’ clinical data at the time of liver biopsy

were acquired from their medical records.

Results: There was a significant association between log HBV DNA

with ALT and HIA total score (r = 0.36, p = 0.006 and r = 0.3,

p = 0.02). The CD20 was expressed in liver biopsies samples of all

patients that was significantly associated with HIA total score

(r = 0.32, p = 0.01) and stage of fibrosis (r = 0.31, p = 0.02).

Conclusion: B lymphocytes susceptible to hepatitis B virus proteins

and DNA might be implicated in the development of HBV-induced

hepatic injury. The present data also support that the liver is poten-

tially one of the secondary lymphoid organs.
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Serum hepatitis B surface antigen monitoring in lamivudine-
treated hepatitis B e antigen negative acute-on-chronic liver
failure

Jing Lai1, Xing-Fei Pan1, Jian-Yun Zhu1, Fan Zhang2, Lin Yang1

1The Third Affiliated Hospital,Sun Yat-Sen University, Guangzhou,
2The people hospital of Yangshan City, Yangshan, China

Background: The role of hepatitis B surface antigen (HBsAg)

measurement in lamivudine treatment in hepatitis B related acute-

on-chronic liver failure (ACLF) remains unclear. The aim of this

study is to retrospectively investigate the dynamics and clinical sig-

nificances of serum HBsAg level in hepatitis B e antigen (HBeAg)

negative ACLF patients treated with short-term lamivudine.

Methods: The data of 59 treatment-naı̈ve HBeAg-negative patients

with ACLF treated with 100 mg of lamivudine daily were collected

from January 2010 to July 2012. Serum HBsAg levels were measured

using electrochemical immunoassay (The Elecsys 2010, Roch diag-

nostics, Mannheim Germany) at baseline, before death (patients died

within 3 months), 3 months (patients survived over 3 months) during

treatment. The levels of HBsAg and 3-month survival rate were ana-

lyzed.Results Thirty-one patients survived over 3 months and twenty-

eight patients died within 3 months after lamivudine treatment, whose

pretreatment HBsAg levels were 6506 ± 3281 COI and 4747 ± 3311

COI respectively and the post-treatment HBsAg levels were

6459 ± 1983 COI and 3622 ± 3514 COI in sequence. The survival

group was significant higher than dead group in pretreatment, post-

treatment HBsAg level (all P \ 0.05). There were 33 patients with

pretreatment HBsAg levels above 4000 COI, whose pretreatment

HBsAg levels were 6226 ± 3427 COI and 3-month survival rate was

66.7 % (22/33). There were 26 patients with pretreatment HBsAg levels

below to 4000 COI, whose pretreatment HBsAg levels were

2104 ± 1133 COI. Their 3-month survival rate was 34.5% (9/26),

which was significantly lower than that of patients with pretreatment

HBsAg levels above 4000 COI (v2 = 5.991, P = 0.014).Conclusions

Changes in HBsAg level could be a useful parameter for assessing the

short-term outcome of lamivudine treatment in HBeAg-negative

ACLF.
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Comparison of the Abbott and Da-an real-time PCR assays
for quantitating hepatitis B virus DNA in serum

Qing Qiu1, Rui Li1, Xueen Liu1, Jianguo Yu2, Wen Yang2,
Wei zhang2, Yong An2, Tong Li1, Hui Zhuang1

1Dept. of Microbiology, Peking University Health Science Center,

Beijing, 2Department of Internal Medicine, Liver Disease Center, No.

88 Hospital of People’s Liberation Army, Taian, China

Objective: To compare the performance of the Da-an real-time HBV

DNA assay with the Abbott RealTime HBV assay for quantitation of

HBV DNA levels in serum samples.

Methods: A total of 180 clinical serum samples from patients with

chronic hepatitis B as well as HBV DNA standards were measured

using the Abbott and Da-an assays.

Results: The HBV DNA values measured by the Abbott or Da-an

assay were significantly correlated with the expected values of HBV

DNA standards (r = 0.999, P \ 0.001, for Abbott; r = 0.987,

P \ 0.001, for Da-an). A Bland-Altman plot showed a good agree-

ment between these two assays in detecting HBV DNA standards.

Among the 180 clinical serum samples, 126 samples were quantifi-

able by both assays. Fifty two samples were detectable by the Abbott

assay but below the detection limit of the Da-an assay. Moreover,

HBV DNA levels measured by the Abbott assay were significantly

higher than that of the Da-an assay (6.23 ± 1.76 vs. 5.46 ± 1.55 log

IU/ml, P \ 0.001, for 126 paired samples). 91.3 % (115/126) of

specimens tested with both assays were within difference

mean ± 1.96SD of HBV DNA levels. A positive correlation was

observed between HBV DNA concentrations determined by the two

assays in 126 paired samples (r = 0.648, P \ 0.001).

Conclusion: There were a strong correlation and a good agreement

between HBV DNA levels quantitated with the Abbott and Da-an

assays. The Da-an real-time PCR assay presented lower sensitivity

and a narrower linear range as compared to the Abbott assay, and

needs to be improved further.
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Weeks TDF treatment results in potent viral suppression
and a favorable safety profile in chinese chronic hepatitis B
patients

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, Yuan Ji23, Jie Dong24, Jie Li24
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Center, Shanghai, 22The First Affiliated Hospital with Nanjing

Medical University, Nanjing, 23Zhongshan Hospital, Fudan

University, 24GlaxoSmithKline R&D China, Shanghai, China

Background/Aims: Tenofovir disoproxil fumarate (TDF) has dem-

onstrated long-term efficacy and a high resistance barrier in multiple

CHB populations outside of China. This Phase III study was intended

to provide efficacy and safety data of TDF in Chinese CHB patients to

support a CHB treatment indication in China.

Methods: This was a multi-centre, double-blind, randomized, and con-

trolled study to evaluate the efficacy and safety of TDF 300 mg QD versus

adefovir (ADV) 10 mg QD in Chinese subjects with CHB. HBeAg-

positive and negative subjects with HBV DNA C 105 copies/mL were

eligible. 509 subjects (202 HBeAg positive and 307 HBeAg negative

subjects) were randomized 1:1 to receive either TDF or ADV. The

majority of subjects (95.5%) were treatment naı̈ve. The primary end-

point was the proportion of subjects with serum HBV DNA \ 400

copies/mL (Cobas Taqman) at Week 48. Serologic, biochemical,

safety, and resistance mutations were monitored throughout the study.

Results: At Week 48, TDF demonstrated superior virologic suppression

compared to ADV in both HBeAg positive (76.7% vs. 18.2%, p \ 0.001)

and HBeAg negative (96.8% vs. 71.2%, p \ 0.001) subjects. The

majority of subjects achieved alanine aminotransferase normalization

across both treatment arms ([ 85%). More subjects on TDF experienced

HBeAg seroconversion compared to ADV (15.5% vs. 9.1%, p = 0.16),

but this difference was not statistically significant at Week 48. No patient

experienced HBsAg loss/seroconversion. No TDF resistance was

observed. Adverse events were comparable between both treatments.

The most frequently observed adverse events in the TDF (n = 21; 8.2%)

and ADF (n = 17; 6.7%) arms were upper respiratory infection.

Conclusions: At Week 48, TDF demonstrated high potency and a

favorable safety profile in Chinese CHB patients. No TDF resistance

was observed.
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rtM204Q may serve as a novel lamivudine- and telbivudine-
resistance-associated mutation of hepatitis B virus

Yan Liu, Zhihui Xu, Yan Wang, Li Chen, Xiaodong Li,
Xiao Wang, Shaojie Xin, Dongping Xu

Institute of Infectious Diseases/Liver Failure Medical Center, Beijing

302 Hospital, Beijing, China

Background/Aims: Lamivudine (LAM) and telbivudine (LdT) are

still widely used for anti-HBV therapy in China. The study aims to

clarify whether a newly-found rtM204Q variant from patients is

associated with drug resistance.

Methods: HBV complete reverse-transcriptase region was screened by

direct PCR sequencing and verified by clonal sequencing (C 20 clones/

sample) when necessary. Phenotypic analysis of drug resistance was

performed with HBV genome obtained from one representative patient

who experienced LAM treatment with virologic breakthrough. Repli-

cation-competent plasmids pTriEx-M204Q, pTriEx-M204I, and

pTriEx-wt containing individual 1.1-ploid viral genome were con-

structed and transfected into HepG2 cells which were cultured with or

without serially diluted antiviral drugs. Intracellular HBV replicative

intermediates were quantitatively determined for calculating the 50%

effective concentration of drug.

Results: rtM204Q variant was detected in 7 LAM-refractory and 3

LdT-refractory patients’ samples in the 12,000 samples. By contrast,

rtM204I/rtM204 V was detected in 2,502 samples. The rtM204Q was

detected either alone or in concomitance with rtM204I/rtM204 V, and

was accompanied with virologic breakthrough. Clonal sequencing

analysis of the variants from the representative patient0s sample

revealed four mutants, i.e., rtM204Q (11/37), rtA181T (10/37),

rtM204I (2/37), and rtA181T + M204Q (1/37), in addition to wild-

type strain (13/37). The relative replication capacities of rtM204Q,

rtA181T, rtM204I, and rtA181T + M204Q strains were 90.0%,

55.8%, 46.3%, and 34.4% respectively compared to that of wild-type

strain in the absence of drugs. Phenotypic analysis of drug-resistance

showed that rtM204Q and rtM204I strains had 75.7- and 1,395-fold

decrease of susceptibility to LAM compared to wild-type strain. Both

mutant strains remained susceptible to adefovir, entecavir and

tenofovir.

Conclusion: Although rtM204Q mutation emerged infrequently in

clinic, it conferred a significant decreased susceptibility to LAM with

competitive replication capacity in vitro and associated with virologic

breakthrough during LAM/LdT treatment in vivo. These results

suggest that rtM204Q may serve as a novel LAM- and LdT-resis-

tance-associated mutation of HBV.
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Non-invasive tests for the evaluation of fibrosis in patients
with chronic hepatitis B infection

Gaye Usluer1, Ilhan Ozgunes1, Deniz Ozkaya2, Esma Yuksel2,
Huseyin Tarakci3, Banu Karaca3, Nesrin Turker4, Serap Ural4,
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1Department of Infectious Diseases and Clinical Microbiology,

Eskisehir Osmangazi University Faculty of Medicine, Eskisehir,
2Department of Infectious Diseases and Clinical Microbiology, Izmir

Karsiyaka State Hospital, 3Department of Infectious Diseases and

Clinical Microbiology, Izmir Metropolitan Municipality Esrefpasa

Hospital, 4Department of Infectious Diseases and Clinical

Microbiology, Izmir Ataturk Training and Research Hospital, Izmir,
5Department of Infectious Diseases and Clinical Microbiology, Adana

Numune Training and Research Hospital, Adana, 6Department of

Infectious Diseases and Clinical Microbiology, Eskisehir Yunus Emre

State Hospital, Eskisehir, Turkey

Background: Liver biopsy plays a crucial role in the decision of

initiating the treatment of chronic hepatitis B infection. Liver biopsy

is an invasive method that is not performed in all patients with chronic

hepatitis B and also fibrosis may not be evaluated accurately due to

insufficient or inappropriate sampling. Non-invasive tests (NITs) with

good reliability and validity are needed for the evaluation of patients

with CHB.
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Methods: In the present study, liver biopsies were obtained from 159

CHB patients for histological examination. NITs based on biochem-

ical markers were evaluated for the prediction of fibrosis. The NITs

included the following: (AST)/ (ALT) ratio (AAR); cirrhosis dis-

criminant score (CDS), platelet count score + AAR + INR score;

age-platelet count index (API); platelet count; Pohl score (AAR C 1

and platelet count \ 150 = positive); APRI, ([AST / NUS] / platelet

count) x 100; Goteborg University cirrhosis index (GUCI), (AST x

INR x 100) / platelet count; Fibrotest, a2-macroglobulin, apolipo-

protein A1, haptoglobin, GGT, and total bilirubin; FIB4, (age x AST)

/ (platelet x ALT�); and Actitest, a2-macroglobulin, apoliprotein A1,

haptoglobin,GGT, total bilirubin, and ALT.

Results: A statistically significant positive correlation was found

between the Ishak HAI (histology activity index) scores and the

Fibrotest, Actitest, GUCI, API, FIB4, and APRI (API, p = 0.012;

others, p \ 0.001). The correlation between Ishak fibrosis scores and

the Fibrotest and Actitest levels were statistically significant (both

p \ 0.001).

Conclusion: We demonstrated that the correlation between Ishak

fibrosis scores and Fibrotest and Actitest levels was statistically

significant.
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Analysis of fungal infection in acute-on-chronic hepatic failure
patients

Zhanyi li, Zhanlian huang, Xinhua li, Qinxian cai, Zhixin zhao

The third affiliated hospital of Sun Yat-sen University, guangzhou,

China

Background: Although the new antifungal drugs have been devel-

oped to increase treatment options to improve the clinical outcome,

the overall mortality of the patients with fungal infection remains

high. Fungal infections in acute-on-chronic hepatic failure patients are

the subject of increasing clinical attention. This study is to investigate

the clinical characteristic of fungal infection in acute-on-chronic

hepatic failure patients.

Methods: 648 hospitalized patients of acute-on-chronic hepatic fail-

ure who were treated in our hospital between 2009-2011 were

reviewed to find out the the incidence of fungal infection, affected

site, and pathogens. ResuIts: 168 patients had fungal infection(both

community acquired and nosocomial infection), the incidence was

25.9%, in which community acquired infection was 16.7%(28/168)

and the nosocomial infection was 83.3%(140/168). According to the

affected site, upper respiratory tract accounted for 12.4%, lower

respiratory tract and digestive tract accounted for 41.8%, and

abdominal cavity accounted for 0.8%, the infection rate of biliary

tract and urinary tract was 1.2% respectively. According to the

pathogens, Candida albicans was 57.4% and Candida glabrata was

29.1% of the fungal infection. The mortality of acute-on-chronic

hepatic failure patients with fungal infection was 72.0%(the mortality

of community acquired cases was 64.3%, and of nosocomial infection

was 74.3%,v2 = 1.17, p [ 0.05), and the mortality of acute-on-

chronic hepatic failure patients without fungal infection was 53.7%,

(v2 = 10.91,p \ 0.01).

Conclusion: Acute-on-chronic hepatic failure patients are susceptible

to fungal infection, especially the nosocomial fungal infection. The

commonest affected site were lower respiratory tract and digestive

tract, when the commonest fungal pathogens was Candida albi-

cans.The mortality of the group which was infected by fungus was

higher than that was not.But there is no difference in mortality

between the community acquired infection and the nosocomial

infection.
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Hepatocellular carcinoma risk in HBeAg-negative patients
with cirrhosis treated with entecavir or lamivudine: Results
of the nationwide HepNet.Greece cohort study
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Touloumi3, Georgia Nikolopoulou4, Maria Raptopoulou-Gigi5,
Charalambos Gogos6, Irene Vafiadis-Zouboulis7, Demetrios
Karamanolis8, Athina Chouta9, Anastasios Ilias10, Christos
Drakoulis11, Konstantinos Mimidis12, Ioannis Ketikoglou13,
Emanuel Manesis14, Maria Mela15, Grigorios Hatzis16,
George N. Dalekos17, HepNet.Greece Study Group
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Statistics, Athens University Medical School, 4Viral Hepatitis
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Hospital, Thessaloniki, 112nd Department of Internal Medicine,,
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Background/Aims: Hepatocellularcarcinoma(HCC)maystilldevelop

inpatientsstartingwithlamivudine,whiletheHCCratesinpatientsunder

newer antivirals are unclear. We estimated the incidence and evaluated

predictors of HCC in a large nationwide prospective cohort (Hep-

Net.Greece) of HBeAg-negative cirrhotic patients who started oral

antiviraltherapywithentecavirorlamivudine.

Methods: We included 285 adult HBeAg-negative cirrhotics

(age:59 ± 11 years, males:76%) who were treated with entecavir

(n = 69) or lamivudine (n = 216) for C 12 months and had no HCC

during the first 6 months of therapy. Cirrhosis was compensated in 216

and decompensated in 70 patients (entecavir:55/14, lamivudine:160/56,

P = 0.434). All patients who started with entecavir remained on ente-

cavir monotherapy and 67/69 (97%) achieved and maintained

virological remission. Of the 216 patients who started with lamivudine,

147 (68%) had virological no response or breakthrough and 78 of them

received a rescue therapy. The mean follow-up was 48 ± 24 months

(entecavir:43 ± 18, lamivudine:49 ± 28, P = 0.106).

Results: HCC developed in 25/285 (8.8%) patients or 3/69 (4.3%)

entecavir and 22/216 (10.2%) lamivudine treated patients

(P = 0.212). The 1-, 2-, 3- and 4-year cumulative HCC incidence was

0%, 4%, 4% and 4% for entecavir and 2%, 5%, 8% and 9% for

lamivudine treated patients, respectively (P = 0.582, log-rank). The

probability of HCC was higher in older patients [HR per year:1.08

(95% CI:1.03-1.12), P = 0.001], but it was not significantly associ-

ated with gender, baseline ALT and HBV DNA levels, presence of

decompensated cirrhosis or induction and maintenance of virological

response.
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Conclusions: The HCC risk remains increased in all HBeAg-negative

patients with cirrhosis treated with oral antivirals and it is strongly

associated with older age. Despite the higher potency and the better

virological remission rates, entecavir therapy does not seem to sig-

nificantly reduce the HCC risk, compared to patients starting

treatment with lamivudine, at least during the first 4-5 years of

therapy.
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Characterization of a novel ADV-resistance-associated variant
rtN236 V in two patients with chronic hepatitis B

Yan Liu, Xiao Wang, Lanlan Si, Li Chen, Zengtao Yao,
Shaojie Xin, Dongping Xu

Institute of Infectious Diseases/Liver Failure Medical Center, Beijing

302 Hospital, Beijing, China

Background/Aim: Classic adefovir dipivoxil (ADV)-resistant muta-

tions of HBV are rtA181 V and rtN236T. The study aims to clarify

whether a newly-found substitution rtN236 V from two ADV-

refractory patients is associated with drug resistance.

Methods: HBV complete reverse-transcriptase region was amplified

by nested PCR and cloned into pGEM-Teasy vector for sequence

analysis. Replication-competent wild-type and mutant HBV genomic

amplicons were constructed, transfected into HepG2 cells and cul-

tured in the presence or absence of serially-diluted nucleos(t)ide

analogs. Viral replication capacity was determined by measuring

supernatant HBV DNA using quantitative PCR and intracellular HBV

replicative intermediates using Southern blotting.

Results: The two patients experienced de novo ADV monotherapy for

22- and 38-months respectively and both developed virologic and bio-

chemical breakthrough at the time of sampling. In patient 1 (P1), a HBV

strain with novel mutant rtN236 V was detected as dominant strain,

concomitant with rtN236T, rtA181 V + N236 V, and wild-type strains.

In patient 2 (P2), rtN236 V was detected as dominant strain, too, con-

comitant with rtN236T and wild-type strains. Viral replication capacity

analysis showed that replication capacity of wild-type strain (100%) [
rtN236T strains (P1, 89.43%; P2, 84.76%) [ rtN236 V strains (P1,

83.60%; P2, 80.02%) [ rtA181 V + N236 V strain (P1, 75.44%) in the

absence of antivirals. Compared with wild-type strain, rtN236 V mutants

from P1 and P2 decreased 3.10-fold and 3.90-fold, and rtN236T mutant

decreased 4.75-fold and 4.50-fold susceptibility to ADV respectively

in vitro. The rtA181 V + N236 V mutant from P1 decreased 5.10-fold

susceptibility to ADV. By contrast, all mutants remained susceptible to

lamivudine, entecavir and tenofovir. In clinical practice, switching-to

ETV suppressed HBV DNA to an undetectable level and normalized

ALT level for both patients.

Conclusion: The rtN236 V was detected from more than one ADV-

resistant patients with virologic breakthrough and the mutant had

significantly decreased susceptibility to ADV. The evidence conferred

rtN236 V as a novel ADV-resistance-associated mutation.
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Adefovir dipivoxil induce Fanconi syndrome: preventable
and reverseable?

Hong zhao, Jun li, Gen-Shan tian

Peking University First Hospital, beijing, China

Objective: Adefovir dipivoxil (10 mg/d, ADV) is one of orally-

administered nucleotide analogs for chronic hepatitis B virus (CHB)

infection. Few case reports addressed that ADV can cause Fanconi

syndrome (FS) in CHB patients. The prognosis of ADV-induced FS in

CHB patients is unclear. In order to avoid misdiagnosis/missed

diagnosis, we did a retrospectively analysis of ADV-induced FS.

Methods: We retrieved 18 cases diagnosed as ADV-induced FS

published before November, 2012 in Pubmed, Wanfang database, and

Chinese Net. Together with 2 cases in our own center, we summa-

rized the clinical characterizes of ADV-induced FS and focused on

the recovery of the kidney function.

Results: There were 19 Asian patients, 14 male, at the mean age of

50.6-year old. Sixteen out of 20 patients had visited department of

rheumatology, orthopedics, endocrine, and renal in order to deter-

mining the reason for ‘bone pain’ or ‘decreased serum phosphate’. All

of them did a variety of examinations (such as PET-CT, MRI, etc.),

including invasive exam such as bone marrow puncture, renal punc-

ture, and liver biopsy. Some of them even received cytotoxic drugs

and corticosteroids. The average time of taking ADV was

45.5 ± 25 months and the serum phosphate decreased significantly

(0.5 ± 0.14 mmol/L). Seventeen patients stopped ADV after clari-

fying the diagnosis. ‘Bone pain’ was the first disappeared symptom

(median 0.5 * 4 months). Serum phosphate needed 1-6 months of

recovery, while alkaline phosphatase could continue to rise after

withdrawal. Renal function can recover after discontinue ADV ther-

apy, apart the renal transplant recipient.

Conclusion: Adefovir dipivoxil 10 mg/d could induce Fanconi syn-

drome in treating patients with CHB, especially those already had

kidney diseases. Regularly monitoring patients’ serum phosphate and

renal function could avoid ADV-induced FS. Recognizing the charac-

teristic of ADV-induced FS and promptly withdrawal ADV could

recover patients impaired renal proximal tubular reabsorption function.
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No resistance was reported in combination of clevudine
with adefovir during 2 years in chronic hepatitis B patients

Byung Chul Yoo1, Won Young Tak2, Jin Mo Yang3,
Byung Ik Kim4, Soon Koo Baik5, Gab Jin Cheon6,
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1Samsung Medical Center, Sungkyunkwan University School of

Medicine, Seoul, 2Kyungpook National University Hospital, Daegu,
3The Catholic University of Korea, St. Vincent’s Hospital, Suwon,
4Kangbook Samsung Hospital, Sungkyunkwan University School

of Medicine, Seoul, 5Yonsei University Wonju College of Medicine,

Wonju, 6GangNeung Asan Hospital, University of Ulsan College

of Medicine, GangNeung, 7Korea University Medical Center,
8Yonsei University College of Medicine, Seoul, Republic of Korea

Background: Clevudine 30 mg showed potent antiviral activity with

a marked post-treatment antiviral effect. However, long-term treat-

ment with clevudine monotherapy induced resistance and myopathy

in some cases. The objective of this study is to evaluate the resistance

rate and myopathy incidence of combination with clevudine and

adefovir compared to clevudine monotherapy.

Methods: The 74 patients were randomized to one of combination of

clevudine 20 mg and adefovir 10 mg, clevudine 20 mg or clevudine

30 mg and treated for 2 years. Viral kinetics for 24 weeks, virological

response (VR; HBV DNA \ 300 copies/ml), and biochemical

response (BR; normal ALT) were assessed.

Results: There was no difference in baseline characteristics among 3

groups. Viral kinetics study did not show a statistically significant
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difference among 3 groups during 24 weeks. The proportion of patients

with VR was 95% in the combination group with a statistically signif-

icant difference compared to clevudine 30 mg (67%) and clevudine

20 mg (71%) (p = 0.0376). BR rates were similar in 3 groups

(78-94%). No resistance was reported in combination group, while 20%

of patients treated with clevudine 30 mg or 20 mg reported resistance

during 2 years. Muscle related symptoms such as myalgia(1 in clevu-

dine 30 mg, 1 in combination group), muscle weakness(1 in clevudine

30 mg, 2 in clevudine 20 mg) were reported in 5 patients (7%) in this

study, of which 3 patients discontinued the study.

Conclusion: Combination of clevudine and adefovir produced very

potent anti-viral activity together with good resistance profile com-

pared to clevudine mono-therapy.
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Two-year efficacy of entecavir, telbivudine for the treatment
of HBV-related liver compensated cirrhosis

Zhang shaoquan, Mai Li, Cao Huijuan
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Sun Yat-sen University, Guangzhou City, China

Objective: To compare antiviral effects of entecavir,Telbivudine in

patients with HBV-related liver compensated cirrhosis patients after

2 years of treatment.

Methods: Totally 28 treatment-naive patients with HBV-related liver

compensated cirrhosis were treated with Telbivudine 600 mg once

daily,The other 26 with Entecavir 0.5 mg once daily. Alanine ami-

notransferase(ALT),HBV DNA and Creatine kinase(CK) were

detected and analyzed at three-month interval.

Results: The baseline characteristics of the two groups were comparable

by age,gender,ALT,CKand HBV DNA.There was no significant differ-

ence in ALT normalization after one -year and two-year treatment.The

2-yearHBV DNA undetectable(\500 IU/mL)rate and median reductions

were 53.6%and 5.2 lg in the group with Telbivudine treatment,96.2% and

5.4 lg with Entecavir. And the 2-year HBV DNA undetectable rate with

Telbivudine was lower than Entecavir(P\0.001).The CK levels elevatory

rates were 35.7% and 15.3%,two groups were not different.And No one

CK level was more than seven times normal.

Conclusion: If the HBV-related Liver Compensated Cirrhosis

patients treat with entecavir,he will gain better virological response.

Topic: 8.b Clinical

Absno: 2748

Discussion on the therapeutic efficacy of entecavir treatment
on acute-on-chronic hepatitis B liver failure patients

Ying Yan1, Li Mai1, He-Hui Chen2, Wen-Xiong Xu1, Zhan-Yi Li1
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Affiliated Hospital of Sun Yat-sen University, Guangzhou, China

Objectives: To explore if the treatment of internal general treatment

added entecavir can improve the survival rate of acute-on-chronic

hepatitis B liver failure patients.

Methods: 93 acute-on-chronic liver failure hepatitis B patients trea-

ted with internal general treatment added entecavir, and 95 cases only

treated with internal general treatment. The HBV-DNA loads and

survival rate of the two groups were observed and compared.

Results: HBV-DNA load decreased 3.167 ± 1.904 copies log10/ml

in the entecavir group, while the contrast group was 1.510 ± 1.843

copies log10/ml (t = 2.613,p=0.006). The survival rate of the ente-

cavir group was 53.76% (50/93), and the contrast group was 36.84%

(35/95) (v2 = 5.432,p=0.020).

Conclusions: The treatment of internal general treatment added

entecavir can improve the survival rate of acute-on-chronic hepatitis

B liver failure.
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Expresssion features of HBV antigens in the liver tissue
of chronic hepatitis B and its clinical significance
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Objectives: To investigate the expression features of HBsAg and

HBcAg in the liver tissue of chronic hepatitis B patients and discuss

its clinical significance.

Methods: 229 cases of chronic hepatitis B received liver puncture

and the expression level of HBsAg and HBcAg in the liver tissue

were detected, so did the serum HBV DNA loads. And the relation-

ship between the expression level of HBsAg and HBcAg in the liver

tissue and liver tissue inflammation grading, fibrosis staging and the

serum HBV DNA loads were analyzed.

Results: The expression level of HBsAg and HBcAg in the liver

tissue was not related to the serum HBV DNA loads(P[0.05). The

expression level of HBsAg in the liver tissue was not related to the

liver tissue inflammation grading(r=0.079,P=0.085)or fibrosis stag-

ing(r=0.065,P=0.210). The expression level of HBcAg in the liver

tissue was not related to the liver tissue inflammation grading

(r=-0.106,P=0.054)or fibrosis staging(r=-0.053,P=0.308).

Conclusion: The expression level of HBsAg and HBcAg in the liver

tissue was not related to the serum HBV DNA loads and histopath-

ologic changes in the liver tissue.
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Telbivudine on glomerular filtration rate in patients
with chronic hepatitis B
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Objective: Decrease of estimated glomerular filtration rate (eGFR)

has been widely reported in chronic hepatitis B (CHB) patients

receiving nucleotides analogues. To investigate the effects of tel-

bivudine treatment on eGRR in patients with CHB, and analyze

correlated factors.

Methods: A total of 58 CHB patients who visited our Clinics between

Oct. 2008 and Dec. 2011, were retrospectively analyzed. All patients

presented the indications for antiviral therapy (for HBeAg-positive

patients HBV DNA C 105 copies/ml and for HBeAg-negative patients,

HBV DNA C 104 copies/ml; and all with ALT C 29ULN) (China

Guidelines 2010). Patients with decompensated CHB, cirrhosis,
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hypertension, diabetes, renal dysfunction, malignant tumors and met-

abolic diseases were excluded. All patients received telbivudine

600 mg QD for 52 weeks. Changes of eGFR using Modification of Diet

in Renal Disease (MDRD) formula, association between e GFR changes

HBV DNA levels, ALT and HBeAg was also analyzed.

Results: At baseline mean age was 32 years (range: 19 to 60 years).

82.75% were male, 84.4% were positive for HBeAg, ALT

was 140.98 ± 123.30 IU/L, serum HBV DNA was 8.88 ± 1.50 Log

copies/mL, serum creatinine (SrCreat) was 69.67 ± 11.50 lmol/L

(enzymic method) and eGFR was 118.27 ± 19.29 ml/min/1.73 m2.

After 52 weeks of treatment, rates of HBV DNA undetectable with PCR,

HBeAg loss, HBeAg seroconversion and ALT normalizations were 76%,

25%, 16.7% and 76%, respectively. SrCreat declined to 64.47 ± 11.07

lmol/L (p\0.05), and eGFR increased to 130.1 ± 24.32 ml/min/

1.73 m2 (p = 0.01). Maximal increases in eGFR were observed in 3

patients with eGFR less than 90 ml/min/1.73 m2 at baseline. Upon fur-

ther multivariate linear regression analysis, improvement of eGFR

correlated with changes of SrCreat. No correlation was observed with

undetectable HBV DNA, normalized ALT, HBeAg seroconversion and

AST or creatinine kinase (CK) levels changes (p[0.05).

Conclusion: Treatment with telbivudine in CHB is associated with

increase of eGFR, independent of viral suppression and ALT

normalization.
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Population-based investigation of HBV entecavir resistance
in Chinese patients with chronic HBV infection
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Background/Aim: HBV entecavir (ETV) resistance is rare in treat-

ment-naive patients, but it is likely to develop in lamivudine-resistant

patients. The study aimed to investigate HBV ETV resistance profile

of Chinese patients in clinical practice.

Methods: Serum samples from 18,419 patients collected from July

2007 to June 2012 in Beijing 302 Hospital were screened. Genotypic

resistance was detected by direct PCR sequencing of viral reverse-

transcriptase (RT) gene and confirmed by clonal sequencing if nec-

essary. Phenotypic resistance was analyzed by comparatively

measuring HBV replication capacity under drug pressure in HepG2

cells that had been transfected by pTriEx-HBV-1.1 vector containing

mutant or wild-type RT gene.

Results: ETV-resistant mutations were detected from 646 samples

and the incidence had been increased in the past five years (1.91%,

2.23%, 3.54%, 3.96%, and 4.77%). Mutational pattern analysis

showed that concomitant with rtM204 V/rtM204I, mutations at rt184,

rt202, rt250, and two of rt184/rt202/rt250 sites were 57.4%, 22.4%

and 14.1%, and 6.1%, respectively. Notably, 19.0% (123/646) of

ETV-resistant samples harbored rtM204I ± L80I/L180 M-containing

pattern rather than classic rtL180 M + M204 V-containing pattern.

Among them 44 samples only harbored two resistant mutations

(rtM204I + T184I x 39, rtM204I + M250I x 5). All ETV-resistant

strains exhibited varied lower natural replication capacity compared

to wild-type strains in vitro. Usually ETV susceptibility of

rtL180 M + M204 V-containing mutants was lower than rtM204I-

containing mutants. Replication of all tested ETV-resistant strains

could be effectively suppressed by tenofovir and adefovir in vitro. In

clinical practice, adding-on adefovir was more efficacious than

switching-to adefovir as a rescue therapy for ETV-resistant patients.

Conclusions: The occurrence of ETV-resistant HBV infection kept

growing in the past five years in Chinese patients. ETV-resistant

mutational pattern diversified and rtM204I-containing ETV-resistant

strains occupied near 1/5 of the patients. ETV-resistant strains could

be suppressed by tenofovir or adefovir in vitro; and currently, adding-

on adefovir was a practical rescue therapy in clinical practice in

China.
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Background: Patients with acute-on-chronic liver failure(ACLF)

have serious inflammation and immunity disorders. Interleukin-33

(IL-33), a member of the IL-1 cytokine family, and Soluble ST2

(sST2), a decoy receptor, play important roles in inflammatory re-

spondes and immunity. The aim of our study was to assess the plasma

levels of IL-33 and sST2 in patients with acute-on-chronic hepatitis B

liver failure (ACHBLF) and the correlations with severity and mo-

tality of the disease.

Methods: 68 patients with ACHBLF in our department were studied.

ACHBLF was defined as the acute hepatic function deterioration in a

patient with previous chronic hepatitis B, with development of

jaundice (total bilirubin, TB, [ 10 9 ULN (upper limit of normal)),

low prothrombin activity (PTA,\40%). Blood samples were obtained

on admission day, plasma were prepared and stored at - 80�C. IL-33

and sST2 concentrations were measured by commercial enzyme

linked immunosorbent assay (ELISA) kits.

Results: ACHBLF patients with hepatic encephalopathy(HE) had

higher sST2 levels(1594.44, 646.65-2353.08 ng/ml) than non-HE

grough(678.5, 328.06-1056.82 ng/ml, P = 0.000). In ACHBLF

patients, sST2 levels correlated with white blood cell(WBC)

count(P = 0.000, r = 0.592), PTA(P = 0.035, r = -0.225), MELD

score(P = 0.009, r = 0.278).Exacerbation group had higher plasma

concentrations of sST2(1526.74, 730.28-2050.42 ng/ml) than remis-

sion group(578.95, 347.97-1024.97 ng/ml, P = 0.002). Plasma IL-33

levels only correlated with PTA(P = 0.035, r = -0.225).

Conclusions: Our data indicate that the concentrations of plasma

sST2 are significantly correlated with severity and prognosis of

ACHBLF patients. sST2 maybe a pathogenic factor contributing to

ACHBLF.
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Objective: Hepatitis B virus (HBV) and hepatitis C virus (HCV)

affects millions worldwide and has been found with increasing fre-

quency in couples presenting for infertility work ups. Several studies

suggest that HCV and HBV infections influence spermatogenesis and

semen quality. We hypothesize that HBV and HCV adversely affects

fertility and would have a higher prevalence in our population com-

pared to the general population. We also compared seminal

parameters in men with HBV and HCV to aged matched controls.

Methods: We performed a retrospective chart review of all new

patients (n = 923) seen at the Center for Human Reproduction from

January 2011 to December 2011. Data collected included demo-

graphics, socioeconomic status, BMI, smoking status, hepatitis

diagnosis in both partners, and HIV status. Semen was analyzed for

volume, count, motility, progression, white blood cells, and mor-

phology. HIV positive patients were excluded. Data was analyzed

with 2-way ANOVA or non-parametric tests.

Results: The prevalence of HBV/HCV was 3.19% (n = 28) in our

infertile population. The prevalence of HBV infection was 1.02%

compared to the published US national HBV prevalence rate of 0.2%.

The prevalence of HCV was 2.17% in our patients compared to the

US prevalence of 1.8%. Demographics, socioeconomic status, and

smoking were not significantly different between the infected and

noninfected groups. Data comparing the semen analysis of infected

men to age matched controls was not significant.

Conclusion: The prevalence of HBV was approximately 5X higher in

our patient population compared to the national average. This sup-

ports our hypothesis that HBV may adversely affect fertility rates.

The prevalence of HCV did not differ significantly compared to the

national prevalence. The data on semen suggests that HCV and HBV

do not have an adverse affect on sperm quality. Future studies are

needed to investigate the effect of hepatitis B virus on fertility.
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Background/Aims: HBV covalently closed circular DNA (cccDNA)

is the original template for viral replication and plays an important

role in the persistence of HBV infection. However, one obstacle for

study of HBV cccDNA is the requirement for liver biopsies. This

study aimed to investigate the relationship between intrahepatic HBV

cccDNA and serum HBV markers in the natural course of chronic

HBV infection.

Methods: A total of 103 treatment-naive HBV-infected subjects were

enrolled, including 10 subjects at immune tolerance phase, 59 at low

replication phase, 8 at reactivation phase, and 26 at immune elimination

phase. Serum HBsAg was measured using Abbott chemiluminescence

reagent. Serum HBV DNA was measured using real-time PCR. For

quantitation of intrahepatic cccDNA, plasmid-safe ATP-dependent

DNase-treated samples were subjected to rolling circle amplification

prior to real-time PCR mediated by cccDNA-selective primers. Human

beta-actin gene was used as a reference control.

Results: Intrahepatic cccDNA level was positively correlated with

serum HBsAg level in patients at immune elimination phase

(r = 0.333,p = 0.012). No significant correlation was observed for

these two parameters in patients at the other 3 phases (immune tolerance

phase, r = 0.209, p = 0.563; low replication phase, r = 0.492,

p = 0.262; reactivation phase, r = 0.085, p = 0.721). In addition,

intrahepatic cccDNA level was correlated with serum HBV DNA level

only in patients at low replication phase (r = -0.951, p = 0.013). No

significant correlation was observed between intrahepatic cccDNA

level and serum ALT level or HBeAg level in subjects at any of the four

phases.

Conclusion: In the natural course of HBV infection, serum HBsAg

and serum HBV DNA could serve as a surrogate marker for intra-

hepatic cccDNA in subjects at immune elimination phase and low

replicative phase, respectively.
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Beijing 302 Hospital, Beijing, China

Background/Aim: The study was to evaluate risk factors associated

with the development of HBV drug-resistant mutations in nucle-

os(t)ide analog (NA)-experienced Chinese patients with chronic

hepatitis B (CHB).

Methods: A total of 828 CHB patients were included in this study.

HBV drug-resistant mutations on reverse-transcriptase region of viral

polymerase gene were detected using a high-sensitive direct PCR

sequencing assay. The related clinical data were retrospectively col-

lected. Logistic regression was used to analyze the risk factors and to

estimate the odds ratio, which included factors of sex, age, progres-

sion of liver disease, HBV genotype, HBeAg status, different NAs

(LAM, ADV, ETV monotherapy and de novo combination of LAM

and ADV), concurrent serum HBV DNA level, ALT level, AST level

and TBil level.

Results: Various drug-resistant mutations were detected in the 250

patients. Four factors were selected by logistic regression, which were:

age [odds ratio (OR) 1.585, 95% confidence interval (CI) 1.182-1.999,

P = 0.001], HBeAg status [OR (negativity/positivity) 1.775, 95% CI

1.121-2.351, P = 0.005], serum HBV DNA level (OR 1.369, 95% CI

1.196-1.865, P = 0.010), and monotherapy with different NAs. In

contrast to entecavir monotherapy, higher risks of viral genotypic

resistance were presented in LAM monotherapy (OR 12.593, 95% CI

3.736-41.625, P \ 0.001) and ADV monotherapy (OR 3.737, 95% CI

1.146-10.918, P \ 0.001); but similar risk was presented in de novo
combination of LAM and ADV (OR 1.154, 95% CI 0.233-5.463,

P = 0.73).

Conclusions: Older age, HBeAg negativity, higher serum HBV DNA

level and monotherapy of lower genetic resistant barrier NAs are

associated with a higher risk of development of HBV drug-resistant

mutations for NA-treated patients.
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Korea University Medical Center, Ansan-si, Republic of Korea

Background and aim: Data on the management of adefovir (ADV)

resistance was limited currently. The aim of this study was to

investigate the treatment outcome of rescue therapy in ADV resistant

patients.

Methods: Sixty-four adult CHB patients with documented presence

of genotypic resistance mutations to ADV from October 2006 to July

2012 were included in this study. ADV resistant patients were treated

with rescue therapy for at least 6 months. Most of the patients had

LAM-resistant mutation.

Results: Fifty-eight patients were included in this study finally.

Thirty-four patients were treated with combination therapy of LAM

plus ADV (LAM + ADV group) and twenty-four patients were

treated with ETV based therapy (ETV ± ADV group). Treatment

response was compared at 3 month intervals up to 12 months. There

was no significant difference between treatment groups. The cumu-

lative rate of CVR was 17.2%, 27.8%, 29.3%, 29.3% at 3, 6, 9,

12 months after rescue therapy. When analyzed on intention-to-treat

basis of complete virologic response at 12 months, the cumulative

response rate were 17.8% in LAM + ADV combination group and

45.8% with ETV ± ADV groups. There was a significant difference

among these groups (p = 0.031). Virological breakthrough was

developed in 6 (17.6%) patients in LAM + ADV group and 4 (16.6%)

patients in ETV ± ADV group. Multivariate analysis showed that

pre-treatment serum HBV DNA level \ 6 log10 IU/mL was associ-

ated with CVR (HR 7.175 95% CI 1.862-27.651 p = 0.004).

Conclusions: ETV ± ADV therapy showed significantly higher

incidence of virologic response in ADV resistant patients. However,

baseline HBV DNA level was the most important predictive factor for

CVR. This study emphasizes the importance early switching from

ADV to other rescue therapy such as ETV ± ADV at the time of low

level viremia.
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Comparison of efficacy of rescue therapies for patients
with chronic hepatitis B resistant to adefovir

Seonghee Kang1, Hyung Joon Yim2, Keunhee Kang1, Hae Rim
Kim1, Sang Jun Suh2, Sun Jae Lee3, Hyun Jung Lee3, Eileen L.
Yoon3, Sun Young Yim4, Ji Hoon Kim3, Yeon Seok Seo4,
Jong Eun Yeon3, Soon Ho Um4, Kwan Soo Byun3

1Korea University College of Medicine, 2Korea University Ansan

Hospital, 3Korea University Guro Hospital, 4Korea University Anam

Hospital, Seoul, Republic of Korea

Background & Aim: Data on the management of adefovir (ADV)

resistance was limited currently. The aim of this study was to

investigate the treatment outcome of rescue therapy in ADV resistant

patients.

Methods: Sixty-four adult CHB patients with documented presence

of genotypic resistance mutations to ADV from October 2006 to July

2012 were included in this study. ADV resistant patients were treated

with rescue therapy for at least 6 months. Most of the patients had

LAM-resistant mutation.

Results: Fifty-eight patients were included in this study finally.

Thirty-four patients were treated with combination therapy of LAM

plus ADV (LAM + ADV group) and twenty-four patients were

treated with ETV based therapy (ETV ± ADV group). Treatment

response was compared at 3 month intervals up to 12 months. There

was no significant difference between treatment groups. The cumu-

lative rate of CVR was 17.2%, 27.8%, 29.3%, 29.3% at 3, 6, 9,

12 months after rescue therapy. When analyzed on intention-to-treat

basis of complete virologic response at 12 months, the cumulative

response rate were 17.8% in LAM + ADV combination group and

45.8% with ETV ± ADV groups. There was a significant difference

among these groups (p = 0.031). Virological breakthrough was

developed in 6 (17.6%) patients in LAM + ADV group and 4 (16.6%)

patients in ETV ± ADV group. Multivariate analysis showed that

pre-treatment serum HBV DNA level \ 6 log10 IU/mL was associ-

ated with CVR (HR 7.175 95% CI 1.862-27.651 p = 0.004).

Conclusions: ETV ± ADV therapy showed significantly higher inci-

dence of virologic response in ADV resistant patients. However, baseline

HBV DNA level was the most important predictive factor for CVR. This

study emphasizes the importance early switching from ADV to other

rescue therapy such as ETV ± ADV at the time of low level viremia.

Topic: 8.b Clinical

Absno: 2815

Low prevalence of hepatitis B surface escape mutants
in children born to hepatitis B carrier mothers

Linqi Yang1,2, Le Ye Lee2,3, Marion Aw1,2, Pearl Tong4,
Sharon Saw5, Guan Huei Lee6

1Paediatrics, NUHS, 2Paediatrics, Yong Loo Lin School of Medicine,

National University of Singapore, 3Neonatology, NUHS, Singapore,
4Obsterics and Gynaecology, 5Laboratory Medicine,
6Gastroenterology-Hepatology, NUHS, Singapore, Singapore

Background: Vaccination for Hepatitis B had been universally prac-

ticed in Singapore for the last 27 years, there may be a genomic push for

the hepatitis B virus to development of surface escape gene mutants.

This may lead to a higher incidence of vaccine immune-prophylaxis

failure rate. Newer screening kits may detect these mutants.

Aim: To determine the prevalence of Hepatitis B core antigen in

babies born to hepatitis B chronic carriers mothers and to determine

the incidence of Hepatitis B surface escape gene mutants (HBSGM)

in those exposed.

Methods: Consecutive recruitment of mothers with Hepatitis B chronic

infection from the National University Hospital was performed from

June 2009 till January 2012. The children all received Hepatitis B

vaccine 10mcg at birth, Hepatitis B surface immunoglobulin 500 IU

and also booster Hepatitis B vaccination at 1 and 6 months respectively.

The children were tested for anti-Hepatitis B surface antibody, Hepatitis

B surface antigen, Hepatitis B core (HBc) antibody after completion of

their vaccination. HBSGM were determined by Chemiluminescence

microparticle immunoassay with Abbott’s Architect HBsAg test kit and

by Electrochemiluminescence immunoassay (ECLIA) with Roche’s

Cobas HBsAg II Quantative test kit.

Results: 100 women with chronic Hepatitis B were recruited and

their children were tested. 6 children defaulted testing.1 child was

diagnosed to be a hepatitis B carrier. 50/94 (53.1%) children were

found to have HBc antibody at 9 months of age. 2 children were

found to be non-immune post primary series of vaccination and

received booster of the Hepatitis B vaccine. HBSGM was not found to

be present in the children.

Conclusion: Immunoprophylaxis failure incidence is low in this high

risk population (1%), despite a high prevalence of hepatitis B core

antibody positivity, none of the children were found to have Hepatitis

B surface escape gene mutants.
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A prospective, nonrandomized, surveillance registry study
to evaluate the safety of telbivudine in treatment of CHB
patients in Taiwan

Tzong-Hsi Lee1, Hsing-Tao Kuo2, Yi-Hsiang Huang3

1Division of Gastroenterology&Hepatology, Department of Internal

Medicine,, Far Eastern Memorial Hospital, New Taipei City, 2Chi

Mei Medical Center Division of Gastroenterology and Hepatology,

Department of Internal Medicine, Chi Mei Medical Center, Tainan,
3Division of Gastroenterology, Department of Medicine, Taipei

Veterans General Hospital, Taipei, Taiwan R.O.C.

The objectives of this study were to evaluate the long-term safety and

the correlation of CK and muscle symptom and muscle strength test

of telbivudine in treatment of chronic hepatitis B (CHB) patients in

general clinical practices.

106 chronic hepatitis B patients with HBV DNA [ 5 log10 in

HBeAg positive or HBV DNA [ 4 log10 in HBeAg negative were

enrolled in this study. Patients were treated with telbivudine for

18 months.

61.3% patients with history of musculoskeletal disease, 26.4%

patients suffered from concurrent musculoskeletal related disease; and

50.9% received concomitant medications related to musculoskeletal

disease during the study. Most of the patients with muscular skeletal

disease also received concomitant medications, which are associated

with skeletal muscle side effects. There was no myopathy, no rhab-

domyolysis, and no lactic acidosis observed from this study. In

addition, creatine kinase (CK) elevations were transient, and the

association between CK grade and muscle strength test results could

not be demonstrated among those who had muscle events. The per-

centage of CK grade 3 or 4 abnormality was occurred in 13 patients

(12.26%). A total of 3/106 (2.8%) patients with musculoskeletal

compliant had abnormal muscle strength and Grade 3-4 CK. Two of

the 3 patients had mixed hyperlipidemia and concomitant usage of

medications with potential musculoskeletal events. The number of

patients exhibiting CK grade 3 to 4 and abnormal muscle strength test

in the current study (3/106, 2.8%) was similar to GLOBE trial (24/

680, 3.53% with a musculoskeletal adverse event and Grade 3-4 CK

elevation during the study).

In conclusion, Telbivudine is an effective therapy for CHB

patients, and no unexpected drug-related adverse events were detected

and no other safety concerns with respect to vital signs and laboratory

profiles after 18 months of treatment.
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HBVdb: a knowledgeable database for hepatitis B virus derived
from Chinese patients

Xiaodong Li, Jiuzeng Dai, Zengtao Yao, Li Chen, Zhihui Xu,
Yan Liu, Dongping Xu

Institute of Infectious Diseases/Liver Failure Medical Center,

Beijing 302 Hospital, Beijing, China

Background: There is no Chinese patient-based HBV database

available to the public so far. Therefore, creating a specialized HBV

database with open access which integrating HBV genetic sequence

and the clinical information from Chinese patients is quite needed.

Methods: The database was built by structured query language

(SQL). It included two main data sources: the HBV genetic infor-

mation and comprehensive clinical information from 4,897 patients.

HBV genetic information was obtained by DNA sequencing and they

were all annotated. Clinical information including medical history,

demography of patients, pathologic and laboratory tests were col-

lected at the greatest length. Information form different data section

could communicate through SQL language and be requested directly

from the pages of the website. Apart from the database, HBV mutant

genes with potential clinical implications were cloned into T-easy

vectors for future study.

Results: The Chinese patient-based HBV database ‘‘HBVdb’’ was

collaboratively established under an international domain name,

(http://www.HBVdb.com), which was publically accessible for free

use. The website allowed static and dynamic queries of its contained

information (e.g., 689 compete HBV genomes, 16,105 reverse-

transcriptase gene sequences, and 7,698 precore/basal core promoter

genetic sequences). Furthermore, information of 3,144 HBV featured

gene clones and 214 full-length HBV genomic clones were deposited

for use. Data processing tools were built into the database which

provided information on HBV genotype, identified mutations with

known clinical significance (e.g., antiviral-resistant mutations, pre-

core/basal core promote mutations, and mutations in epitope of HBV-

specific cytotoxic T lymphocytes), and performed homology

sequence search. Deposits and function of HBVdb have been exten-

ded. English version of HBVdb is being prepared on the base of

current Chinese version.

Conclusion: HBVdb database provides and links a considerable large

amount of HBV sequence and clinical information and HBV genomic

constructs from Chinese patient. HBVdb, as a comprehensive

research tool, will benefit HBV-related study.
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The effectiveness of entecavir on clinical disease progression
and hepatocellular carcinoma development in compensated
cirrhotic patients

Chuan-Mo Lee1, Chien-Hung Chen2, Tsung-Hui Hu2, Chao-Hung
Hung2, Jing-Houng Wang2, Sheng-Nan Lu1

1Internal Medicine, Kaohsiung Chang Gung Memorial Hospital and

Chang Gung University College of Medicine, 2Internal Medicine,

Kaohsiung Chang Gung Memorial Hospital, Kaohsiung, Taiwan

R.O.C.

Background: It remains unclear whether entecavir (ETV) can reduce

the risk of clinical disease progression and hepatocellular carcinoma

(HCC) in compensated cirrhotic patients. We investigated the role of

ETV therapy in clinical disease progression and HCC development in

cirrhotic patients.

Methods: From April 2006 to June 2009, 96 consecutive naı̈ve patients

with cirrhosis on entecavir monotherapy (median: 42 months) were

included. From 1996 to 2002, 96 HBsAg-positive cirrhotic untreated

patients who were age- and sex- matched were selected as control. All

patients were compensated cirrhosis at baseline. Clinical events were

defined as the development of hepatic decompensation [jaundice

(serum bilirubin [ 3 mg/dL), new development of varices bleeding,

ascites or encephalopathy], new HCC, death and liver transplantation.

The sequencing of pre-S, basal core promoter and precore regions were

determined at baseline.

Results: At 5 years, 19 ETV and 43 control patients developed

clinical events during follow-up. ETV group had a lower cumulative

rate of clinical event development than control group (24.2% vs.
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44.2%, p = 0.044). ETV treatment was the only independent pre-

dictor for clinical event development (hazard ratio (HR): 0.58, 95%

confident interval (CI): 0.33-0.99). At 5 years, 14 ETV patients and

31 control developed HCC. No significant difference was noted in

HCC development between ETV and control group (17.7% vs. 33.8%

at 5 years, p = 0.22). Cox regression analysis showed that G1899A

mutations (HR: 2.08, 95% CI: 1.13-3.84) was an independent pre-

dictor for HCC development in control group, and G1896A (HR:

0.40, 95% CI: 1.16-1.00) was an independent predictor for clinical

events development in ETV group.

Conclusions: ETV was associated with a reduced risk of developing

clinical disease progression but not HCC in cirrhotic CHB patients.

Precore mutations (G1896A or G1899A) could predict the clinical

events of disease progression or HCC development in ETV or control

groups in cirrhotic patients.
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Phenotypic analysis of pre-existing drug resistance in 845
nucleos(t)ide analog-naı̈ve Chinese patients with chronic HBV
infection

Xiaodong Li, Jiahui Liu, Pan Zhao, Yan Wang, Yan Liu,
Shaojie Xin, Dongping Xu

Institute of Infectious Diseases/Liver Failure Medical Center,

Beijing 302 Hospital, Beijing, China

Background/Aims: Pre-existence of drug-resistant HBV strains

could be one reason for primary non-response to nucleos(t)ide analog

(NA) treatment. This study aimed to investigate drug-resistant

mutation incidence in a large population of NA-naı̈ve chronic HBV-

infected patients, and to evaluate the susceptibility to NAs of pre-

existing mutants.

Methods: After careful screening, 845 NA treatment-naı̈ve chronic

HBV-infected patients who admitted to Beijing 302 Hospital were

enrolled in this study. Complete reverse-transcriptase region of HBV

polymerase derived from serum samples was amplified by nested

PCR, and subjected to direct sequencing for analyzing drug-resistant

mutations. Clonal sequencing ([ 20 clones/sample) was performed to

evaluate genetic variability of the samples containing drug-resistant

mutants. Replication-competent viral amplicons harboring HBV

resistant strain or wild-type strain were constructed and transfected

into HepG2 cells for phenotypic analysis of viral replication capacity

and susceptibility to NAs.

Results: HBV drug-resistant mutations were detected in 17 (2.01%)

treatment-naı̈ve patients, including 6 patients with chronic hepatitis B, 7

patients with hepatitis B-related liver cirrhosis, and 4 patients with

hepatitis B-related hepatocellular carcinoma. Among these patients, 15

patients were detected with lamivudine-resistance-associated muta-

tions (rtM204 V and/or rtM204I ± L80I ± L180 M ± A181T), one

patient was detected with adefovir-resistance-associated mutation

(rtA181 V), and one patient was detected with lamivudine- and ade-

fovir-resistance-associated mutation (rtA181 V + M204I). Clonal

sequencing revealed 9 sorts of drug-resistant strains, namely, rtM204I,

rtL80I + M204I, rtL180 M + M204I, rtL80I + L180 M + M204I,

rtL180 M + M204 V, rtL80I + rtL180 M + M204 V, rtA181 V,

rtA181T + N236T, and rtA181 V + N236T. Notably, drug-resistant

strains were detected in concomitance with wild-type strain for all 17

samples. Phenotypic analysis showed that 3 representative mutant

strains (rtL80I + L180 M + M204I, rtL180 M + M204 V, rtA181 V

+ N236T) that isolated from the treatment-naive patients had similar

resistance property compared to their counterparts isolated from

NA-treated drug-resistant patients.

Conclusion: Drug-resistant HBV strains do pre-exist in some

NA-naive patients and can contribute to primary treatment failure.

However, the incidence should not be over-evaluated.
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Long-term continuous ETV 0.5 mg monotherapy is effective
and tolerable in treatment-naive chronic hepatitis B patients
with PVR to ETV

Ying-Qiang Chen1, Xiang-Yong Li2, Xu You3, Mao Mu1,
Yu-Tian Chong2, Ming-Liang Cheng1

1The department of hepatology, the affiliated Baiyun

Hospital of Guiyang Medical College, Guiyang, 2the department

of infectious disease, The Third Affiliated Hospital of Sun Yat-sen

University, 3the clinical laboratory department, The third

affiliated hospital of the Southern medical university, Guangzhou,
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Background: The aim of this study was to investigate the efficacy of

the continuous long-term treatment with entecavir(ETV) in naı̈ve

chronic hepatitis B(CHB) patients who had a partial response(PVR) to

ETV monotherapy at week 48.

Methods: This open-labeled, retrospective study included 165 naı̈ve

CHB patients treated with ETV 0.5 mg for more than 48 weeks between

March 2006 and June 2012. PVR was defined as more than 1log10

decline of viremia from baseline, but still detectable by PCR([ 100

IU/mL) at week 48.Complete virologic response(CVR) was defined as

undetectable serum HBV DNA by PCR(\ 100 IU/mL) at week 48.

Results: The baseline features were: mean age: 46(28-61) years,

86.7%(143/165) men,66.0%(109/165) HBeAg positive,32.7%(54/

165) liver cirrhosis,median HBV DNA: (6.05 ± 1.39)log10 IU/mL,

and mean duration of ETV monotherapy was 23.0 months (range:3.0-
66.0 months). At week 48, CVR was 88.5%(146/165) and PVR was

11.5%(19/165), and twelve of nineteen patients with PVR were fol-

lowed up for over 96 weeks.Neither Preexisting resistance to

nucleos(t)ide analogues at baseline nor ETV-resistance at week 48

were detected in these 12 patients with PVR to ETV monotherapy.

Eight of twelve patients (66.7%) with PVR achieved a CVR during

prolonged ETV treatment up to 96 weeks, and 100%(4/4) achieved a

CVR up to 144 weeks. The univariate and multivariate Logistic

regression model were applied for high risk factors analysis, showed

that high baseline HBV DNA level(OR:2.029;95%CI:1.117-3.619;

P = 0.017), virological non-response to E TV at week 24(OR: 0.032;

95%CI:0.10-0.101; P \ 0.001) were the independent risk factors of

PVR to ETV monotherapy at week 48.

Conclusions: Patients with high baseline HBV DNA level, virolog-

ical non-response to ETV at week 24 were at a high risk of achieving

a PVR to ETV monotherapy at week 48, but no optimal treatment was

needed. Long-term continuous ETV 0.5 mg monotherapy in naı̈ve

patients with PVR could achieve further virologic response without

significant antiviral resistance.
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Hospital of Southern Medical University, Guangzhou, China

Objective: To analyze the feature of drug-resistant mutation in the

RT region of hepatitis B virus (HBV) P gene in patients treated with

nucleoside or nucleotide analogs.

Methods: Full-length reverse transcriptase region of HBV DNA was

amplified by semi-nested polymerase chain reaction from 163 chronic

hepatitis B (CHB) patient treated with nucleoside or nucleotide ana-

logs. The PCR products were directly sequenced. Then,six classical

antiviral drug-resistant mutation sites were screened by bioinformat-

ics. The relationship between the drug-resistant mutation and HBV

genotypes was further analyzed.

Results: Known drug resistant mutations were found in 64 cases

(39.26%) among 163 samples. The incidence of drug resistance in

patients treated with lamivudine was higher than those treated with

adefovir. The proportions of known drug-resistant mutations in the

group of single-dose lamivudine and adefovir treatment were 39.40%

and 12.90%, respectively. The incidence of adefovir-resistant muta-

tion in patients sequentially treated lamivudine and adefovir was

26.32% (5/19), whereas no patients treated with lamivudine plus

adefovir in combination shown the feature of adefovir-resistant

mutation.The distribution of HBV genotype in the groups of single-

dose lamivudine,single-dose adefovir,sequential or combination

treatment of lamivudine and adefovir shown no significantly different.

Conclusion: During the treatment of nucleotide analogue in CHB

patients,the drug-resistant mutation was complex. In lamivudine

resistant patients,switching to adefovir was more incidence of multi-

drug resistance than combination of lamivudine and adefovir. The

relationship of drug-resistant mutations and genotypes of HBV

showed no significance.
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Identification of relevant factors correlating with a suboptimal
virological response to adefovir dipivoxil monotherapy
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Objective: To identify the high risk factors of chronic hepatitis B

patients with a suboptimal virological response to Adefovir dipivoxil

(ADV) monotherapy.

Methods: Suboptimal virological response to ADV monotherapy was

defined that the serum level of HBV DNA was more than 1 log

decline of viremia compared to baseline but still detectable (HBV

DNA C 102 IU/mL) at Week 48. One hundreds and 149 patients who

had received ADV monotherapy for various periods were retrospec-

tively analyzed. The univariate and multivariate Logistic regression

model were applied for high risk factors analysis.

Results: Among those factors that might affect the efficacy of anti-

viral therapy, the univariate Logistic regression model identified age

(OR = 0.952, 95% CI: 0.916-0.989), LMV-resistance (OR = 11.099,

95% CI: 4.020-30.647), state of HBeAg (OR = 7.876, 95% CI:

3.593-17.265), baseline HBV DNA levels (OR = 1.415, 95% CI:

1.085-1.939), primary non-response (OR = 39.021, 95% CI: 5.150-

295.660), early virological response (OR = 11.854,95% CI: 0.153-

0.598), initial virological response to ADV monotherapy

(OR = 0.098, 95% CI: 0.043-0.222) might correlate to suboptimal

virological response to ADV monotherapy. The multivariate Logistic

regression model identified positive correlations among LMV-resis-

tance(OR = 7.888, 95% CI: 2.302-27.031), state of HBeAg

(OR = 6.001, 95% CI: 2.080-17.306),baseline HBV DNA levels

(OR = 1.635, 95% CI: 1.007-2.655), primary virological non-

response (OR = 15.214, 95% CI: 1.800-128.609),initial virological

response to ADV monotherapy (OR = 0.172, 95% CI: 0.057-0.517)

and suboptimal virological response to ADV monotherapy.

Conclusion: LMV-resistance, baseline HBeAg-positive, high base-

line HBV DNA level, primary virological response and initial

virological non-response to ADV monotherapy were risk factors of

suboptimal viological response to ADV monotherapy.
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Analyzation of the nuclero(t)ide analogues resistant sites
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Objective: To analyze the relationship between clinical resistance

and the mutations of HBV reverse transcription genes and related

nuclero(t)ide analogues (NAs) resistant sites.

Methods: Analyze the gene mutation types about the resistance of

different NAs for anti-HBV.

Result: M204 V/I is one of the most common sites in the LMV

resistant mutations, which can also occur with L180 M mutation

simultaneously. N236T ± A181 base replacement mainly exists in

ADV resistant mutations. ETV mutations base on the LMV muta-

tions. M204 V/I is the mutation site of LdT. And the site 194 base

(rtA194T) replacement is most common in the TDF mutations.

Conclusion: Detecting the multiple mutations of HBV reverse tran-

scription genes are helpful to discover whether the chronic hepatitis B

patient is resistant to some NAs or not, which will guide the antiviral

treatments in clinical practice rationally.
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Antiviral efficacy and safety of lamivudine add-on adefovir
combination therapy in patients with hepatitis B virus-related
liver cirrhosis
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1International center of Liver disease diagnosis and Treatment,
2Center of Liver cirrhosis diagnosis and Treatment, 3302 Military

Hospital of China, beijing, China

Objective: To observe the efficacy and safety of LAM add-on

ADV(LAM + ADV) combination in patients with HBV-related

compensated or decompensated liver cirrhosis.

Methods: 50 nucleos(t)ide-naı̈ve adult patients with HBV-related

compensated or decompensated liver cirrhosis treated in our hospital

between January 2010 and June 2011 were included, of whom 25 were

given combination therapy of LAM + ADV(group1) (decompensated

Liver Cirrhosis 15 cases)and 25 ETV monotherapy(group2)
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(compensated Liver Cirrhosis 17 cases.) Therapeutic responses to

treatment were evaluated at 4, 12, 24, 48,72 weeks from the initiation of

therapy by blood tests, ncluding ALB,ALT,AST,TBil,AFP,CRE,Child

score, measurements of HBsAg,HBeAg serum markers and serum HBV

DNA titers using the Roche Cobas TaqMan HPS assay (Branchburg,

NJ) (lower limit of detection, 100 IU/mL). Antiviral drug resistance

mutation was determined using the Trugene HBV genotyping assay

(Bayer, Tarrytown, NY).

Results: Before the patients (group1)were treated, the blood test

showed: ALB 28.31 ± 4.58 g/L,ALT 105.8 ± 86.3 (IU/L),TBil

102.7 ± 101.5 (mmol/L),CRE 82.4 ± 7.9(lmol/L),HBV DNA 6.2 ±

16.4(E + 07 IU/mL),Child score 9.6 ± 2.2After giving treatment of

72 weeks, all of the liver function of patients was improved. Child score

5.3 ± 0.7, dramatically decreased 4.3 ± 2.2. And the blood test

showed: ALB 38.41 ± 6.77, ALT 26.58 ± 6.8(IU/L),Bil 17.13 ±

6.34 (mmol/L),CRE 71.08 ± 10.49 (lmol/L). After giving treatment of

4,12,24,48,72 weeks, the serum titer of HBV DNA was lower than

100 IU/mL in 28.00%(7/25),64.00%(16/25),84.00%(21/25),88.00%

(22/25)
�
92.00%(23/25);After48,72 weeks 22.22% (2/9) patients

HBeAg became negative;The patients (group2)were treated after

4,12,24,48,72 weeks, HBV DNA\100 IU/mL:16.00% (4/25), 44.00%

(11/25), 72.00%(18/25),84.00%(21/25),96.00%(24/25); HBeAg nega-

tive conversion rate 55.56%(5/9),HBeAg seroconversion rates 11.11%

(1/9). There was no resistance to nucleotide analogue were detected

even in the patients with HBV DNA[100 IU/ml at 72 weeks. There

was no significant change of CRE in all our patients.

Conclusion: The LAM + ADV treatment is efficacy and safety in

patients with HBV-related compensated decompensated liver cirrho-

sis during 72 weeks treatment. LAM add-on ADV(LAM + ADV)

combination therapy can be one of the selections for patients with

HBV-related cirrhosis.All the patients are on long-term outcomes.
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Combination of Lamivudine and Adefovir is effective and tolerant
in HBV-related decompensate cirrhosis patients with naı̈ve
treatment or LAM/ADV experience
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Objective: To evaluate the efficacy and safety of a new therapeutic

strategy of combining Adevofir dipivoxil (ADV) and Lamivudine

(LAM) therapy in decompensate cirrhosis patients caused by hepatitis

B virus (HBV).

Methods: We designed a open-label and retrospective clinical trial to

assess the efficacy and safety of LAM(100 mg) and ADV (10 mg) in

53 patients with decompensate cirrhosis caused by HBV. Quantitative

HBV-DNA measurement \ 100 IU/ml was used. Child-Pugh scores,

HBV-DNA and HBeAg were quantitatively measured at baseline and

every 3 months.

Results: 53 patients (39 male) with a median age of 44 years (range

29-69 years) were included. 49.1% (26/53) of patients were naive

combination of LAM and ADV, and 35.8% (19/53) and 26.4% (14/53)

had prior exposure to LAM and ADV (including six patients with LAM/

ADV sequential therapy). At baseline median Chilid-Pugh score was

11.1 (range 9.33 - 12.9), and HBV-DNA was 4.07 log10 IU/ml (range

2.43-7.01 log10 IU/ml). Median treatment duration after initiating

combination therapy was 17.13 months (range 3 - 42 months), with-

out significant clinical side effects. There was statistically significance

in Child-Pugh score before and after combination treatment, (12.7 ±

2.1) and (8.7 ± 1.7) respectively (p \ 0.001) . The median HBV-DNA

level dropped highly significant by 1.91 logs (range 0 - 5.01 log;

p \ 0.001) and 69.8% (37/53) patients became HBV-DNA undetectable

(\ 100 IU/ml). 5.0% (2/40) of patients achieved HBeAg seroconversion

on LAM + ADV. The rate of virologic non-response (HBV DNA)

reduction \ 1 log10 IU/ml at 6 months) on LAM + ADV was 45.3%

(24/53),4 patients (16.0%) developed viralogical breakthrough.

Discussion: De novo or optimal combination of Lamivudine and

Adefovir is effective and tolerant in HBV-related decompensate cir-

rhosis patients with naı̈ve treatment or LAM/ADV experience.
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Entecavir in Chronic Hepatitis B-related cirrhosis:
3 years results of single center
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Oral antiviral therapy in Hepatitis B-related liver cirhhosis, induces

improvement in cirhhosis, stabilization of disease in most patients and

may be helpfull in liver related complications.Here we report the

outcomes of our patients with three years entecavir treatment. Patients

started entecavir treatment for hepatitis B-related cirhhosis between

January 2008 and June 2012 retrospectively evaluated.At the starting

date and with six months intervals HBV DNA levels, liver function

tests and ultrasonography performed, Child-Pugh score(CTP) and

Model for end stage liver disease(MELD) scores calculated.All

patients evaluated for decompansation of liver cirhhosis, complica-

tions and drug side effects.16 patients (10 male and 6 females)

included in the study.Mean age was 54,4 ± 8,9 years(52,6 ± 7,8 in

males and 57,5 ± 8,8 in females).Duration of treatment was

28,1 ± 19,1 months.2/16 patients were HBeAg positive.11/16

patients were naive, while 5 patients used only lamivudin for a mean

period of 27,6 months(6-60 months).At the beginning of treatment

Albümin:3,5 ± 0,7 g/dl,Bilirubin:2,4 ± 3,4 mg/dl,PTZ/INR:16 ± 4,

9 s/1,3 ± 0,3,HBV DNA levels:4,07*107 ± 1,37*108 copy/ml,5/16

patients had ascites and 5/16 patients had esophageal varices.CTP

score was 6,5 ± 1,4, MELD score was 9,8 ± 3,2.All but one patient

had undetectable HBV DNA levels at sixth month and remained

undetectable during treatment (Fig. 1).

Fig. 1 HBV DNA Levels during treatment
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One patient, who had breakthrough under lamivudine therapy, had

HBV DNA level 1,75*104 copy/ml at sixth month.One patient had

HBeAg seroconversion at 12th month of therapy.CTP and MELD

scores reduced in patients but it was not statistically signifi-

cant(p [ 0,05).Only two patients died during treatment, because of

hepatic encephalopathy, one had duodenal ulcer bleeding at third

month,the other one with spontaneus bacterial peritonitis at third

year.One patient had variceal bleeding at second year of treatment and

this patient is doing well at third year.We observed no side effects

during treatment period.Entecavir treatment in hepatitis B-related cir-

rhosis seems to be effective in sustained reduction in HBV replication,

HBeAg seroconversion and stabilisation of liver disease effectively.
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e antigen-positive chronic hepatitis B
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Background/Aims: To evaluate the efficacy and safety of a new

therapeutic strategy initial combining Lamivudine(LAM) and Ade-

fovir dipivoxil(ADV) in patients with HBeAg-positive chronic

hepatitis B(CHB).

Patients and methods: One hundred and Eighty-two treatment-naive

CHB patients with HBeAg-positive and HBVDNA C 105copies/ml

were included and randomly divided into three treatment groups,

LAM monotherapy, entecavir(ETV) monotherapy, and LAM + ADV

combination therapy. The patients in LAM + ADV group were

treated with combination LAM(100 mg/day) plus ADV(10 mg/day).

LAM and ETV group received LAM(100 mg/day) and ETV

(0.5 mg/day) alone respectively. Serum levels of ALT, creatinine,

HBsAg, HBeAg and HBV viral load, together with genotypic resis-

tence were analyzed at 0, 12, 24, 48 weeks, respectively.

Results: Of the 182 patients, the majority(82.5%) had serum levels of

HBVDNA over 107copies/ml. Baseline characteristics as for HBV

viral load, HBsAg and HBeAg titer, median age, serum levels of ALT

and creatinine were comparable between three groups. No significant

differences in the rate of HBVDNA undetectable(\ 1000 copies/ml),

HBeAg seroconversion, and ALT normalization were found between

LAM + ADV and ETV group at 12, 24 and 48 weeks(p [ 0.05).

However, these parameters were significant higher in LAM + ADV

and ETV group than those of LAM monotherapy group, all with p

value less than 0.05 and 0.01. Compared with LAM monotherapy,

ADV + LAM and ETV had an higher response rates at weeks 12, 24

and 48. HBV viral load dropped sharply during the first four weeks. In

46%, 49% and 79%, 78% patients, the level became undetectable

from week 24 and 48, respectively. No virological breakthrough and

elevated serum creatinine were found in the combination group

through the therapy course. In one patient detected with entecavir

resistant HBV mutation, and three with lamivudine-related resistant

mutation, in ETV and LAM monotherapy group, respectively.

Conclusion: The therapy combining LAM and ADV may also be a

good choice for treatment-naive patients with chronic hepatitis B.
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Antiviral activities of ISG20 in HCV infections
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Aim: To investigate the impact of ectopic expression of ISG20 on

replication of genotype 2a HCV subgenomic replicon RNA and

infections by cell culture-derived hepatitis C virus, which may pro-

vide evidence for exploring new treatment against chronic hepatitis C.

Methods: Plasma vectors containing ISG20 and the catalytically

inactive mutant ISG20(ISG20 m) were transfected into Huh7, Huh7.5

and HEK293 cells, and confirm the role of ISG20 and ISG20 m

transiently expressing on inhibiting replication of a monocistronic

subgenomic JFH1 RNA replicon, SGRm-JFH1BlaRL. Huh7.5 cells

stably expressing ISG20, ISG20 m, or the control vector were

established by transducing cells with replication incompetent retro-

viruses encoding WT, D94G mutant ISG20, or the empty pCX4bsr

vector, respectively, followed by selection with 5 lg/ml of blasticidin

for * 3 weeks. Huh7.5 derived cells were transfected with HCV

replicon RNA and infected with cell culture-derived hepatitis C virus

to investigate inhibition role of ISG20 and ISG20 m against HCV.

Results: At all time points examined, the replication levels of SGRm-

JFH1BlaRL RNA were always 5- to 10-fold lower than those in 7.5-

Bsr and 7.5-ISG20 m cells. In Huh7, Huh7.5 and HEK293 cells,

transient expressing ISG20 also showed inhibition role against HCV

replicon, the replication levels were 3- to 5-fold lower. In agreement

with data from the replicon experiments, we found that infectious

progeny JFH1 virus release in culture supernatants was reproducibly

7- to 10-fold lower in 7.5-ISG20 cells than that in 7.5-Bsr and 7.5-

ISG20 m cells at 48-72 h postinfection, while JFH1 virus yields were

similar between the latter two cultures. HCV core protein expressing

in 7.5-ISG20 cells was also decreased by immunoblot analysis.

Conclusion: ISG20 expressing transiently or stably not only inhibits

replication of genotype 2a HCV RNA replicons, but also acts to

restrict JFH1 virus propagation in cultured hepatocytes.
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Backgrounds/Aims: The host immune response is playing a key role

in liver injury occurring in patients with chronic hepatitis C(HCV) or

schistosomiasis(Sch.) or coinfection.

Aims: To investigate the role of Tcell mediated immunity in the liver

of patients with or without cirrhosis due to hepatitis C or schistoso-

miasis or both.

Methods: Seventy six patients diagnosed for HCV and Schistoso-

miasis were divided into 4 groups by Histopathology according the

Ishak Score & Sch. GroupI:26 patients free of Sch.& had chronic

hepatitis(CH), GroupII:19 suffered from coinfection with hepatitis C

and sch & had CH, GroupIII: 20 patients free of Sch & had liver

cirrhosis(LC),and GroupIV: 11 patients suffered from coinfection

with hepatitis C and had LC. All patients were subjected to careful

history taking,clinical examination,Biochemical & Virological liver

profile, Fine needle liver biopsies were obtained prior to this study to

evaluate the stage of liver injury and to identify the specific infiltra-

tions of lymphocytes & immunohistochemistry.

Results: There was significant difference between the four groups of

patients regarding CD4 count:The (GroupI) showed significantly risen

of CD4 + compared to (GroupIV)(P \ 0.001), (GroupIII) compared to

(GroupIV) & (GroupI) versus (GroupII)(P = 0.01).CD8 count was

statistically significant between the four groups, CD8 in the two groups

(CH & LC) with coinfection was found elevated against the other two

groups with HCV infection only, The(GroupII) and (GroupIV) showed

significant elevation of CD8 versus (GroupI) .& The (GroupIV) showed

asignificant elevation of CD8 versus (GroupIII). CD4/8 ratio was

decreased in coinfected versus non-conifected patients. The CD3,

CD11b, and CD16 cells counts were non-significantly different among

the four groups.

Conclusion: The progression of liver diseases was associated with

dysregulation of cellular immune responses thus may exert selective

immune pressure.T-lymphocytes may play a role in the immuno-

pathogenesis of liver cirrhosis in patients with HCV and severely in

coinfected patients with both HCV and Sch.
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DEAD-box RNA helicases play important roles in RNA metabolism

and are characterized by nine conserved motifs. There is neverthe-

less a substantial sequence divergence outside the conserved motifs

and most of the DEAD-box proteins have been shown to be mul-

tifunctional. DDX3 and DDX6 are two members of this family of

RNA helicases that are known to be required for hepatitis C virus

(HCV) RNA replication. We previously reported that the DEAD-

box helicase DDX5 (also called p68) of host cells interacts with the

RNA-dependent RNA polymerase (NS5B) of HCV. In this report,

we use RNA interference and the JFH-1-based infectious clone of

HCV (commonly known as HCVcc) to evaluate whether DDX5 can

contribute to HCV replication. Small interfering RNA (siRNA)-

mediated knockdown of DDX5 was carried out in Huh7.5 cells in

parallel with DDX3 and DDX6 at two time points. The total cellular

RNA from the knocked-down HCV infected cells was extracted,

reverse transcribed and the mRNA expression level was assessed by

real-time PCR. The effect of knock-down of the DEAD-box proteins

on infectious virus yields was assessed using an immunofluores-

cence assay after infecting naı̈ve Huh7.5 cells with the progeny

virus secreted into the culture supernatants. The results showed that

DDX3 and DDX6 knockdown reduced both the mRNA expression

levels and infectious virus yields which are consistent with pub-

lished reports. On the other hand, DDX5 knockdown increased the

mRNA expression and did not significantly alter the infectious virus

yields. Thus, our results suggest that DDX5 can negatively regulate

HCV replication. Although it is clear that these DEAD-box proteins

can contribute to HCV replication, their modes of action are still

unclear and warrant further investigation.
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Background and aims: Steatosis is a common feature of chronic

hepatitis C (HCV), and may be caused directly by the virus, it is more

common in patients with genotype 3 compared with other genotypes.

We aimed to determine the frequency and severity of steatosis, also to

evaluate relation of steatosis to HCV genotype, and grades of fibrosis

in patients who had undergone a liver biopsy for evaluation of hep-

atitis C infection.

Methods: From March 2004 to December 2009, 387 patients were

evaluated for liver histology through liver biopsy or fibro-test.

Demographic characteristics and laboratory data were collected from

medical charts of biopsied patients. Liver biopsy reports were revised

for grades of fibrosis and steatosis.

Results: Out of 387 patients, 311(80%) patients underwent liver

biopsy, mean age was 40.7 years (18-65), steatosis was observed in

140(45%) patients, it was mild in 90(64%), moderate in 43(31%), and

sever in 7(5%). Pattern of steatosis was known in 54 patients, it was

microvesicular in 21(15%), macrovesicular in 12(8.6%), and mixed in

21(15%). Steatosis was associated with all HCV genotypes, com-

monly with genotype 1(30%), followed by genotype 4(28%), then

genotype 3(21%) and genotype 2(18%). Higher grades of steatosis

were associated with higher grades of fibrosis (P \ 0.0001). Mixed

pattern of fat globules more frequently observed in patients with

genotype 3 (P = 0.001), and it is also associated with a higher stage

of fibrosis.

Conclusions: Steatosis is quite common in patients of chronic HCV

infection and is a contributing factor in the development of fibrosis in

chronic hepatitis C. Efforts to control steatosis may therefore have an

important role in halting HCV liver disease progression.
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Background: 1,25(OH)2 Vitamin D3 could affect immune cells that

might have important roles in the immunopathogenesis of CHC

patients.

Aim: The aim of this study is to analyze the immunological effect of

1(OH) Vitamin D3 supplementation in vivo and in vitro.

Method ex-vivo analysis: Forty two CH-C patients were treated with

Peg-IFNa/RBV/1(OH) Vitamin D3. Permission for the study was

obtained from the Ethics Committee at Tohoku University Hosptial

(2010-114). PBMCs were isolated from fresh heparinized blood by

means of Ficoll-Hypaque density gradient centrifugation. Plasma

obtained from CH-C patients treated with 1(OH) vitamin D3 was

analyzed by suspension beads array. The expression of ISGs (Mx1,

IFI44, IFIT) mRNA in liver biopsy samples was quantified by Taq-

Man realtime PCR.

In vitro analysis: PBMCs were used to analyze the effect of the

metabolites of 1(OH) vitamin D3 in a Huh7 cells-transwell system.

JFH-1 replicated Huh-7 cells were used to analyze the ISGs expres-

sion with vitamin D3 and its metabolites.

Results: The titers of HCV-RNA in the IL28B(T/T)-HCV patients

treated with 1(OH) vitamin D3/Peg-IFN/RBV therapy were signifi-

cantly lower than those treated with Peg-IFN/RBV therapy alone at

4 weeks after starting Peg-IFN/RBV therapy. (p \ 0.01). Adminis-

tration of 1(OH) vitamin D3 could reduce the high IP-10 status, which

is reported to a difficult to treat. The expression levels of liver ISGs in

the CH-C patients after 4-week administration of 1(OH)vitamin D

was significantly lower than those in the CHC patients without

administration of 1(OH)vitamin D3 (p \ 0.05). However, the direct

effect of vitamin D3 and its metabolites on the expression of ISGs in

hepatocytes could not been detected in vitro without immune cells.

1(OH) vitamin D3 and 1,25(OH) vitamin D3 could significantly

reduce several kinds of cytokines including IP10.

Conclusion: An active metabolite of vitamin D3 could improve the

response to Peg-IFN/RBV therapy.
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Background: MK-5172 is a second-generation HCV protease

inhibitor (PI) that demonstrates in-vitro activities against HCV

Genotype (G) 1-6 and against G1 resistant-associated-variants

(RAVs). MK-8742 is a novel HCV NS5A-inhibitor (NS5AI) that

shows activities against HCV G1-4 and improved potency against

RAVs selected by the NS5AIs. We evaluated antiviral activities of

MK-5172 and MK-8742 in replicon cells and compared the barrier to

resistance in MK-5172 combinations containing different NS5AIs.

Methods: HCV replicon-containing cells were treated with various

concentrations of the compounds,singly or together,for 3 days. HCV-

RNA levels were determined using TaqMan-RT-PCR and analyzed

for synergism, additivity and antagonism. Barrier to resistance was

assessed by: (i) evaluating antiviral activities in replicons harboring

RAVs, and (ii) de novo resistance selection in the HCV replicons.

Results: MK-8742 and MK-5172 were active against each other0s
RAVs demonstrating no cross resistance. In a 3-day replicon assay,

combinations of MK-5172 and different NS5AIs all showed additive

antiviral responses without cytotoxicity.

MK-8742 alone exhibited higher barrier to resistance compared to

other NS5AIs. MK-8742 was more potent against G1a Y93H and

L31 V, exhibiting 20- and 170-fold higher activities, respectively,

than those observed in BMS-790052, GS-5885 and PPI-461. Fewer

resistant colonies were selected by MK-8742 vs other NS5AIs. The

combination containing MK-5172 & MK-8742 consistently showed

fewer resistant colonies in all potency adjusted concentrations than

those containing either BMS-790052 or GS-5885. Complete sup-

pression of resistant colonies was observed in the MK-5172 (15nM)-

based combination with 60 pM of MK-8742 versus 13 and 2nM of

BMS-790052 and GS-5885, respectively.

Conclusions: Combination of MK-5172 and MK-8742 do not exhibit

cross-resistance and yields additive antiviral activity. MK-8742

exhibits higher barrier to resistance vs other NS5AIs. The addition of

MK-5172 to MK-8742 further reduces the emergence of RAVs

compared to each compound alone. Combination of MK-5172 &

MK-8742 demonstrated an enhanced barrier to resistance than com-

binations containing other NS5AIs.
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HCV infection increases the suppressive phenotype of natural
regulatory T cells

Laurissa Ouaguia1, Olivier Moralès2, Magalie Senechal3, Czeslaw
wychowski4, Arnaud Carpentier5, Lynda Aoudjehane6, Calmus
Yvon6, Yvan de Launoit2, Filomena Conti6, Nadira Delhem2

1CNRS-UMR8161/Eq 5: IRCV, Institut de Biologie de Lille, LILLE

cedex, 2CNRS-UMR8161/Eq 5: IRCV, 3CNRS-UMR8161/Eq5

IRCV, 4Inserm U1019-CNRS UMR8204-CIIL, Institut de Biologie de

Lille, Lille, France, 5NIH, National Institute of Health, Bethesda, MD,
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Background and aims: Hepatitis C Virus (HCV) infection is char-

acterized by the frequent progression to chronic hepatitis, and the

subsequent risk of cirrhosis and hepatocellular carcinoma. We and

others have shown that CD4+CD25+ regulatory T cells (Tregs) play

an important role in these chronic presentations. In this context, one

essential question remains to know whether HCV infection could

modify Tregs phenotype and thus promoting liver pathogenesis.

Methods: Tregs were isolated from blood of healthy donors and

infected with HCVcc/JFH-1. Expression of associated cell markers was

analyzed using flow cytometry and correlated with gene expression

analysis by quantitative PCR and cytokine secretion by ELISA. Tregs

suppressive activity was assessed by MLR assay.

Results: HCV infection increases the suppressive phenotype of Tregs

by modifying the expression of associated cell markers (CD4, CD25

and CD127). These results were consistent with gene expression
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analysis, which led to an overexpression of related Treg cell markers

associated with Treg phenotype (FoxP3, GITR, CTLA4, CD25),

suppressive properties (IL-10, TGF-b1, Tbet, Granzyme B) and

recruitment. HCV infection also induces Tregs expansion and

increases their suppressive activity. Finally, infected Tregs modify

their secretion in favor of a pro-inflammatory (IL-2, IL-17) and

immunosuppressive (IL-10, TGF-b1) profile.

Conclusion: HCV is able to promote the maintenance and the sup-

pressive phenotype of human Tregs contributing to explain the

mechanism by which HCV escapes the immune response leading to a

worsening of liver disease.
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Identification of H.pylori cagA, vacA and glmM genes
and helicobacter species 16SrRNA in liver samples of chronic
hepatitis C
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Digestive Department/China-Japan Union Hosipital,Jilin

Province,China, Changchun, China

Objectives: To investigate the role of H.pylori in the development of

chronic hepatitis C(CHC).

Methods: Serum anti-H.pylori-IgG was tested by ELISA in 34

patients with chronic hepatitis C. If serum anti-H.pylori-IgG was

positive, H.pylori-related genes(cagA, vacA and glmM) of liver

samples were detected by PCR. Otherwise,Helicobacter genus-special

16SrRNA gene of liver samples was detected by PCR. Then, the

amplified products of helicobacter genus-special 16SrRNA gene were

sequenced. If Helicobacter genus-special 16SrRNA gene or helico-

bacter genus-special 16SrRNA gene was positive the liver samples

were isolated and cultured for bacteria.

Results: Seroprevalence of serum anti-H.pylori-IgG in chronic hep-

atitis C was 23/34,67.6%. And seroprevalence of serum anti-H.pylori-
IgG in HCC patients was highest(5 / 6,83.3%),and that in cirrhosis

patients (10/14, 71.4%) was higher than in chronic hepatitis (8 / 14,

57.1%) (p \ 0.05). H.pylori-associated-genes were found in 7 of 23

(30.4%) liver samples of patients with serum anti-H.pylori-IgG

positive. The positive rate of H.pylori-related-genes in patients with

HCC(4 / 5, 80.0%) was higher than that in patients with chronic

hepatitis (1 / 8, 12.5%) and cirrhosis (2 / 10, 20.0%)(p \ 0.05), and

glmM gene was the main gene. Therefore, 16SrRNA gene was found

in 1 of 11 patients with serum anti-H.pylori-IgG negative. Then, the

sample amplified products of 16SrRNA gene positive were sequenced

and the homology rate to H.hepaticus was 92.0%.

Conclusions: H.pylori-related genes and other helicobacter 16SrRNA

genes were existed in liver of patients with H.pylori infection, and

H.pylori-related genes positive rate in HCC patients was higher than

that in chronic hepatitis and cirrhosis patients. H.pylori and other

helicobacter infection might play an important synergic role with

HCV in the development of HCC.
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Virological characteristics of treatment resistant HCV, examined
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Objective: We reported that IRES mutations of HCV RNA were related

to sensitivity of treatment using pegylated interferon and ribavirin

(PEG-RBV) (Archives of Virology153;1575-9;2008, AASLD 2010).

We herein explore the characteristics of the resistant HCV to PEG-RBV

therapy, by temporal analysis of the IRES cloned from chronic hepatitis

C (CH-C) blood serum in Non-SVR, SVR and Relapse groups.

Methods: We studied 39 cases (Non-SVR: 16, SVR: 17, Relapse: 6)

receiving PEG-RBV therapy with genotype 1b, and HCV RNA of 5.0

Log IU/ml or more. HCV RNA was extracted from Relapse blood

serum at pre-treatment, treatment completion and relapse, and from

SVR and Non-SVR pre-treatment blood serum. Using original high-

sensitivity RT-PCR and PCR, we amplified the IRES, and using TA

cloning and direct sequence, analyzed the IRES mutations.

Results: In all 6 cases in the Relapse group, IRES cloning was

possible from the completion point (HCV RNA was negative by the

Amplicore or real-time PCR method). TA cloning showed that 6

relapsed cases were all T at the nucleotide position of 119 on IRES

(Type T), in which 5 cases mutated to A at the position (Type A) after

treatment. Similar results were obtained from direct sequencing. In

Non-SVR and SVR, type A of the IRES were respectively 10/16 and

7/17 (p = 0.22) with no significant difference. On the other hand, the

relationship of Core70-mutant with type A (70 M/119A) and Core70-

wild with type T of the IRES (70 W/119T) was significantly observed

(p \ 0.05) (Non-SVR 70 M/119A: 8 cases, 70 W/119T: 3 case / SVR

70 M/119A: 4 cases, 70 W/119T: 9 cases).

Conclusion: The possibility that clones with HCV IRES base 119 = A

are treatment resistant is indicated. Moreover, for such clones, there is a

strong tendency that Core70 = mutant, so IRES and Core are possibly

strongly correlated with the mechanism of treatment resistance.
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Infection control practices in some of the regional blood banks
and blood transfusion centers of Egypt
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Purpose of the Study: To identifying risky behaviors within gov-

ernorates0 blood banks through assessing the adherence to the national

guidelines, occupational safety and the status of equipment.

Methods: The study was supported financially by the Science and

Technology Development Fund (STDF), Egypt. A designed obser-

vation checklist for the national and five regional blood banks of

MOH was implemented in six selected governorates of Egypt;

Dakahlia, Gharbia, Ismailia, Cairo, Benisuef and Assuit governorates

along a period of six months from September 2011 to March 2012.

Ten observation items plus a list of equipment were included in the

check list. Observation items included: blood bank work environment,

blood bank infection control, disposal of the blood bank’s wastes,

blood bank’s infrastructure, blood bank’s furniture, blood bank’s

equipment and supplies, blood bank’s techniques, blood bank’s staff,

specific diagnostic services and the availability of information

Education & communication (IEC) material for prevention of com-

municable diseases. Percent score for each and total observation items

were calculated.
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Summary of Results: The lowest percent scores achieved were

related to availability of IEC material for prevention of communicable

diseases (44.4%). The percents were as follow: Ismailia and Benisuef

0.0%, Dakahlia 33.3%, then Cairo and Assuit 66-6%. All govern-

orates achieved 100 percent score in the item of blood bank’s

equipment and supplies sector. The regional blood bank of Ismailia

had the lowest percent score in blood bank infection control (60.0%),

followed by Gharbia, Assuit and Cairo, (e.g. sterile gloves and dis-

infectant solution), while in Benisuef the lowest score was found in

the disposal of blood bank’s wastes (66.7%).

Conclusions: Ensuring that the processing of blood and blood com-

ponents be subjected to comprehensive and effective quality controls

should be achieved in all blood banks and BTCs.
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MircroRNA130a inhibits HCV replication by restoring the innate
immune response
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Background and aims: Hepatitis C virus (HCV) infection is a major

cause of chronic hepatitis and hepatocellular carcinoma. Currently

pegylated interferon (IFN) combined with Ribavirin remains the best

therapeutic approach, although patients infected with HCV genotype I

may benefit from adding protease inhibitors as ‘‘triple therapy’’. Mi-

croRNAs (miRNAs) are endogenous small non-coding RNAs that

regulate gene expression, and have recently been shown to play an

important role in innate immune response and as an antiviral in chim-

panzees. Several studies indicated that miR-130a plays an important

role in regulating HCV replication, but its mechanism remains elusive.

Methods: Huh7.5 cells harboring HCV replicon (genotype 1b) or

full-length chimeric J6/JFH1 were transfected with miR-130a mimics

and viral replication was assessed by measuring HCV RNA (real-time

PCR).The effect of miR-130a on endogenous interferon signaling

pathway was evaluated by monitoring the expression of type I

interferons and down-stream interferon stimulated gene (ISG)

expression (real-time PCR). In addition, the effect of miR-130a on

hepatic miR-122 was assessed by real-time PCR.

Results: We found that miR-130a significantly inhibits HCV repli-

cation in both HCV replicon and J6/JFH1 infected cells.

Overexpression of miR-130a upregulated the expression of type I IFN

(IFNa/b), ISG15, USP18, and MxA, which are involved in innate

immune response and decreased expression of miR-122, a well-

defined miRNA promoting HCV production.

Conclusions: miR-130a inhibits HCV replication/production by

restoring host innate immune responses and/or down-regulating pro-

HCV miR-122 expression. MiR-130a might be a potential drug target

by modulating host innate immune responses to combat HCV infection.
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Background: Hepatitis C virus (HCV) is a serious health issue which

infected 3.3% of world’s population. The major transmission route of

this virus is blood and blood products. Thalaseemic patients are

dependent upon blood transfusions throughout their life and are at

high risk of getting HCV infections.

Objectives: The aim of the study was to estimate the presence of

hepatitis C virus in multitransfused thalaseemic population of capital

twin cities of Pakistan.

Patients and Methods: The study was conducted from November

2011 to April 2012 and 262 multitransfused beta thalaseemic from the

capital twin cities of Pakistan were enrolled for analysis. The pres-

ence of hepatitis C virus, alanine amino transferase (ALT) level,

serum creatinine, hepatomegaly, splenomegaly and splenectomy were

analyzed.

Results: The overall prevalence of Hepatitis C virus was 55.73%

observed with 100% of patients greater than 20 years of age have

HCV infection. The average ALT in HCV positive thalaseemic

patients was observed 98U/L and average creatinine values were

0.39 mg/dl. 82.20% of HCV positive thalaseemic patients have

hepatomegaly with average increase of 4.33 cm in liver size.

Splenomegaly was observed in 67.12% of HCV positive thalaseemic

patients with average increase of 4.46 cm in spleen size. Splenectomy

was observed in 15.75% of cases.

Conclusion: The presence of HCV is very high in thalaseemic popu-

lation of Pakistan. The chance of getting HCV infections also increases

with the increase in age of thalaseemic patient. Raised ALT and hepa-

tomegaly was observed in majority of HCV positive thalaseemic

patients. There is a strong need to properly screen the blood before

transfusions to decrease the future load of HCV from Pakistan.
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Background: HCV genotype 1 infected patients with late viral

response (LVR) may benefit from 72-week extended therapy. Inosine

triphosphatase (ITPA) single nucleotide polymorphism (SNP)

rs1127354 was found to be associated with RBV-induced anemia,

while there have been no report on the effect of ITPA SNP on the

SVR rate in the extended treatment. Here, we report the association

between SNP rs1127354 as well as other three factors and SVR rate in

LVR patients after 72 weeks treatment with Peg-IFN/RBV.

Method: A total of 66 LVR patients with a viral load of more than

105 IU/ml were treated with Peg-IFN/RBV for 72 weeks. SNP

rs1127354 was genotyped by two methods, direct sequencing and

TaqMan genotyping assay. rs1127354 and the following factors

were analyzed to determine whether they were related to SVR:
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patient’s age, gender, pre-treatment biochemical parameters, total

dose of Peg-IFN, total dose of RBV, and RBV concentration at

week 40th.

Results: Four factors associated with SVR rate were SNP rs1127354,

ribavirin concentration, age, and timing of HCV RNA disappearance.

Among 66 LVR patients enrolled in this study, 26/54 (48%) patients

with CC, whereas 11/12 (92%) patients with non-CC at rs1127354

achieved SVR (p = 0.006). RBV concentration was higher in SVR

(2757 ng/ml) than that in relapser (1989 ng/ml) (p = 0.001). Mean

age of patients in SVR (55) was lower than that in relapser (61)

(p = 0.009). In concordant with published papers, earlier HCV RNA

disappearance was associated with treatment outcome (p = 0.014).

Multiple regression analysis revealed that age, ITPA SNP rs1127354,

and RBV concentration showed a strong correlation with SVR,

p = 0.0003, 0.0019, and 0.025, respectively.

Conclusion: ITPA SNP rs1127354, RBV concentration, age, and

timing of HCV RNA disappearance predict a higher SVR rate in LVR

patients given 72-week treatment. Extended treatment with Peg-IFN/

RBV for patient with LVR improved the treatment efficacy.
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Background/aims: Genome-wide association studies (GWAS)

identified single nucleotide polymorphisms (SNPs) near interleukin-

28B (IL28B) gene to be associated with response to PEG-IFN-a/RBV

therapy for HCV patients (Tanaka et al. Nature Genetics 2009). The

SNP rs8099917 could predict treatment responses at approximately

80%, however, the remaining 20% of HCV patients would have

unrevealed host genetic factors. To identify the novel host genetic

factors except for IL28B (rs8099917), we perform a GWAS with

increased number of HCV individuals (118 with null virological

response (NVR) and 140 with virologic response (VR)).

Methods: Candidate genetic regions for replication analysis were

selected from the result of GWAS by combining the information of

gene-gene interactions and genetic pathways. We performed the

replication analysis using a total of 895 HCV patients including (321

NVR and 574 VR).

Results: A GWAS using Japanese 118 NVR and 140 VR identified

the strongest associations of rs8099917 with NVR (P = 9.6 9 10-18,

OR = 7.62), and also detected 16 novel candidate genetic regions

with P values below 10-4. Moreover, there were 27 additional can-

didate genetic regions to be selected by gene-gene interactions and

genetic pathways.

Conclusions: Further studies following our report of this robust

genetic association to NVR may make it possible to develop a pre-

treatment predictor of which individuals are likely to respond to PEG-

IFN-a/RBV treatment. This would remove the need for the initial

12-24 weeks of treatment that is currently used as a basis for a clinical

decision about whether treatment should be continued.
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Background and aim: Long term of low dose Peg IFN have been

demonstrated to reduce the incidence of hepatocellular carcinoma

(HCC) in patients with liver cirrhosis infected hepatitis C virus. We

previously reported that oxidative stress caused hepatic iron accu-

mulation by reducing hepcidin transcription, leading to the

development of HCC in male transgenic mice expressing HCV

polyprotein (HCVTgM). The aim of this study is to investigate

whether IFN interacts with hepatic iron metabolic disorder.

Methods: Male HCVTgM were fed an excess-iron diet (carbonyl iron

225 mg/kg diet) at the age of 2 months. 1x 104/U/day of mouse

IFN(muIFN) (IFN group: n = 4) or saline (control group: n = 4)

injected to mice at 6 months after initiation of feeding. Serum levels

of ALT, hepcidin-25, the derivatives of reactive oxygen metabolites

(dROM) and biological antioxidant potential (BAP), hepatic levels of

iron were assessed at 5 times after initiation of moIFN.

Results: There were no differences in the ratio of liver weight to body

weight and ALT between IFN group and control group. The serum

hepcidin-25 tended to be higher in IFN group than in control group,

though these differences did not reach statistical significance

(P = 0.06). However, IFN administration significantly decreased

hepatic iron content (P \ 0.05) and increased the ratio of hepcidin to

ferritin (1.6 ± 0.6vs0.9 ± 0.2: P \ 0.05) as compared to control. The

antioxidant status assessed by the ratio of BAP to dROM (BAP/

dROM) was significantly higher in IFN group than in control group

(22.7 ± 1.3vs.18.8 ± 2.7:P \ 0.05).

Conclusions: IFN improves iron metabolic disorder through an

increase of sensitivity of hepcidin against iron in iron overloaded

HCVTgM. Inhibition of iron overloaded reduces oxidative stress.

These functions of IFN may in part account for the inhibitory effect

on HCC development in patients with liver cirrhosis.
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Objectives: To investigate the mutations in non-structural protein 5A

(NS5A) of HCV 1b including the interferon sensitivity-determining
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region (ISDR), the PKR-binding domain (PKRBD), the variable

region 3 (V3), and the interferon/ribavirin resistance-determining

region (IRRDR), and to evaluate the impact of the mutations on the

response to interferon (IFN) based therapy in Chinese patients with

chronic hepatitis C (CHC).

Methods: A total of 53 Chinese patients with chronic HCV 1b

infection who received 48 weeks of the combination therapy and

24 weeks follow up were analyzed retrospectively. The related HCV

regions were amplified by RT-PCR, and then sequenced and ana-

lyzed; and the effect of amino acid substitutions in NS5A on the

outcome of combined pegylated interferon/ribavirin (Peg-IFN/RBV)

therapy in the patients were examined.

Results: Referring to HCV-J strain, the mutant type (C 4 mutations) of

ISDR was rare in Southern China (1.9%). The number of amino acid

mutations within ISDR and PKRBD were significantly higher in

patients with sustained virological response (SVR) than in those who

did not respond to antiviral therapy (P = 0.003/P = 0.027). Further-

more, mutations C 2 and \ 2 in ISDR and C 6 and \ 6 in PKRBD

were shown to affect SVR significantly differently (P = 0.005/

P = 0.039). However, the sequence variations in IRRDR and V3

regions were similar between SVR and non-SVR patients. And there

was no significant correlation between any specific amino acid substi-

tution within the entire regions of NS5A and treatment response.

Conclusion: Sequence heterogeneity of ISDR and PKRBD within

NS5A of HCV-1b does affect virological responses to Peg-IFN/RBV

therapy in Chinese CHC patients.

Acknowledgement: This study was supported by the grants from the
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and Nanfang Hospital Foundation for Development of New Tech-

nology (201111).
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Background: Determination of hepatitis C virus (HCV) genotype is

significant for the duration of antiviral treatment and for the prediction

of response to treatment. Prevalence of hepatitis C virus infection is less

than 1% in Bangladesh and epidemiological data of HCV genotype is

limited. The aim of the study was to identify the HCV genotype dis-

tribution and associated risk factors of transmission in Bangladesh.

Methods: 56 chronic hepatitis C patients were included in the study

from Gastroenterology and Hepatology department of different

medical college hospital who were waiting for antiviral treatment.

Patients were enrolled for the study during the period July 2011 to

June 2012 and data were collected via a questionnaire including

demographic data and risk factors. All patients were tested for liver

enzymes, HCV genotypes and HCV RNA level. Viral load estimation

was done by taqman realtime PCR. Genotyping was carried out by

restriction fragment length polymorphism followed by direct

sequencing of core region.

Results: Out of 56 chronic hepatitis C patients, 36 (64%) were male

and 20 (36%) were female. The mean age was 40.28 ± 2.4 years.

Mean serum ALT level was 86 ± 7.2 IU/L and level of viremia

ranged from 1.6 x 103 to 8.o x 106 IU/ ml. Regarding HCV genotype

distribution, 48 (86%) were genotype 3, 5(9%) were genotype 1and

3(5%) were genotype 4. No mixed infection found. Risk factors

associated with transmission were intravenous drug abuse in16 (29%)

patient followed by surgery, blood transfusion and dental treatment.

Conclusion: HCV genotype 3 is the most prevalent genotype in

Bangladesh. Intravenous drug abuse is the commonest risk of trans-

mission of hepatitis C virus.
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Genome-wide association study (GWAS) showed strong association

between hepatitis C genotype 1 (HCV-1) infected patients received

standard regimen and treatment response. The CC alleles of the SNP;

rs12979860 in IL28B was associated with the natural clearance of

HCV infection. However, the evidence of this issue on HCV-3 and

HCV-6 is still limited. In Thailand, HCV -3 is the most common

genotype followed by HCV-1 and 6. So, the aim of this study was to

determine the association between rs12979860 and treatment

response in Thai patients infected with HCV-3, HCV-6 compare with

HCV-1. Medical record of 133 patients with HCV-3 and HCV-6 who

were received the standard treatment at Chulalongkorn hospital

between years 2007 to 2010 were investigated. HCV genotype of the

patients was confirmed by RT-PCR followed by direct sequencing.

The SNP; rs12979860 was check by PCR and sequencing. The

majorities of the patients was male and mean age was around 46 years

old. Most of the patients were infected with HCV-3 (42.1%), HCV-1

(30.1%) and HCV-6 (27.8%). The sustained virologic response rate

was highest in patients with HCV-3 (48/56 patients, 85.7%) followed

by HCV-6 (28/37patients, 75.7%) and HCV-1 (25/40 patients,

62.5%), respectively. In total, 80%, 15% and 5% of the patients

carried CC allele, CT allele and TT allele, respectively. The data

between SNP genotype and treatment response showed that the

patients with HCV-1 who carried CC alleles had SVR rates (79.2%)

significantly higher than that (37.5%) in non-CC alleles (p = 0.018).

However, there was no significant different of SVR between CC and

non-CC allele in HCV-3 (84.9% and 100%) and HCV-6 (73.3% and

85.7%), respectively. These results showed that, the; rs12979860 was

strong associated with SVR in patients who infected with HCV-1, but

not with HCV-3 and HCV-6.

Acknowledgement: NRCT-JSPS, National Research University Fund

(HR 1155A-55) TRF (DPG5480002).

Topic: 9.a Basic Science

Absno: 1101

Regulation of cholesterol metabolism in HepG2 cells by HCV
core protein via SREBP2 pathway

S322 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Min Li1,2, Qi Wang2, Jin Qian Zhang2, Wei Ju2, Jun Cheng2

1Beijing Ditan Hospital, Peking University Health Science Center,
2Beijing Ditan Hospital, Capital Medical University, Beijing, China

Aims: To investigate the molecular mechanism for regulation

of cholesterol metabolism by HCV core protein in HepG2 cells.

Methods: HCV genotype 1b core protein was cloned and expressed

in HepG2 cells. The cholesterol content was determined post-trans-

fection. The expression of sterol regulatory element binding protein

2(SREBP2) as well as HMGCR(the rate-limiting enzyme during

cholesterol synthesis)was also measured by qRT-PCR and immuno-

blotting. The effects of core protein on SREBP2 promoter and 3’-

UTR were analyzed by luciferase assay. We used different target

prediction algorithms, microRNA mimics and site-directed mutation

to identify a putative target of certain microRNA.

Results: HCV core protein increased the intracellular cholesterol

content (p \ 0.05), also up-regulated the mRNA level (p \ 0.05) and

protein expression of SREBP2 as well as HMGCR. The molecular

mechanism study revealed that HCV core protein elevated expression

of SREBP2 through enhancing its promoter activity (p \ 0.01). In

addition, luciferase activity was significantly repressed in SREBP2

3’-UTR-transfected cells when compared with the null construct

(p \ 0.001), While in the presence of HCV core protein, the relative

luciferase activity of SREBP2 3’-UTR significantly increased

(p \ 0.01). Among the six predicted microRNAs, HCV core inhibited

the level of miR-185-5p (p \ 0.05). SREBP2 mRNA and protein

levels were reduced in miR-185-5p overexpressing cells. In addition,

overexpression of miR-185-5p mimic resulted in significantly reduced

luciferase activity of SREBP2 3’-UTR with or without core protein.

In contrast, mutation of the seed sequence binding site of miR-185-5p

in the SREBP2 3’-UTR-containing construct restored luciferase

activity to near that of the wild-type construct.

Conclusion: In this study, it is demonstrated that HCV core protein

disturbes the cholesterol homeostasis in HepG2 cells via SREBP2

pathway. Furthermore, miR-185-5p involves in the regulation of

SREBP2 by core protein. Our finding provides a new insight into the

mechanism of hepatic steatosis by HCV infection.
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Hepatic osteodystrophy in male patients with liver cirrhosis
secondary to hepatitis C virus

Salwa Tawefeek ayoub
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The present study was performed to evaluate bone mineral density

and mineral metabolism in patients with liver cirrhosis secondary to

hepatitis C virus (HCV).

Patients and methods: Eighty male patients with chronic liver dis-

ease secondary to hepatitis C virus were studied at Internal Medicine

department Al-Azhar University, National Research Center and

tropical medicine department Tanta University. Bone mineral density

(BMD) was measured by dual x-ray absorptiometry in the lumbar

spine. Intact parathyroid hormone (iPTH), 25-hydroxyvitamin D

(25(OH) D), Insulin like growth factor-1 (IGF-1), liver function testes

and serum calcium were measured to all participants. The patients

were divided into two groups according to liver biopsy and clinical

examination. Group I (40 patients without cirrhosis; Group II (40

patients with liver cirrhosis) in addition to 20 healthy volunteers.

Patients with cirrhosis were further classified using the Child-Pugh

score into three subgroups: Child A (15 patients), Child B (13

patients) and Child C (12 patients).

Results: Serum levels of albumin, bilirubin, ALT, AST and Pro-

thrombin activity were significantly impaired in patients than control

and in group II than group I. Serum levels of 25(OH) D and IGF-1

were significantly lower in Child A, B and C than control, in Child B

and C than Child A and in Child C than Child B. Serum levels of

iPTH were significantly higher in Child A, B and C than control and

in Child C than Child A and B. Bone mineral density negatively

correlated with serum iPTH (r = -750) and Child-Pugh score (r =

-782), positively correlated with serum 25(OH) D (r = 550) and

IGF-I (r = 685), but not correlated with serum calcium.

Conclusion: Liver cirrhosis predisposes to bone loss. The severity of

metabolic osteopathy worsens as liver function does. The underlying

mechanism is represented by an increased bone resorption.
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Inhibition of hepatitis C virus infection by polyoxometalates
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Aim: To develop a new HCV antivirals and test the effect of the

compound.

Methods: Hepatitis C virus (HCV) infects about 2% of the world

population. The standard treatment of chronic HCV infection is still

discontented because of the low sustained virological response (SVR)

rate. The development of new HCV antivirals is a healthcare

imperative. We explored the potentials of polyoxometalates to inhibit

HCV infection using HCVcc cell culture system.

Results: We found one polyoxometalate compound (named POM-12)

can inhibit HCV infection at the nanomolar range while displayed

little cytotoxicity. We showed that POM-12 inhibited pseudotyped

HCV infection but had no effect on HCV RNA replication. Further-

more we showed that POM-12 was virucidal and can disrupt HCV

particles. Finally we demonstrated that POM-12 had no effect on

VSV infection while had weak anti-flu activity.

Conclusion: Our discovery may provide an attractive drug candidate

to cure HCV infection.
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The relation between serum interferon-gamma level
and viral load in hepatitis C patients
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Alaa Ahmed EL hendawy4

1Microbiology and Immunology, 2Clinical pathology,
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Introduction: Chronic infection with the hepatitis C virus (HCV)

affects over 170 million people worldwide, with Egypt having the

highest prevalence of antibodies to HCV, estimated nationally at
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14.7%. The immunopathogenesis of chronic HCV infection is a

matter of great controversy.

Aim: This study aimed at investigating the relationship between

serum level of interferon-gamma (IFN-gamma) and viral load in

hepatitis C patients to assess its relevance in immunopathogenesis and

progression of HCV infection.

Patients and methods: Two groups of subjects were enrolled in the

study: 50 hepatitis C patients (Group 1) and 25 normal healthy control

subjects of matched age and sex (Group 2). Both groups were sub-

jected to complete clinical examination, detection of serum anti- HCV

antibody by ECLIA (Enhanced chemiluminescence immunoassay),

detection of HCV RNA qualitatively and quantitatively by fully

automated real time PCR assay (The COBAS AmpliPrep/ COBAS

TaqMan HCV test), detection of serum IFN- gamma level by ELISA

(Enzyme linked immunosorbent assay), as well as liver function tests

(liver enzymes ALT and AST, serum albumin, bilirubin and pro-

thrombin activity), complete blood count and Alpha-fetoprotein

(AFP) level.

Results: Serum IFN- gamma level was significantly decreased in

Group1 (mean = 16.78 +/-5.83 pg/ml) compared to Group2 (mean =

73.68 +/-15.12 pg/ml)(p \ .001). In addition, a significant negative

correlation between serum IFN- gamma level and each of viral load

(r = -0.753), and liver enzyme levels ALT (r = -.796) and AST

(r = .725) was detected in the patients group (p \ .001).

Conclusion: Our findings emphasize the role of IFN- gamma in

progression of HCV infection. IFN-gamma level could be used as an

indicator of immunological impairment in HCV infection. The

decreased level of IFN- gamma could be a contributing factor and

predictor of chronicity in HCV patients.
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Notch1 expression in peripheral T cells of chronic hepatitis C
patients is upregulated after in vitro culture and stimulation
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Lai Wei
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Institute, Beijing, China

Background/aims: The persistent infection induced by hepatitis C

virus (HCV) is associated with T-cell immune dysfunction. Notch 1

plays important roles in T cells differentiation and T cell-mediated

immune responses. To determine whether Notch 1 is involved in

immune disorder induced by HCV infection, the expression of Notch

1 in peripheral T cells of chronic hepatitis C (CHC) patients in vivo

and in vitro is evaluated.

Methods: The in vivo expression of notch 1 in peripheral T cells of

health controls (n = 20) and treatment-naive CHC patients (n = 20)

was measured by flow cytometry. For in vitro culture and stimulation,

PBMCs were isolated from health controls and CHC patients and

cultured in RPMI-1640 medium supplemented with 10% fetal bovine

serum. Meanwhile, the cells were stimulated with PHA or anti-CD3

and anti-CD28. After PBMCs were in vitro cultured or stimulated for

24 h, Notch 1 expression in peripheral T cells was also evaluated by

flow cytometric analysis.

Results: The in vivo expression of Notch 1 was not significant in

peripheral T cells of health controls and CHC patients. But Notch 1

expression was spontaneously elevated in PBMCs after in vitro culture.

Furthermore, Notch 1 expression in peripheral T cells of CHC patients

was higher than health controls (P \ 0.05). After stimulation with PHA

or anti-CD3 and anti-CD28, the expression of Notch 1 was significantly

upregulated. The expression of Notch 1 in activated T cells of CHC

patients was also higher than that of health controls (P \ 0.01).

Conclusions: The upregulated Notch 1 expression in peripheral T

cells of CHC patients in vitro culture and situmulaion was identified

and the feature of notch 1 expression might be associated with

immune dysfunction of CHC patients.
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Background: Vitamin D deficiency, serum IP-10 levels and IL28B

polymorphisms are predictive factors proved to be associated with

treatment response of chronic hepatitis C (CHC), especially in genotype

1. Vitamin D has a crucial role in immune regulation. In CHC, over-

expression of T-helper 1 cytokine, IP-10, had negative influence on

treatment outcome. Vitamin D supplement, which shown to improve

CHC treatment response, might restore immune dysregulation in CHC

patients through a pathway linked to the cytokine, IP-10.

Objective: This pilot study was performed to assess the association

between vitamin D supplement and IP-10 level in patients with CHC

genotype1.

Methods: 7 patients with chronic HCV genotype 1 infection with

vitamin D deficiency were received vitamin D supplement. The

patients were measured 25(OH)D serum levels, IP-10 level at baseline

and the end of protocol study (6 week). At first visit, baseline char-

acteristics included sex, age, liver function test, HCV viral load were

assessed.

Results: 4 male and 3 female HCV patients were included. Mean age

was 50.3 ± 7.7 years old. At pre and post treatment, the mean serum

25(OH)D were 17.9 ± 6.1, 41.1 ± 9.9 ng/ml, respectively.While the

mean IP-10 level were 2159.2 ± 1371.2 and 1802.3 ± 866.5 pg/ml,

respectively. Mean serum 25(OH)D level increased to 24.2 ± 5.8

ng/ml and the mean decreasing value of IP-10 was 356.9 ± 298 pg/mL.

Negative correlation of delta values of 25(OH)D and IP-10 levels was

significant (r = -0.77, p \ 0.05).

Conclusions: This pilot study demonstrated that increasing levels of

25(OH)D had negative effect on serum IP-10 levels. Immune resto-

ration after vitamin D supplement, at least through the IP-10

suppression, might explain the association of vitamin D deficiency

and serum IP-10 level on treatment response of CHC. Further study in

a larger population is on the way.
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Background: Hepatitis C Virus (HCV) transmission and drug traf-

ficking are very closely related in different parts of the world

including India, especially because of its porous border and proximity

to the golden triangle in North-Eastern part of India. Here we explore

the HCV transmission pattern and the presence of recombinant forms

of HCV among the Intra Venous Drug Users (IVDUs) of Manipur,

a North-Eastern province of India.

Methods: A total of 91 anti-HCV seroreactive blood samples col-

lected from IVDUs in Manipur were processed for this study and were

subjected to RNA extraction using QIAamp viral RNA mini kit.

Nested RT-PCR for partial Core & NS5B regions were amplified and

respective amplicon were gel purified and sequenced. A phylogeo-

graphic and phylogenetic analysis of the sequenced core and NS5B

regions was performed to determine the probable source of infection

and to locate any recombinant strain.

Results: 83 out of 91 anti-HCV seropositive blood samples were RNA

positive (91.20%) based on 50UTR of HCV genome detection by nested

RT-PCR. Out of these RNA positive samples, we were able to amplify

73 paired partial core and NS5B gene for phylogeographic and phylo-

genetic analysis. Eight HCV subtypes 3a (n = 2, 2.73%), 3b (n = 38,

52.05%), 3f (n = 1, 1.36%), 1b (n = 11, 15.05%), 1a (n = 11,

15.05%), 1c (n = 1, 1.36%), 6 h (n = 7, 9.60%) and 6 k (n = 3, 4.1%)

were detected while no recombinant strains were found amongst HCV

RNA positive population. Of these, samples 3b and 6 h originated from

Vietnam, while 3f and 1a had Indian origin and 3a, 1b and 6 k had the

origins from southern China respectively.

Conclusion: Active HCV infection (i.e. HCV RNA positive) is very

high amongst IVDUs in Manipur near the neighbouring ‘‘Golden

triangle’’ drug trafficking routes. Though mixed genotypes are cir-

culating within IVDUs, we could not find any recombinant HCV

isolate within our study subjects.
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Establishment of robust and persistent replication of hepatitis C
virus genotype 6a replicon for effective antiviral screening
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Background: Genotype (GT) 6 HCV is prevalent in Southeast Asia

and Southern China, where it can constitute up to 50% of HCV

infections. Despite this, no direct-acting antivirals are approved to

treat this genotype and no full-genome GT6 HCV replicons have been

described. We aimed to develop a GT6 HCV replicon to facilitate the

identification and development of new HCV therapies with pan-

genotypic activity.

Methods: A subgenomic replicon cDNA encoding a GT6a consensus

sequence based on GT6a genomes in the European HCV database

plus an NS5A mutation (S232I) was synthesized, transcribed and

electroporated into Huh7-derived cells.

Results: Transfection of the GT6a replicon into Huh7-Lunet cells

yielded 35 stable replicon colonies, which all required the NS5A

S232I mutation. Genotypic analysis of replicon colonies revealed

multiple new adaptive mutations. K272R in NS3 and K34R in NS4A

were observed most frequently and confirmed to enhance GT6a

replication. These new adaptive mutations allowed establishment of

robust luciferase-encoding GT6a replicons for reproducible

quantification of HCV replication, enabling determination of EC50

values for five classes of HCV inhibitors in a 384-well format. Nu-

cleos/tide NS5B inhibitors including sofosbuvir, the cyclophilin

inhibitor Cyclosporin A, and most NS3 protease inhibitors had similar

antiviral activity against GT6a and GT1b. Significant variation in

activity was seen for some NS5A inhibitors and few non-nucleoside

NS5B inhibitors retained activity against GT6a (Table 1).

Conclusions: A robust GT6a replicon system was established for

in vitro antiviral screening. In conjunction with other genotype rep-

licons this new reagent will aid in the development of pan-genotypic

HCV regimens.
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Background: Hepatitis C virus (HCV) infects about 170 million

people worldwide and is a major cause of chronic hepatitis, cirrhosis,

and hepatocellular carcinoma(HCC). Several mechanisms have been

proposed for the incidence of HCC, including apoptosis resistance.

CD44, an integral cell membrane glycoprotein and adhesion mole-

cule, plays a critical role in a number of important cellular function

including activating anti-apoptosis signal pathway. The aim of this

study were to investigate the expression of CD44v6 in liver cancer

tissues and to determine its correlation with apoptosis via upregulated

activity of the PI3 K/AKT pathway.

Methods: We examined the expression of CD44 in liver cancer tis-

sues of patients with HCV-related HCC compared with in liver tissues

in health controls by Western blot and the expression of CD44v6 in

HCV replicon and JFH1-infected cells compared with that in Huh7 by

FACS. Furthermore, we investigated the apoptosis of CD44 knock-

down HCV replicon and HCV-infected cells treated by ActD

compared with that in negative control cells.

Results: Higher protein expression levels of CD44 was observed in

HCV-related HCC liver cancer tissues than that in health controls.

And higher levels of CD44v6 was observed in HCV replicon cells

than Huh7. Apoptosis sensitivity was showed in CD44 knockdown

HCV replicon and HCV-infected cells which were treated by ActD.

Conclusion: These results suggested that there had an intentive

relationship between CD44, especially CD44v6 expression and

apoptosis resistance in liver cancer tissues.

Table 1 Antiviral activity of HCV inhibitors against GT6a

Compound Class GT6a

EC50

(nM)

GT1b

EC50

(nM)

GT6a/

GT1b

ratio

Telaprevir NS3 PI 349 ± 20 428 ± 22 0.8

GS-5885 NS5A

inhibitor

0.79 ± 0.05 0.007 ± 0.003 113

Filibuvir NS5B NNI 3536 ± 93 112 ± 13 32

Cyclosporin A Host Target 60 ± 2.7 81 ± 1.4 0.8
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Occult hepatitis C viral infection (OHCI) is a newly reported

pathological entity associated with increased risk of developing hepa-

tocellular carcinoma and lymphoproliferative disorders. Although

hepatocytes are the primary sites of viral replication, hepatitis C virus is

potentially lymphotropic, invading and propagating in cells of the

immune system. Lymphocytes, the extrahepatic viral reservoirs, are

differentially implicated in the occult and the active forms of the dis-

ease. This study aimed to elucidate the implications of mitochondrial

oxidative stress on the immune pathophysiological mechanisms of

OHCI.

The study was divided into three groups i.e., group A comprised of

healthy controls (age & gender matched) (n = 30), group B included

chronic HCV patients (n = 30), group C comprised of OHCI

(n = 10). OHCI were characterized by detectable HCV RNA in the

liver and peripheral blood lymphocytes in the absence of both serum

HCV RNA and anti-HCV antibodies with abnormal liver function

test. Peripheral blood lymphocytes were isolated from all the three

groups and DNA damage response, apoptosis and oxidative stress

were the studied parameters.

We report that OHCI induces mitochondrial oxidative stress,

leading to DNA double-strand breaks and elicitation of a phospho-

inositol 3-kinase-mediated cellular response in peripheral blood

lymphocytes. Compared to controls, OHCI subjects showed higher

accumulation of pATM, pATR, cH2AX, and p-p53, along with active

recruitment of repair proteins (Mre11, Rad50, and Nbs1) and altered

mitochondrial DNA content. Increased mitochondrial membrane

depolarization and circulating nucleosome levels along with chro-

matid-type aberrations and decreased T-cell proliferative index

observed in the OHCI group further indicated that this damage might

lead to Bax-triggered mitochondria-mediated cellular apoptosis.

Our results provide the mechanistic underpinnings of mitochon-

drial dysfunction in OHCI, a previously unknown paradigm, for

explaining the immune pathogenesis in a redox-dependent manner.
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AMA-MA2 and anti LKM-1 autoantibodies in children
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The 27 patients at the age of 2 - 6 years with chronic viral hepatitis C

(CVHC) born from a/HCV-positive mothers were investigated. In all

the cases the criterion of the vertical transmission of the causative

agent was double-ply detection of HCV RNA in the blood of an infant

in the first year of life, entire concordance of the HCV genotype in an

infant with the previously known HCV genotype in the mother.

Levels of autoimmune antibodies (AMA-MA2, anti LKM-1) were

measured in blood serum.

All the patients showed presence of HCV RNA; in half of the

patients (59 %) HCV genotype 1a/b was diagnosed, in 9 out of 27 -

genotype 3a/b, in two patients - HCV genotype 2.

Increase in AMA-M2 concentration was marked in 22% (6 out of

27) of the patients. They showed positive correlation between AMA-

M2 level and female sex (R = 0.44, p = 0.032), Rh « -» group

(c = 0.78, p = 0.005), activity ALT (g = 0.60, p = 0.048), ACT

(g = 0.83, p = 0.006), g-GTP (R = 0.89, p = 0.019), ALP

(R = 0.56, p = 0.048) and optical density of the positive samples of

antibodies to a/HCcore IgG core antigen (R = 0.48, p = 0.018) and

a/HCNS5 IgG, R = 0.36, p = 0.028).

An increased content of anti-LCM-1 was observed in 19% (5 out

of 27) cases. It was established that an increased anti-LCM-1 con-

centration was conjugated with 1a/d HCV-genotype(g = 0.65,

p = 0.012), optical density of a number of positive samples of anti-

bodies to: a/HCcore IgM (g = 0.64, p = 0.017), a/HCNS3 IgG

(g = 0.42, p = 0.019), a/HCNS3 IgM (g = 0.53, p = 0.004) and

a/HCNS5 IgM (g = 0.66, p = 0.039).

Thereby, factors for the formation of autosensibilization in chil-

dren with CVHC can be female sex, belonging to Rh-group.

Established interrelation between the readings of biochemical activity

and autoantibodies in the blood serum does not exclude a probability

of the participation of the latter in immunopathogenesis of CVHC in

young children at vertical transmission of infection.

Topic: 9.a Basic Science

Absno: 1681

Liver injury and serum interleukin-37 in chronic hepatic B
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Background: IL-37 is a strong anti-inflammatory cytokine that plays

an important role in limiting tissue injury during infections by lim-

iting the duration and intensity of immune and inflammatory

reactions. This study aimed to investigate whether IL-37 has a role in

the pathogenesis of Chronic Hepatitis B and C.

Method: 15 healthy controls (HC), 20 HBeAg positive CHB patients,

20 CHC (10 with G1b, another 10 with G2a) and 20 SR-CHC patients

were included in the study. After ADV treatment, 20 HBeAg positive

CHB were divided into two groups (10 with HBeAg clearance,

another 10 without). The serum level of IL-37 was measured using

ELISA. Th1 cytokines (IFN-c, TNF-a, IL-2) and Th2 cytokines (IL-4,

IL-6, IL-10) were measured before and after ADV therapy using

cytometric bead array (CBA). serum HBsAg, HBeAg, ALT, AST and

HBV loads were also measured.

Results: The level of serum IL-37 was significantly higher in CHB

than the HC, but was lower in genotype 1b of CHC patients than those

of SR-HCV and HC. the levels of Th1 and Th2 cytokines were lower

in CHB patients than the HC. And the concentrations of serum IL-6,

IFN-c in CHC patients were lower than the SR-CHC. After 48 weeks

of ADV treatment, the levels of IL-37 decreased in CHB patients with

HBeAg clearance compared to the baseline. The concentrations of

serum IL-2, IL-6, IFN-c, and TNF-a in CHB patient with HBeAg

clearance were significantly increased than the baseline. In addition,

the study found that the levels of serum IL-37 were positively cor-

related with serum ALT in CHB, while the levels of IL-2 and IL-4

were negatively associated with serum AST.
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Conclusions: IL-37 may participate in the immune response, protect

against the liver injury in CHB patients, and be exhausted in genotype

1b of CHC patients.
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Background: Hepatitis C virus (HCV) infection is a public health

threat particularly in Egypt. The current knowledge, attitude and

behavior especially of infected patients are defective. To control

infection, efforts should be spent to enhance perception and encour-

age healthy and safe behavior.

Objective: To assess HCV-related knowledge, attitude, and risk

behavior in a sample of Egyptian HCV patients and contacts.

Study design and methods: This study was conducted through a

project that was supported financially by the Science and Tech-

nology Development Fund (STDF), Egypt, Grant No 1774. The

study is a case control study. Knowledge, attitude, and behavior of

540 HCV patients and 102 of their relatives (as control groups)

were assessed using self-administered questionnaire. Participants

were randomly selected from six governorates representing Upper

Egypt (Beni suief and Assuit), Lower Egypt (El Dakahlya and El

Garbyia, Middle (Cairo), and Canal (Ismailia). Education and

counseling were provided to the participants after fulfillment of the

questionnaires.

Results: About 75% of Heppatitis C patients know that HC infection

is dangerous compared to 83.3% in the contact. Poor knowledge and

negative attitude and behavior towards certain items related to HCV

transmission and prevention. The most frequent potential risk factors

not known by the patients were; sexual relations (13%), transmission

from infected mother to her baby (25%), using common sharp objects

during hijama (48.9%), acupuncture (54.6%), and hemodialysis

(45.1%) with no significant difference between cases and contacts

(P [ 0.05).

Conclusions: HCV patients and contacts have low standard knowl-

edge and negative attitude about certain items of their disease.

Corrections of malpractices should be adopted through using more

intense, frequent or various health education techniques.
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HCV-infection is recorded everywhere but the prevalence is varied in

different region of the world. Irkutsk region, republic of Buryatia and

Mongolia belong to the North Asia. These areas have comparable

climatic and demographic indicators, which allow performing a

comparative study of epidemiology HCV-infection.

Methods: The study was conducting at 2007-2011 years. We used

blood serum of healthy people. For analysis of transferring path of

infection we conducted the survey of patients.

Results: In Mongolia the detection rate of HCV-positive was 12,6%,

more frequently were infected people older than 50 years. In Baikal

region the detection rate of HCV-positive was 4,4% and among

infected were prevailed persons of 16-39 years old. In Mongolia was

revealed domination of the 1 genotype HCV - 90,3%, that much more

than in Irkutsk region - 65,2%. The 2 and 3 genotypes were in 8,5% in

Mongolia versus 29% in Baikal region. Based on result of survey has

revealed that in the Baikal region the main factor of infection was

drug abuse. Blood transfusion and medical manipulations were

pointed only 48,5% respondents. In Mongolia the main group of

infected were patients with different medical manipulations (75,3%).

Portion patients who drug abuse were very small. We studied the

prevalence of HCC during 10 years. The morbidity has tendency to

increase in the both regions but in Mongolia it was higher in 10,5

times than in Baikal region. Probably it’s connected with the other

risk factors of HCC (HBV-infection, alcohol abuse, obesity, diabetes

mellitus and etc.). Deficiency of antiviral therapy also has

significance.

Conclusions: Epidemiology of chronic hepatitis C in Mongolia

allows to include this country to the regions with high ratio of infected

as the other country of South-East Asia. The wide prevalence HCC in

Mongolia correspond the level of other country of South-East Asia.
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Hepatitis C virus non-structural 3/4 a protein expression
promotes hepatic fibrogenesis in mice after administration
with carbon tetrachloride
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Hospital Huddinge, Stockholm, Sweden, 2Department of Targeted

Therapeutics, MIRA Institute for Biomedical Technology and
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Introduction and aims: More than 170 million people worldwide are

infected with hepatitis C virus (HCV), which leads to chronic liver

fibrosis in 50 - 70% of patients, of whom 15 - 20% patients develop

cirrhosis and hepatocellular carcinoma. Liver cirrhosis results from

excessive accumulation of extracellular matrix mainly produced by

hepatic stellate cells, on activation and transformation into contractile,

proliferative and ECM producing myofibroblasts. HCV primarily

infects hepatocytes and the infected hepatocytes with ongoing

inflammation appear to promote fibrogenesis. To date, the underlying

mechanism of HCV-induced fibrogenesis e.g. role of HCV non-

structural proteins, hepatic stellate cells and regulatory T cells (Tregs)

in the disease progression remains unclear.

Methods: We used transgenic (Tg) mice with liver-specific expression

of the HCV non-structural NS3/4A protein complex to accomplish the

aims of the study. Both acute and chronic hepatic fibrosis was induced in

wild-type (n = 5) and NS3/4A-Tg (n = 5) mice either by single

injection of carbon tetrachloride (CCl4) or multiple injections for 4 or

8 weeks. Furthermore, to study the role of Tregs; wild-type (n = 5) and
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NS3/4A-Tg (n = 5) mice were administered for 2 weeks with either

isotype control or mCD25 + mGITR antibodies for Tregs depletion

followed by 2 weeks of CCl4 administration. Liver damage, inflam-

mation, fibrotic and HSC markers were examined.

Results and conclusions: Hepatic expression of NS3/4A did not

induce spontaneous liver disease. After acute CCl4 treatment, NS3/

4A-Tg mice exhibited enhanced liver fibrogenesis in comparsion to

wildtype controls as analyzed by collagen staining. Furthermore,

there was significantly increased stellate cells proliferation and acti-

vation as analyzed by immunostaining and western blot analysis. No

significant differences in intra-hepatic inflammation was observed as

determined by ALT levels and HE stainings. The long-term CCl4
treatment (4 weeks and 8 weeks) and Tregs depletion studies have

been accomplished and analyses are currently ongoing.

Topic: 9.a Basic Science

Absno: 1835

Domain I of hepatitis C virus non-structural protein 5A (NS5A)
is involved in down-regulation of HCV protein translation
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Vaccine and Infectious Disease Organization, University

of Saskatchewan, Saskatoon, SK, Canada

Background/Purpose: HCV NS5A protein, which is essential for

viral replication, has been implicated in the modulation of viral

translation. However, the effect of NS5A on viral translation has not

been clearly characterized. Although it has been shown that HCV

NS5A binds to the poly-U/UC sequence of viral 30untranslated region

(30UTR), the functional significance of NS5A-RNA binding remains

largely unknown. In this study, we investigated the role of NS5A in

the modulation of HCV translation and the function of the 30UTR

poly-U/UC sequence.

Methods: We used monocistronic RNA reporters containing the 50

and 30UTRs of HCV and luciferase gene in combination with an

NS5A expression plasmid. The HCV 5’UTR contains the internal

ribosome entry site (IRES) that drives expression of the luciferase

gene, which can be quantified as a measurement of HCV IRES-

mediated translation. A Dpoly-U/UC construct is used to investigate

the role of this region. We also used full-length HCV genomic RNAs

with and without the poly-U/UC sequence to study the effect of NS5A

on viral protein translation.

Results: NS5A specifically down-regulates viral translation in a dose-

dependent manner that requires the presence of the poly-U/UC

sequence of the viral 30UTR. Mapping experiments showed that a

short stretch of amino acids in Domain I of NS5A is sufficient for

down-regulating viral protein translation. Furthermore, NS5A negates

the stimulatory effect of a cellular protein IMP-1 (insulin-like growth

factor-II mRNA-binding protein 1) on viral protein translation. IMP-1

has also been found to bind to the poly-U/UC region. Additionally,

the inhibitory effect of NS5A on HCV protein translation is alleviated

by viral protein NS5B, which can also bind to HCV 30UTR.

Conclusions: HCV NS5A and its Domain I can down-regulate viral

protein translation.
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Serum guanine deaminase activity as an index of chronic hepatitis
C response to interferon-alpha treatment
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Guanine deaminase (GDA) is a small, zinc-dependent homodimeric

enzyme that catalyses the irreversible hydrolytic deamination of

guanine. Its activity governs the balance between salvage and

catabolism of guanine, a vitally important function, because,

whereas guanine is readily salvageable, its deamination product

xanthine is not, being rapidly oxidised to the redox regulator uric

acid. In adults, GDA expression is limited to hepatocytes and

specific cell types in the nervous system, kidney and small intes-

tinal epithelium. GDA activity is normally barely detectable in

body fluids, where its presence is indicative of infection, inflam-

mation or neoplasia.

Expression of GDA appears to be redox-regulated at multiple

levels. The promoter region of the GDA gene contains multiple

putative binding sites for the transcription factors Sp1 and AP-1, as

well as two NFkB binding sites - hallmarks of redox/immune regu-

lation. Hepatitis C virus (HCV) infection, which creates a pro-

oxidative environment, up-regulates several cellular genes, via Sp1

activation.

Assays for GDA have not been widely exploited because of

technical difficulties, particularly the low solubility of purine bases.

We developed a simple, ultrasensitive high-throughput fluorometric

microtitre plate assay for GDA activity, which we used to monitor

serum GDA as an indicator of hepatocyte damage and recovery

during the course of viral hepatitis and as an indicator of response to

antiviral chemotherapy with interferon-alpha (IFN-a) for patients

with chronic hepatitis C.

Serum GDA activity was elevated during chronic HCV infection

and initially increased further before decreasing to normal, almost

undetectable, levels during successful therapy with IFN-a, a pattern

which we interpret as being indicative of IFN-a mediated cytolysis

and clearance of infected hepatocytes. If this interpretation is correct,

assay serum GDA will be a simple and useful index of HCV disease

activity. Further work is required to establish whether GDA is directly

up-regulated by HCV infection.
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MicroRNAs (miRNAs) are small non-coding RNAs which play an

important role in regulation of gene expression. Mature miRNAs

involve in many cellular processes including inhibition of viral rep-

lication. The aim of this study was to analyze hybridization patterns

between cellular miRNAs and genome of hepatitis C virus (HCV)

especially genotype 1a, 3a and 6 which are predominant in Thailand.

Candidate miRNAs were analyzed based on minimum free energy

and hybridization pattern between the miRNAs and HCV viral target
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genes. Computational analysis was performed by using miRBase and

RNAhybrid databases for initial miRNAs selection and hybridization

patterns prediction, respectively. An individual genotype of HCV was

targeted by different miRNAs due to highly genetic variation among

different genotypes of HCV. The genome of HCV genotype 1a was

served as a target for hybridization of 26 human miRNAs. HCV

genotype 3a was targeted by 34 human miRNAs. Finally, there were

32 human miRNAs targeting on HCV genotype 6. There were only 3

miRNAs that capable of base-pairing with multiple genotypes of

HCV including hsa-miR-24-3p (for genotype 3a & 6), hsa-miR-624

(for genotype 1a & 3a) and hsa-miR-1915-5p (genotype 1a & 3a). The

results revealed various candidate miRNAs that should be further

confirmed by experimental investigation to guarantee the effect of

each candidate miRNAs. However, the predicted miRNAs targeting

hepatitis C virus might be useful and have a potential for inhibition of

hepatitis C viral replication at some point.

Topic: 9.a Basic Science

Absno: 1899

Modulation of peripheral tregs, PD-1 and TLR3 correlates
with virologic response in patients with chronic hepatitis C
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Aims: To clarify the dynamics and impact of peripheral regulatory T

cells (Tregs), programmed death-1 (PD-1) and toll-like receptor (TLR)

3 in patients with chronic hepatitis C (CHC) treated with interferon-

alpha-2b (IFNa-2b) or pegylated-IFN-alpha-2a (PegIFNa-2a) plus

ribavirin (RBV).

Methods: Seventy CHC patients were treated with IFNa-2b or Peg-

IFNa-2a and RBV. Percentage of Tregs in CD4+ T-cells, positive

cells of PD-1 on CD4+ and CD8+ T-cells and TLR3 on CD14+

monocytes were analysed by flow cytometry at baseline, 12 and

24 weeks of treatment in the patients and 20 healthy controls.

Results: Higher levels of Tregs, PD-1 and TLR3 were found in the

CHC patients compared with those in the controls (P \ 0.05). A

significant decrease of Tregs proportion in CD4+ T-cells, PD-1

expression on CD8+ T-cells and increase of TLR3 expression on

monocytes were observed by 12 weeks of treatment with IFNa-2b or

PegIFNa-2a (P \ 0.05) compared with those at baseline, and the

expressions of PD-1 and TLR3 further declined by 24 weeks of

treatment. Low TLR3 expression at baseline and down-regulation of

Tregs and PD-1during treatment were related with complete early

virologic response (cEVR).

Conclusions: The peripheral Tregs, PD-1and TLR3 of CHC patients

could be modulated by IFNa-2b or PegIFNa-2a plus RBV adminis-

tration. Low levels of TLR3 at baseline and down-regulation of Tregs

and PD-1 during the treatment were beneficial to virologic response.
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IMPDH2 is the target of autoantibodies against rings/rods
structures in patients with viral hepatitis C treated
with interferon/ribvirin
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Autoantibodies against so-called rings/rods structures can be observed

by indirect immunofluorescence (IFA) using HEp-2 in interferon/

ribavirin treated patients suffering from chronic viral hepatitis C

(HCV). Recently, cytidine triphosphate synthase (CTPS) and inosine-

5’-monophosphate dehydrogenase 2 (IMPDH2) were proposed as

target antigens. Their inhibition by anti-cancer and/or anti-viral drugs

such as ribavirin has a cytotoxic effect and seems to initiate the

formation of the rings/rods structures. The aim of the current study

was to evaluate the proposed autoantigens.

CTPS and IMPDH2 were recombinantly expressed in HEK293.

The recombinant cells were used in parallel to wild-type HEK293-

and HEp-2-cells as substrates in IFA (RC-IFA) for the analysis of sera

from A) 33 individuals with pre-determined (HEp-2) anti-rings/rods

autoantibodies, B) 50 consecutive patients with HCV, C) 100 with

AIH1, D) 50 with PBC and E) 50 laboratory staff (controls).

Using IMPDH2 cells 100% sera of group A, 42% of group B, 5%

of group C, 0% of group D and 6% of group E reacted positive. Titers

of up to 1:100,000 were reached with RC-IFA whereas, using Hep-2-

cells, titers did not exceed 1:1,000 and a prevalence of only 14% was

achieved in group B. Furthermore, a cytosolic fraction of IMPDH2

expressing HEK293-cells was able to neutralize the autoantibodies in

positive sera. In a denaturing westernblot, IMPDH2 reacted only

weakly, if at all. CTPS failed to show any binding of antibodies

although the protein was expressed by HEK293 as judged from the

reactivity of a rabbit hyperimmune serum.

IMPDH2 is the main target of anti-rings/rods and the epitopes

seem to demand the presence of epitopes determined by the 3D

structure of the enzyme. The RC-IFA has a dramatically increased

analytical sensitivity as compared to IFA using HEp-2 resulting in a

higher frequency of positive sera in the prospective HCV cohort at a

high clinical specificity.
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Upregulation of OX40 ligand on monocytes contributes to early
virological control in CHC patients: impact on sustained
virological control

Ji-Yuan Zhang, Fu-Sheng Wang
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Dysfunctional HCV-specific CD4+ T cells are known to contribute to

inadequate adaptive immunity in chronic hepatitis C, although the

underlying mechanisms remain largely undefined. In this study, OX40

ligand (OX40L) expression was investigated in 41 treatment-naı̈ve

CHC patients, 20 sustained virological responders (SVR) and 36

healthy subjects. We observed that OX40L expression was signifi-

cantly upregulated in peripheral monocytes in CHC patients

compared with SVR and healthy subjects. OX40L upregulation cor-

related significantly with plasma viral load rather than serum alanine

aminotransaminase levels. Furthermore, longitudinal analyses indi-

cated that upregulated OX40L expression on monocytes is closely

associated with rapid or early virological responses in patients

receiving pegylated interferon-a/ribavirin treatment. In vitro, HCV

core antigen strongly stimulated monocyte expression of OX40L and

blockade of TLR2 signaling significantly downregulated OX40L

expression. More importantly, elevated OX40L expression was also

shown to be closely associated with elevation of the HCV-specific
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CD4+ T cell response and in vitro blockade of OX40L expressed on

monocytes led to impaired CD4+ T cell function. These findings,

therefore, implicate OX40L expression can be used as a marker to

evaluate antiviral treatment efficacy and extend the notion that

enhancement of OX40L expression could be a good way for immu-

notherapy in CHC patients.
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Background: One of the groups predisposed to simultaneous viral

infections of HCVandHBV are injecting drug prisoners. Since the

crimes, they were sentenced to prison for, are often the same high risk

behavior, which predispose individuals to high risk diseases like

AIDS and hepatitis. this study aimed to investigate prevalence of co

infections of hepatitis BandC in addicted prisoners and its association

with high risk behaviors.

Methods: The cross-sectional study was carried out on injection drug

men prisoners during 2009 in Isfahan. Data was collected by ques-

tionnaire including high risk behaviors and demographic character-

istics. Blood samples were checked concerning HBs-Ag, HBc-Ab and

HBs-Ab. Data were analyzed by descriptive statistical method and chi-

square, fisher test through SPSS-15 .

Result: The mean age of subjects was 32.61 ± 8.1. The majority of

prisoners had less than high school education. Meanwhile, 20 inmates

(2.1%) had co infections of HBV and HCV. findings showed signif-

icant relationship between HCV.HBV Co infection and high risk

behaviors.

Discussion: Whit regard to the results of the present research, out-

comes of drug abuse injection and involvement in blood transmitted

diseases, more authorities0 attention in emphasized to conduct effi-

cient education to predisposed groups in the community and the

prisons.
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Hepatitis C virus NS5A inhibitor IDX719 demonstrates potent,
pan-genotypic activity in preclinical and clinical studies
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Background/Aims: The HCV NS5A protein is a clinically-validated

target for drugs designed to treat chronic hepatitis C virus (HCV)

infection. This presentation describes the pan-genotypic in vitro
activity profile of IDX719, an NS5A-targeted compound, and the

validation of its activity in a proof-of-concept clinical trial with

subjects infected with HCV of genotypes 1-4.

Methods: Replicon-bearing cells containing NS5A from genotypes

1-5 and genotype 2 infectious virus were subjected to IDX719

treatment to determine in vitro antiviral activity. Resistance to

IDX719 was characterized by genotype 1a selection experiments and

activity assays with genotypes 1a, 1b and 2a replicons bearing site-

directed mutations. Protein binding and its effect on EC50 were

determined. IDX719 was evaluated for specificity by testing for

activity against a panel of RNA and DNA viruses. Cytotoxicity was

measured in all cell-based experiments. A 3-day proof-of-concept

study in HCV-infected subjects (GT 1-4) has been completed.

Results: IDX719 was highly active against infectious virus and rep-

licons of HCV genotypes 1-5 as shown by EC50s of 2-24 pM. In

genotype 1b, the EC90/EC50 ratio was low (2.6), and 40% human

serum increased the EC50 by 10-fold. A CC50 value [ 100 lM pro-

vided a selectivity index [ 5x107. Resistance selection experiments

(GT 1a) and testing against replicons bearing site-directed mutations

(GTs 1a, 1b and 2a) identified NS5A amino acids 28, 30, 31, 32 and

93 as potential resistance loci.The in vitro activity of IDX719 was

confirmed in a 3-day proof-of-concept study in the clinic, with sub-

jects with HCV GT 1-4 achieving mean maximal viral load reductions

ranging from 2.0 (GT 2) to 4.3 log10 IU/mL.

Conclusions: IDX719 has demonstrated potent and pan-genotypic

activity in vitro and in the clinic. These results warrant further clinical

studies of this compound.
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inhibitor, is a promising candidate for HCV combination DAA
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Background/Aims: IDX719 is a potent, pan-genotypic inhibitor of

HCV in vitro (EC50 2-24 pM) and in man. A proof-of-concept clinical

trial confirmed robust activity in subjects infected with HCV geno-

types 1-4. The suitability of IDX719 for combination with other

antiviral agents was studied by examining the in vitro activity of

IDX719 i) against HCV replicons resistant to other classes of HCV

direct-acting antivirals (DAAs); ii) in combination with other anti-

HCV agents; iii) in combination with anti-HIV agents, and iv) against

cellular drug metabolism and transporter targets.

Methods: IDX719 was tested in replicons bearing site-directed resis-

tance mutations to other classes of DAAs. Representative HCV drugs

from the protease inhibitor and NS5B inhibitor classes were combined

with IDX719 in replicon-bearing cells to assess the impact on IDX719

antiviral activity. IDX719 was similarly combined with HIV drugs to

assess potential interference with activity. The effects of IDX719 on

cellular metabolism and transporter systems were tested in vitro.

Results: IDX719 demonstrated overall additive effect when com-

bined with representative HCV protease inhibitors or nucleotide

prodrug IDX184. IDX719 retained full activity against replicons

bearing resistance mutations to HCV protease, nucleotide and non-

nucleoside polymerase inhibitor classes. IDX719 activity remained

unaffected by combination with several classes of anti-HIV drugs.

IDX719 showed no activity towards any of 7 cytochrome P450

enzymes (IC50 [ 30 lM). UGT1A1 was inhibited at a concentration

of IDX719 (1.8 lM) well above clinically-observed concentrations.

Against a panel of 9 human transporters, IDX719 had limited inhib-

itory activity only against BSEP (IC50 = 3.9 lM). Thus, inhibition of

human cellular enzymes occurs at concentrations well above those

seen in the clinic (mean Cmax \ 0.12 lM).

Conclusions: The ability of IDX719 to combine effectively with

other classes of HCV antivirals and low potential for drug-drug
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interactions make it a promising candidate for future combination

DAA studies in HCV-infected patients.
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Prevalence of SNP genotypes associated with IL28B
in variety of HCV chronically infected populations in
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Objectives: HCV infection remains one of the Global problems

among infectious diseases. Antiviral treatment, its side effects and

high cost are well-described in publications. Host genetic factors on

the antiviral treatment (AVT) efficacy of HCV infected patients were

proposed due to the ethnic differences in the treatment outcome.

Genome-Wide Associated Studies reported that several single

nucleotide polymorphisms (SNP) coded for Inerleukin-28B (IL28B)

and located in 19-th chromosome correlated with sustained viral

response to the AVT of HCV genotype 1 patients. However, we have

no information about the prevalence of SNP IL28B in our region

which is populated with variety of ethnicities.

Goals: Determine the prevalence of SNPs (rs8099917 and rs

12979860) of IL28B genotypes in populations of Uzbekistan.

Methods: Total DNAs from 403 HCV chronically infected patients

were extracted using available commercial kits. 340 (84,4%) belong

to the Central Asian population, 51 (12,7%)-European nationalities

and 12 (3%)-Asians. Two different SNP (rs 8099917 and rs12979860)

were genotype in studied group by the Invader Plus Assay method

using Taq-polymerase and Cleavase enzymes. Informed consent was

obtained from each patient. This study was conducted in accordance

with provisions of the Declaration of Helsinki.

Results: Genotyping for SNP IL28B rs8099917: 68% were homo-

zygous for Major(MA), 28% Heterozygous (HE) and 4%

homozygous for Minor(MI) alleles; for SNP rs12879860 ration of

MA, HE and MI alleles was 48%, 43% and 8% respectively. 100% of

Asians were homozygous for MA in both tested SNPs. In Erupeans

70% and 83,3%; In Central Asians 89,2% and 91,7% for SNP rs

8099917 and rs 12979860 respectively.

Conclusion: MA allele of two SNPs of IL28B is the most preva-

lenced in our region. We continue the study on SNP of IL28B to

determine the appropriate SNPs for prognosis of AVT outcome in

HCV genotype 1 chronically infected patients in our region.
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VX-135 for the treatment of chronic hepatitis C
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Background: ALS-2200 is a novel uridine nucleotide analog that has

demonstrated potent antiviral activity in patients infected with hep-

atitis C virus (HCV). VX-135 is a single diastereomer of ALS-2200

and is currently advancing in Phase 2 clinical trials. In this study we

highlight the data supporting the advancement of VX-135 into Phase

2 trials.

Methods: The antiviral activity of VX-135 was evaluated in vitro

using the HCV genotype 1b replicon system. Studies were performed

to determine the formation of the VX-135 NTP in primary human

hepatocytes and in the liver of non-rodent species. VX-135 was

assessed for its ability to inhibit mitochondrial protein synthesis. The

VX-135 NTP was evaluated for its ability to be incorporated into

RNA by human mitochondrial RNA polymerase.

Results: In the replicon assay VX-135 exhibited potent antiviral

activity with an EC50 of 117 nM. VX-135 was rapidly activated to the

NTP in vitro and in vivo. Following incubation at a concentration of

50 lM, VX-135 formed 1174 pmol/million cells NTP in primary

human hepatocytes. Following a single oral dose of VX-135, high and

sustained levels of NTP were formed in dog liver (5.38 lM at 24

hours). VX-135 did not inhibit mitochondrial protein synthesis, and

the VX-135 NTP was not appreciably incorporated into RNA by the

human mitochondrial RNA polymerase.

Conclusions: VX-135, a single diastereomer of ALS-2200, demon-

strates a similar preclinical profile to ALS-2200 and is currently

advancing in multiple interferon free Phase 2 combination studies for

the treatment of CHC.
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Pilot study on vitamin D in patients with HCV

Dagvadorj Tungalag1, N Otgon2, D. Bekhbold1, Yagaanbuyant
Dahgwahdorj1

1Infectious Diseases, Health Sciences University of Mongolia,
2Infectious Diseases, National Center for Communiucable Diseases,

Ulaanbaatar, Mongolia

Introduction: Nowadays, there is finding that deficiency and suffi-

ciency of Vitamin D are related with many diseases. Recently, there

was done some study on Vitamin D in different group of Mongolian

population. They were concluded that vitamin D supplementation is

beneficial effect for health.

Aim of the study: To elevate the level of vitamin D in Mongolian

patients with HCV infection.

Patients and method: We were observed 31 patients with chronic

HCV infection (age: 36-77 years old, man 8 female 23) According to

the level of ALAT divided into 3 groups: 1. Normal range, 2. slightly

elevated above normal. 3. Significantly elevated- 2 fold and more of

normal. In serum of all patients detected 25-hydroxyvitamin D (25-

OH D) by quantitative EIA (Immunodiagnostic Systems). By the

instruction of used kits, estimate: as Deficient \ 25 \ 10 nmol/L; as

Insufficient 25-74 nmol/L and Sufficient 75-250 nmol/L.

Results: There was detected level of 25-OH D in range 15 nmol/L

-45 nmol/L. In patients of 1st group- deficient cases was 4 (33.3 %)

and insufficient cases was 8(66.7 %); In 2-nd group deficient cases

was3 (33.3 %) and insufficient cases was 6(66.7 %); in 3-th group-

deficient cases was 4 (44.4 %) and insufficient cases was 5(55.6 %);

Conclusion: 1. In Mongolian HCV patients, the level of vitamin D is

low and deficient cases are wide spread. The activities of HCV

infection and vitamin D deficiency suspected some correlation. 2.

May be some relationship between deficiency of vitamin D and high

prevalence of HCV infection in Mongolia.
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Background/Aim: In India, Hepatitis C Virus (HCV) infection has

been reported in high percent population of patients with chronic liver

diseases. There are studies showing a different spectrum of HCV

genotype prevalent in Indian population. Their determination is an

important step in the diagnosis and treatment of HCV infection.

Present study describes the standardization of Real Time PCR assay

to determine HCV genotypes /isotypes in sera samples.

Methods: Patients from chronic liver diseases were analyzed for the

presence of HCV-RNA by quantitative Real time PCR. Standardi-

zation of Multiplex real time PCR for genotype 1, 2, 3 and 4 including

plasmid control, in HCV-RNA positive cases was done using

Instrument Light cycler 2.0. The probes labeled with reporter dyes i.e.

FAM, HEX, LC red 610 and LC red 640 with Black hole quencher,

based on taqman chemistry and quenching phenomenon, were used

for amplification.

Results: A single step multiplex real time PCR for genotype 1, 2, 3

and 4 was standardized with 100% sensitivity. The genotyping was

done in 40 clinical samples positive for HCV-RNA using the exper-

iment conditions standardized above. The results of genotyping

demonstrate presence of genotype 1 in 32.5% cases, genotype 2 in

2.5% cases, genotype 3 in 62.5% cases and genotype 4 in 5 % cases

respectively. Mixed population of genotype 1 and genotype 3 was

detected in 2.5 % cases.

Conclusion: This study concludes the development of a sensitive and

specific multiplex RT-PCR for HCV genotyping in a single step

assay.
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Background: Hepatitis C virus (HCV) infection has been associated

with increased progression of liver fibrosis and liver cancer. However,

the mechanism on how the virus could drive this malignant trans-

formation has not been fully defined. Over-expression of single viral

proteins have been linked to dysregulation of numerous cellular sig-

naling pathways. This study determined the effect of concomitant

expression of the HCV proteins on signaling pathways that regulate

cell survival.

Methods: Recombinant adenoviruses expressing HCV (genotype 1a)

structural (rAdHCV-CoreE1E2) and non-structural proteins (rAd-

HCV-NS3-5b) were used to co-infect Huh7 s and primary mouse

hepatocytes, to mimic the natural infection. Western immunoblots

were performed to determine the expression of ERK, AKT, STAT3,

caspase 3, and cIAP1 at 24-hour interval for up to 120 hours. Protein

levels are expressed as a fold-increase compared to the adeno-GFP

controls.

Results: HCV infection resulted in increase ERK and AKT expres-

sion levels in both Huh7 s and primary cells. HCV proteins also

upregulate the expression of STAT3, but not STAT1. On the other

hand, expression of viral proteins were also found to cause hepatocyte

death, as shown by reduced cell viability and increased levels of

apoptotic markers, cleaved caspase 3 and PARP, and reduced cIAP1

level. The increased cell death after infection was significantly

reduced by treatment with QVD, a pan-caspase inhibitor.

Conclusion: HCV infection caused dysregulation of cellular signal-

ing pathways, resulting in promotion of survival factors, but also

increasing cell death. The viral effect on the pathways dysregulations

may, in part, underlie the mechanism of HCV associated pathogenesis

and liver fibrosis. Further studies are required to understand the entire

cellular events occurring after viral infection and the relative strength

of the virus pro-survival properties.
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de Grenoble, Service d’Hépatologie et Gastroenterologie, pôle

DiGiDune, Grenoble, France

Background and aims: Single nucleotide polymorphisms (SNP) near

the IL28B gene including rs12979860 and rs8099917 have been

shown as an important predictor for treatment - induced or sponta-

neous clearance of HCV. For the genotyping of these polymorphisms,

it is very important to establish a simple and reliable method, which

can be routine practice in a conventional laboratory. Hence, we have

developed an in-house method based on polymerase chain reaction

and restriction fragment length polymorphism analysis for deter-

mining 2 SNPs rs12979860 and rs8099917.

Methods: DNA was extracted from serum using the standard method.

Primers for PCR were designed from the sequence of the IL28B gene.

For the rs12979860 was: 5’-CACTCCCGGGCCTCACCGAT-3’

(Sense) and 5’-ACCACGAGACCCCCGCAGTC-3’ (Antisense); for

the rs8099917 was 5’- TTTCCATGTGTTTATTTGTGCAT -3’

(Sense), and 5’- CTGGGCCCTAACTGATACGCTA -3’ (Antisense).

Restriction enzymes were selected using SNP cutter software. All

genotyped samples were confirmed with direct sequencing.

Results: The PCR product sizes containing the SNP rs12979860 and

rs8099917 are 242 base pairs (bp) and 309 bp, respectively. For RFLP

analysis, we selected 2 enzymes BstUI and BrsDI (Biolabs), which

base on specific recognition of allele C and G on each SNP. Enzyme

BstUI cuts allele C of the rs12979860 generating 3 fragments of 135,

82 and 25 bp, whereas the allele T yields 2 fragments of 160 and

82 bp. For the rs8099917, enzyme BsrDI only cuts of DNA con-

taining the allele G generates 2 fragments of 186 and 123 bp for GG

genotype, 3 fragments of 309, 186 and 123 bp for TG genotype and a

fragment for TT genotype. When compared with direct sequencing all

results showed that the concordance of 100% between 2 methods.

Conclusion: We have developed an in-house, simple, and reliable

assay based on PCR -RFLP with 2 restriction enzymes BstUI and

BrsDI for determining SNP rs12979860 and rs8099917.
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Background and aims: Hepatitis C virus is an important blood-borne

pathogen, which can cause severe liver diseases. The hepatocyte is its

primary cellular target. HCV entry into target cells occurs through a

complex mechanism involving several host cell surface molecules and

structural HCV proteins. HCV proteins can alter the typical epithelial

architecture of hepatic cells inducing epithelial-to-mesenchymal tran-

sition (EMT) promoting increased motility and invasiveness. The

HCV-related EMT involves the modulation of several pathways as

Sonic hedgehog (SHH), recently associated with HCV replication, and

Tumor Growth Factor (TGF) beta signaling. The aim of the study is to

identify the possible role of EMT pathways during the early phases of

HCV infection.

Materials and methods: We used J6/JFH1 HCV strain to infect Huh

7.5 human hepatocarcinoma cell line. At different time point after the

infection we have analyzed the EMT signaling through Western blot

analysis, immunofluorescence staining and RT-qPCR. The same

experiments were performed after EMT chemical inhibition.

Results: Our results highlight a marked up-regulation of EMT sig-

naling effectors during the early steps of infection. In particular SHH

pathway were significantly overexpressed at 4 and 8 hours after

infection. Similar results were obtained analyzing TGF beta pathway.

To analyze their role in HCV infection, we have evaluated the

presence of HCV (5’UTR) in the early steps of infection after a

treatment with a chemical inhibitor of EMT. Interestingly EMT

inhibition causes a strong reduction of HCV presence into the

hepatocytes.

Conclusions: Our study confirms the involvement of SHH and TGF

beta pathways during the early steps of HCV infection. Using an EMT

chemical inhibitor we have obtained a significant reduction of the

presence of HCV inside the hepatocytes. In light of our results,

affecting EMT pathways it’s possible to counteract the early steps of

infection suggesting novel and effective anti-HCV therapies.
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Introduction and aims: HCV infection leads to a wide spectrum of

liver diseases. Although HCV is considered essentially hepatotropic,

recent studies suggest that it can also infect peripheral blood mono-

nuclear cells and has been clinically associated with serum lipid

abnormalities. The aim of this study is to analyze the possible roles of

genes involved in HCV-mediated lipid metabolism in PBMC from

HCV infected patients.

Materials and Methods: Using The Human Adipogenesis RT2 Pro-

filerTM PCR Array, we have analyzed the expression profile of 84 genes

in chronic HCV PBMCs patients normalized with PBMCs from heathy

donors. To compared the results obtained from HCV + PBMCs with

the expression in the hepatocytes, we have used a JFH1/HCV in vitro

system after 48 h post infection normalized with uninfected Huh 7.5.1

cell line.

Results: Both in vivo and in vitro models HCV was able to up-

regulate the same genes (14% in both of them) involved in lipid

metabolism and in signal transduction (29% and 27% respectively).

Interesting KLF15 results significantly upregulated in HCV +

PBMCs as well as the J6/JFH1 in vitro infection. In addition, in

PBMCs, KLF15 upregulation is positively correlated to the Body

Weight, the BMI and the ALT levels. Furthermore, in PBMCs from

HCV + donors, KLF15 expression correlates with the HCV Viral

Load and the antibody titer (anti-NS3 anti-NS4 and anti-capsid),

suggesting a possible intriguing role of this factor in HCV infection.

Conclusions: Our results confirm the ability of HCV to affect lipid

metabolism; we have highlighted a similar modulation both in HCV

patients lymphoid cells and in J6/JFH1 HCV infection model. In

particular, the virus-related KLF15 enhanced expression, in both

in vivo and in vitro models, suggests this protein as new possible

marker of HCV infection and as a potential therapeutic target useful

to counteract HCV infection.
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Background: HCV infection is a serious public health problem in

India. Detection of HCV and its genotypes by simple and economic

assays is a prime need to plan anti-viral treatment in patient infected

with this virus. Although, commercial assays both for detection of

HCV-RNA as well as genotypes are available, attempts are still on to

develop simple and economic system for these measurements.

Methods: A number of 135 sera from patients with liver and renal

diseases were screened for anti-HCV and HCV-RNA. One hundred

one RNA positive samples were genotypes by RFLP and sequence

analysis. HCV CORE gene was amplified from sera carrying HCV

genotype-1a & -3a, cloned and expressed in pET19b vector. The

translational products were used in developing western blot assay for

detection of genotype specific anti-HCV antibodies.

Results: The HCV CORE gene from both genotypes was successfully

cloned and expressed with production of 26 kDa recombinant protein

in either case. Using peptides in western blot assay, 101 sera samples

were tested for anti-HCV CORE antibody. Each peptide shown

reaction with anti-HCV antibody without showing any genotype

specific binding. This demonstrate that individual peptides obtained

from different genotypes do not have genotype specific epitope to

bind with antibodies.

Conclusion: There was a successful cloning and expression of HCV-

CORE gene from genotype-1a and genotype-3a, however, the peptide

formed do not show genotype specific binding with anti-HCV.
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Very little is known about the epidemiological manifestation, geno-

types and risk factors of HCV infection in North West Frontier Province

of Pakistan. Therefore, the subject study was conducted to determine

HCV genotypes and to explore the associated risk factors in chronic

HCV patients. 116 chronic HCV patients were enrolled for PCR based

detection, out of which 112 chronic HCV patients (53, 47.32% males

and 59, 52.68% females) with mean age 43.76 ± 16.4 and mean BMI

23.8 ± 3.9 were enrolled in this study. Frequency of six HCV geno-

types and associated risk factors were evaluated from five districts of

N.W.F.P. Genotype 3 was the most prevalent in 73 samples (65.17%)

followed by genotype 1 in 24 (21.42%) and genotype 2 in 13 (11.60%)

samples. Genotype 3 has significantly high prevalence (P = 0.0002).

48 (42.85%) samples were proved to be infected with HCV 3a; 25

(22.32%) with 3b; 14 (12.5%)with 1a; 10 (08.92%) with 1b; 11

(09.82%) with 2a; 2 (1.78%) with 2b and 2 were untypable. Distribution

of HCV genotypes in Mardan, Charsadda, Peshawar, Sawabi and

Nowshehra districts was different. Among the risk factors, use of

unsterile equipments for medication, barbers and previous history of

hospitalization are the main factors for HCV transmission. Genotype 3a

and 3b, 1a, 1b and 2a are the common genotypes in N.W.F.P Province.

Genotype 4, 5, and 6 were not found even in a single sample. The level

of awareness about various modes of transmission of HCV among the

population was found to be very low.
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The Australian Needle and Syringe program survey (ANSPS) pro-

vides serial point prevalence estimates of human immunodeficiency

virus (HIV) and hepatitis C (HCV) amongst injecting drug users.-

Recent questions relating to the number of individuals with active

hepatitis C infection have prompted the the selection, optimization

and implementation of nucleic acid tests to detect and quantify HCV

RNA in DBS samples collected from survey participants.

We sought to validate a testing algorithm including the direct

detection of HCV RNA for surveillance of active HCV infections in a

cohort of individuals who inject drugs. To enhance the existing HIV

and HCV surveillance survey which historically has only involved

serological markers of infection with a nucleic acid test.

A total of 62 paired EDTA plasma and whole blood DBS samples

were analysed using the Abbott RealTime HCV assay involving the

m2000sp nucleic acid extractor and m2000rt real time PCR platform.

Samples were collected from individuals with HCV viral load pre-

viously determined by another commercially available system.

Modified sample extraction protocols were optimized to obtain

nucleic acid extracts from single 10 mm punch of blood soaked

Whatman #903 collection card.

The Abbot RealTime HCV RNA assay detected 100% of samples

that were prepared from individuals with detectable HCV RNA. The

correlation coefficient for plasma vs DBS samples was calculated to

be 0.9442. Bland Altman analysis demonstrated an overall difference

of HCV RNA -1.91 log(10) in DBS samples compared to plasma

(range -1.79 to -2.03).

The optimised Abbott RealTime HCV RNA for direct detection

and quantification of HCV RNA appears to be a suitable laboratory

biomarker for surveillance surveys. Estimates of active hepatitis C

infection through the detection and quantification of HCV RNA in

large cohort studies provides further insights into transmission, inci-

dence, treatment response and genotypic molecular epidemiology of

populations at risk of HCV.
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Background: The toxicity of aluminium (Al) to various cells is well

described. In this study, the effect of aluminium as nitrate 100 to 900

lM was investigated using Hep 2 cells culture.

Aim: To evaluate therapeutic potential of garlic extract (GE) and its

active principal S-allylcysteine (SAC) against Al toxicity.

Methods: Percentage cell viability of Hep2 cell lines were carried out

by using SRB assay. The 50% ethanolic extract from garlic cloves and

its active principal SAC were assessed against Al as aluminium

nitrate toxicity. Viability was significantly reduced after 24 h incu-

bation with all concentrations of 100-900 lM compared with controls

in Hep 2 cells.

Results: We reported that the cell viability rate was significantly

decreased (35 %) in Hep2 cell lines by Al (600 lM) administration

after incubation for 24 h. Potential of GE and its active principal SAC

restored the cell viability in Hep 2 cells. Maximum improvement in

the cell viability at 25 lg/ml GE and 50 lg/ml of SAC against Al

toxicity. Combination of GE 25 lg/ml + Se 0.5 lg/ml showed 89%

cell viability depicting significant regeneration. Exposure of Al

caused distorted shape of hepatocytes, pleomorphic nuclei, swollen

mitochondria, disorganized ER and vacuolization in liver of electron

micrograph. The amount of phenolic components of GE was calcu-

lated as tannic acid equivalents was 64 lg/mg which indicating

considerable free radical scavenging activity. Garlic at different doses

i.e. 10 to 50 lg/ml showed free radical scavenging activity in dose

dependent manner, up to 88% of DPPH inhibition was observed at the

highest dose.

Conclusions: All the above parameters revealed that Al induced

apoptosis and therapy of GE, 25 lg/ml and SAC, 50 lg/ml recovered

Cell viability.
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Background and Aims: NS5A is a non-structural protein that is

essential for viral replication in hepatitis C virus (HCV). It has been

intensively studied for globally urgent need of new effective HCV

inhibitors since 2002. Our aim is to develop novel highly potent and

selective HCV NS5A inhibitors.

Results: The potency for a series of novel optimized HCV NS5A

inhibitors have been studied in comparison with other reported NS5A

inhibitors, and the MTD toxicity (2000 mg/kg) in rats and PK have

been also evaluated for several highly potent and selective NS5A

inhibitors. For several selected NS5A inhibitors, there are no any

death and any drug-related toxicity and side effects observed during

acute oral toxicity in rats (2000 mg/kg), and their body weight, organ

coefficient, pathological and tissue microscopic examinations are

normal and no any difference in comparison with control groups.

Some of our optimized NS5A inhibitors have been determined not

only highly potent (picomolar potency for EC50) but also show

excellent safety and PK, and their metabolic stability in human liver

microsome (T1/2: 2-3hrs) is competitive or better than other NS5A

inhibitors such as BMS790052. Currently, two of the highly potent

and safe compounds (such as ZN6111 and ZN6118) with excellent

PK properties have been selected for further pre-clinical studies.

Conclusions: (1) Several of new optimized HCV NS5A inhibitors

have been developed. (2) Two of highly potent and selective NS5A

inhibitors (ZN6111 and ZN6118) have been first selected for further

pre-clinical studies. (3) More valuable results are ongoing in pre-

clinical studies to finally develop one or two of the most competitive

NS5A inhibitor candidates for clinical trials, which will offer a

potential effective therapy in clinical treatment with either Peg-

Interferon/Ribaviran or in combination with other HCV inhibitors

such as our developed antiviral compound ZN2007, one of the best

NS3 protease inhibitors.
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Introduction: HCV is the primary cause of liver transplantation and

hepatocellular carcinoma in Australia. Recently approved direct act-

ing antiviral drugs (DAAs), protease inhibitors boceprevir and

telaprevir increase rates of sustained virological response (SVR) and

are standard of care for treating genotype 1 HCV. Traditional

sequencing only detects quasispecies present at [ 20% whilst next-

generation sequencing is more sensitive in detecting low frequency

resistant variants. Treatment response with DAAs may be reduced in

the presence of low frequency drug-resistant virus and we anticipate a

future role for drug resistance testing to guide HCV therapy.

Aim: Deep sequencing of full-length hepatitis C virus (HCV) genome

using the Illumina platform.

Methods: Full-length HCV genomes were amplified from reference

plasmids by long range PCR and sequenced. Artificial quasispecies

were created by mixing 2 plasmids differing by a single point mutation,

at specific ratios of 1:9, 1:99, and 1:999, then sequenced. Finally, HCV

was amplified from plasma of patients with genotype 1 infection, then

sequenced. Library preparation and Illumina sequencing were per-

formed in-house, using the MiSeq Personal Sequencer.

Results: The frequency of sequencing errors was determined by

comparison with plasmid reference sequences. The accuracy in

measuring the relative composition of low prevalence artificial

quasispecies was also determined. From clinical samples the fre-

quency of known protease inhibitor resistance mutations was

measured. The frequencies of reported drug resistance mutations in

other virus proteins was also determined, but as yet their clinical

significance is uncertain.

Conclusion: Deep sequencing of hepatitis C virus is useful to detect

low-frequency drug resistance mutations.
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Background and aims: Females have a higher seroprevalence of

anti-HCV than males, but female gender is associated with an

increased clearance of HCV infection. Consequently, males are more

susceptible to HCV-associated liver diseases even after adjusting for

other clinical risk factors. This study aimed to identify genetic vari-

ants on X and Y chromosomes which were associated with the gender

difference in HCV-clearance capability.

Methods: The REVEAL-HCV study had enrolled 1,095 patients

seropositive for anti-HCV antibodies in Taiwan from 1991 to 1992.

Among 866 individuals genotyped for 14,202 SNPs on the sex

chromosomes using the AxiomTM Genome-Wide CHB array, 249

had the spontaneous clearance of HCV.

Results: Located on the human Y chromosome, 13 SNPs were found to

be associated with the HCV clearance in this study: the minor allele

(MAF = 17%) at a SNP site of EIF1AY gene was significantly asso-

ciated with the HCV clearance showing an OR (95% CI) of 1.74 (1.15-

2.64); Minor alleles (MAF = 15.6-43.1%) at another 9 SNP sites were

significantly associated with non-clearance of HCV showing ORs

ranged 0.51-0.62; another minor alleles (MAF = 1.21-1.23%) at 3

SNP sites were found only in the patients with non-clearance of HCV.

Some of these Y chromosomal SNPs were on genes, which showed

differential gene expressions in blood samples of patients affected with

HCV-related chronic diseases, such as ischemic stroke, coronary artery

disease and diabetes. In addition, an SNP associated with HCV clear-

ance was on the KALP gene related to Kallmann syndrome, implying

male patients had poor capability to clear HCV might be due to the

differential production of sex hormone. Different SNPs of KAL1 gene,
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homologous KALP gene on the X chromosome, were associated with

HCV clearance in males and females.

Conclusions: The different capability of HCV clearance between

males and females was significantly associated with the SNPs on sex

chromosomes.
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Background and aims: NS3 protein in HCV possesses serine pro-

tease activity and is confirmed essential for viral replication and

infectivity. Our aim is to develop an optimized antiviral compound as

a highly potent and safe protease inhibitor.

Results: The optimized NS3 protease inhibitor ZN2007 is developed

and determined not only highly potent and selective but also shows

excellent safety in rats, dogs and monkeys. ZN2007 shows negative

for the Ames and bacterial reverse mutation, and its concentration in

liver is obviously higher than in plasma, the ratio of AUClast (liver)

and AUClast (plasma) is 806%. By oral administration, ZN2007 is

mainly distributed in the gastrointestinal tract and liver, and its dis-

tribution in other tissues is less than 10% overall in kidney, lung,

heart, spleen, testicle, fat, skeletal muscle and brain. The metabolic

stability of ZN2007 in human liver microsome is better than other

protease inhibitors, and the stability order is ZN2007 [ MK-

7009 [ RG-7227 [ ABT-450. Regarding study of the genotoxicity

and reproductive toxicity (50, 500, 1000 mg/kg/day) with ZN2007Na,

there were no test-article related changes observed in motility, body

weight increasing during gestation, gravid uterine weight, number of

corpora lutea, implantations, live fetuses, dead fetuses, fetal deaths,

embryonic resorptions, early resorptions, pre-implantation loss, post-

implantation loss, fetal weight, fetal crown-rump length, fetal sex

ratio, gross lesions, fetal structure (external, visceral, and skeletal).

Moreover, the organ coefficient, electrocardiogram (ECG), patho-

logical and tissue microscopic examinations are all normal in all

tested rats, dogs and monkeys in both non-GLP and GLP studies.

Conclusions: ZN2007 has excellent potency, safety, PK, metabolic

properties. It is overall suggested that ZN2007 could be the best-in-

class or one of the top two NS3 protease inhibitors and better than

other referred inhibitors ABT-450 and RG-7227, so it is ongoing to

file IND for clinical trials in USA and other countries.
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Introduction: The Elecsys Anti-HCV II assay is a new, qualitative

immunoassay with enhanced sensitivity and specificity. The CE

performance evaluation study found the Elecsys Anti-HCV II assay to

have improved specificity in samples from European blood donors,

improved seroconversion sensitivity, and enhanced convenience

compared with the previous version.

Aim: The aim of this study was to verify the initial findings of

improved sensitivity and specificity in different Asia-Pacific

populations.

Methods: Elecsys Anti-HCV II assay was compared to the

ARCHITECT Anti-HCV, Elecsys Anti-HCV, Ortho Vitros ECi Anti-

HCV, Siemens ADVIA Centaur Anti-HCV and local microtiterplate

assays from China (MTP China) in routine screening using hospital

samples, high risk patients, potentially crossreactive samples as well

as confirmed HCV positives and early HCV infections. The study was

performed at nine independent centers in Australia, China, Indonesia,

Malaysia, South Korea, Thailand and Taiwan R.O.C.

Results: In approximately 6000 hospital samples, the specificity of

the Elecsys Anti-HCV II assay was comparable or better than with the

respective comparison method Abbott Architect, Ortho Vitros, Sie-

mens ADVIA Centaur or MTP China. When serial bleeds of recently

HCV infected patients were compared with the above mentioned

methods, Elecsys Anti-HCV II achieved a higher number of positive

bleeds reflecting an earlier detection of infection.

Conclusions: This study confirms the improved specificity and sen-

sitivity of the Elecsys Anti-HCV II assay compared with established

routine methods as a very competitive anti-HCV screening assay.
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Higher serum level of epidermal growth factor can predict
survival in Egyptian patients with HCC

Mohamed Kohla1, Om Kolsoum El-Haddad1, Ali Nada1,
Mohamed El-Warraky2, Manar Obada3, Mohamed Saad1,
Ashraf Abou Gabal1

1Hepatology, 2Radiology, 3Clinical Biochemistry, National Liver

Institute, Shebin El-Kom, Egypt

Background: Epidermal growth factor (EGF) is a mitogen for

hepatocyte grown in vitro, and its expression is up-regulated during

liver regeneration. There is a role for EGF in malignant transforma-

tion and tumor progression. In a mouse model of HCC it was found

that over expression of a secretable form of EGF associated with a

very aggressive malignant HCC leading to 100% mortality around

7-8 months.

Aim: Assessment of Epidermal Growth Factor as an associated factor

with advanced HCC and predictive factor of shortened survival.

Material and methods: A secretory form of EGF, measured in serum

by an ELISA technique, evaluated in different groups of patients with

HCC, liver cirrhosis without HCC, chronic hepatitis C and healthy

controls. Patient demographic and laboratory variables were evalu-

ated as predictive factors of survival in a Cox regression multivariate

analysis using SPSS software.

Results: Serum EGF level was evaluated in 151 subjects, 51 HCC

patients, 40 patients with chronic hepatitis without cirrhosis, 40

S336 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



patients with cirrhosis and 20 healthy controls. The mean serum level

of EGF in patients with HCC was 784.49 pg/ml, significantly higher

(p value \ 0.05) than all other groups: mean EGF in cirrhotics was

144.69 pg/ml, in those with chronic hepatitis C without cirrhosis was

338.64 pg/ml and in healthy controls 297.15 pg/ml. Multivariate Cox

regression analysis of different patient and tumor variables only older

patient age (p = 0.03), and higher serum EGF level (p = 0.005),

were the only 2 predictors of poor overall survival in patients with

HCC after a median follow-up of one year.

Conclusions: EGF levels were found to be significantly higher in

HCC patients and together with older age were the only predictors of

survival in those patients. Taking these 2 predictors into account

would be beneficial as a stratification strategy before planning

appropriate treatment modality.
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Prevalence of anti-thyroid peroxidaes antibodies in chronic
hepatitis C virus infection. Viral hepatitis Clinic. Aljomhoria
Hospital. Benghazi

Ahmed Farag Elhassi, M Sasi, R Elmehdawi

Infectious Diseases Department, Benghazi University, Benghazi,

Libya

Background and aim: Chronic hepatitis C virus infection is asso-

ciated with many autoimmune thyroid antibodies and thyroid

dysfunction. The frequency of anti-thyroid peroxidaes antibodies

among chronic hepatitis C patients has been reported in many studies

with different result. The aim of this study is to determine the fre-

quency of thyroid peroxidaes antibodies among chronic hepatitis C

patients in Benghazi before treatment with Interferon.

Methods: Thyroid peroxidaes antibodies concentration evaluated in

120 chronic hepatitis C infected patients in addition TSH level, HCV-

RNA concentration and genotype for HCV has been evaluated.

Patients on Interferon therapy, coinfected with HBV, HIV, Type 1

DM, history of thyroid disease and autoimmune diseases has been

excluded.

Results: Out of 120 patient, 50% were males with mean age group

44 ± 8 year. The most frequent genotype reported was genotype 4

(91.7%). Twenty four patient (20%) has high Anti-TPO, there was no

statistical Difference among males and females (P = 0.702). High

TSH ([ 4.2 muI/ml) found in 15 patient (12.5%) in the age group

above 45 year (P = 0.002).

Conclusion: We found high prevalence of anti-TPO in chronic HCV

infected patients (20%).The tendency to develop thyroid dysfunction

after initiation of Interferon based therapy proven in many studies,

this implies the need for screening of those patients for the presence

of such antibodies and cooperation with endocrinologist for optimal

patient care.

Topic: 9.b Clinical

Absno: 25

New non invasive model, based on serum markers, to assess liver
fibrosis in patients with chronic hepatitis C

Rafael Bruck1,2, Phillipe Halfon3, Ilana Goldiner4, Shira Zelber-
Sagi4,5, Zamir halpern2,4, Ran Oren6, Amir Shlomai1,2

1Gastroenterology, Tel Aviv Sourasky Medical Center, 2Tel Aviv

University, Tel Aviv, Israel, 3Alphabio Laboratory, Marseille, France,

4Tel Aviv Sourasky Medical Center, Tel Aviv, 5Faculty of Social

Welfare and Health Sciences,, University of Haifa, Haifa,
6Gastroenterology, Hadassah University Hospital, Jerusalem, Israel

Background: Serum bile acids (SBAs) are commonly elevated in

cholestatic liver diseases, but it is unclear if SBA levels are also

elevated in non-cholestatic chronic liver diseases and whether those

levels correlate with disease severity.

Methods: We analyzed SBA levels of 135 consecutive patients with

chronic hepatitis C virus infection and correlated these levels with the

degree of liver fibrosis as determined by liver biopsy. In addition, we

assessed the accuracy of SBA levels as a non-invasive predictor for

liver fibrosis by its comparison to the patients’ FibroTest scores.

Results: Two-thirds (90/135 patients, 67%) of the study patients had

non-severe liver fibrosis (Metavir F0-F2) and the others (45/135,

33%) had severe fibrosis or cirrhosis (Metavir F3-F4). 77% of patients

with non-severe fibrosis and 84.4% of patients with severe fibrosis/

cirrhosis had genotype 1 HCV. The SBA levels were significantly

higher in patients with severe fibrosis as compared to non-severe

fibrosis (11.46 ± 10.01 versus 6.37 ± 4.69, P \ 0.0001). Further-

more, a receiver operator characteristics curve based on a model that

included serum bile acids, age, body mass index, serum AST, glucose

and cholesterol levels suggested that this combination reliably pre-

dicts the degree of liver fibrosis, and is not inferior to the current non-

invasive FibroTest score (areas under the curve of 0.837 versus 0.83,

respectively, P = 0.87). We found no significant correlation

(p = 0.57) between HCV viral load and the SBA levels among the 30

patients in which SBA levels were obtained at the same time with the

viral load.

Conclusions: Measurement of SBA levels combined with widely

available laboratory parameters, can predict fibrosis severity with a

high degree of accuracy and may have a clinical role as a simple non-

invasive tool to assess the severity of HCV-induced liver disease.
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Restoration of innate and adaptive immunity by viral inhibition
with an induction approach using n-interferon-b in chronic
hepatitis C

Yutaka Kishida1, Naohiko Imaizumi1, Hirohisa Tanimura1,
Yoshimichi Haruna2, Sinichiro Kashiwamura3, Toru Kashiwagi4

1Division of Gastroenterology and Hepatology, Department

of Internal Medicine, Osaka Kaisei Hospital, 2Division of

Gastroenterology and Hepatology, Department of Internal Medicine,,

Osaka Prefectural General Medical Center, Osaka City, 3Labolatory

of Host Defenses Institute for Advanced Medical Sciences,
4Department of Nuclear Medicine and PET-Center, Hyogo College

of Medicine, Nishinomiya City, Japan

Aim: The innate immune system is essential for the subsequent

adaptive immune response, which plays a key role against HCV.

Contrary to the actions of IFN-a, IFN-b signaling does not become

refractory during repeated stimulation of the IFN signaling trans-

duction pathway. We investigated the hypothesis that an induction

approach(IA) with nIFN-b for 24 weeks followed by PegIFN-a +

ribavirin(RBV)(standard of care: SOC) for 48 weeks(novel combi-

nation treatment: NCT) would increase the initial virologic response

and restore innate and adaptive immune responses.

Methods: Seven CHC patients with a high viral load and genotype 1b

were treated with NCT. Serum cytokine and chemokine were evalu-

ated during NCT(n = 7) and in controls(n = 5). And we compared

the efficacy of NCT(n = 8) versus SOC(n = 8).
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Results: NCT showed persistent viral clearance. Early virologic

responders(EAVR, n = 5) with undetectable HCVRNA before the

end of IA showed a sustained virologic response(SVR). Late

VR(LAVR, n = 2) with undetectable HCVRNA after the end of IA

showed a transient VR. IL-15 was increased at the end of IA in both

EAVR and LAVR, CXCL-8, CXCL-10, and CCL-4 levels were

significantly decreased(p \ 0.05) in EAVR but not in LAVR, and

IL-12 increased significantly(p \ 0.05) and CXCL-8 decreased sig-

nificantly(p \ 0.05) after the end of NCT in EAVR but not in LAVR.

The rate of a rapid-virologic response(VR) in week 4, complete early-

VR in week 12, VR in week 24, end-treatment-VR, and SVR among

CHC patients receiving SOC/NCT were 87.5/100%, 50/75%, 50/75%,

50/ 100%(p = 0.0764), and 37.5/75%(p = 0.0435), respectively.

There were higher SVR rates in NCT compared with those in SOC.

Conclusion: In addition to early virologic clearance by CPIT, per-

sistent virologic clearance with subsequent SOC induced the

restoration of innate immune responses linked to adaptive immune

responses resulting in SVR and a sustained biochemical response.

NCT is more beneficial to treat difficult-to-treat CHC patients with

genotype 1b and a high viral load.
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High false-negative rate of anti-HCV among Egyptian patients
on regular hemodialysis

Assem El-Sherif, Ashraf Elbahrawy, Atef Aboelfotoh, Magdy
Abdelkarim, Abdel-Gawad Saied Mohammad, Abdallah Zahra,
Sadek Mostafa, Amr Elmestikawy, Ahmed Elwassief, Mohamed
Salah, Mohamed Abdelbaseer, Kouka Abdelwahab

Al-Azhar University, Nassr City, Egypt

Introduction: Routine serological testing for hepatitis C virus (HCV)

infection among hemodialysis (HD) patients is currently recom-

mended. A dilemma existed on the value of serology because some

investigators reported a high rate of false-negative serologic testing.

In this study, we aimed to detect the false-negative rate of anti-HCV

among Egyptian HD patients.

Method: Seventy-eight HD patients, negative for anti-HCV, anti-

HIV, and hepatitis B surface antigen, were tested for HCV RNA by

reverse transcriptase polymerase chain reaction (RT-PCR). In the next

step, the viral load was quantified by real-time PCR in RT-PCR-

positive patients. Risk factors for HCV infection, as well as clinical

and biochemical indicators of liver disease, were compared between

false-negative and true-negative anti-HCV HD patients.

Results: The frequency of false-negative anti-HCV was 17.9%.

Frequency of blood transfusion, duration of HD, dialysis at multiple

centers, and diabetes mellitus were not identified as risk factors for

HCV infection. The frequency of false-negative results had a linear

relation to the prevalence of HCV infection in the HD units.

Conclusion: Timely identification of HCV within dialysis units is

needed in order to lower the risk of HCV spread within the HD units.

The high false-negative rate of anti-HCV among HD patients in our

study justifies testing of a large scale of patients for precious

assessment of effectiveness of nucleic acid amplification technology

testing in screening HD patient.
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Clinical and laboratory characteristics of chronic hepatitis C
patients in Benghazi-Libya
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Introduction: The prevalence of hepatitis-C virus infection among

Libyan population is 1.19% according to 2005 estimates.

Aim and objectives: The aim of this study is to recognize the clinical

and laboratory characteristics of patients with chronic hepatitis C

infection as well as their response to treatment.

Patients and methods: This is a retrospective analysis of the records

of 117 patients previously diagnosed and treated for chronic hepatitis

C infection who were under follow up at the. Hepatology clinic in

Benghazi-Libya during the period 2009-2010.

Results: Out of 117 studied patients 54.7% were females, the mean

age of the whole cohort was 46.86 ± 14 years (18-73) with female

patients significantly older than males (49.32 ± 12.55 vs. 43.88 ±

15.21, p = 0.036). The predominant genotype was genotype-4

(95.7%) and none of the patients had genotype-3 or 5. Cirrhosis was

diagnosed in 7.7% of the patients and diabetes was evident in 10.3%.

Among the ninety seven patients who completed treatment and follow

up, 72.2% showed sustained virological response, and there was no

significant difference regarding the response rate between males or

females (73.17% vs. 71.42%,p = 0.85), diabetic or non diabetic (70%

vs. 72.41%, p = 0.87%) or obese and normal patients (62.16% vs. 75,

p = 0.27). The main side effect of the therapy was flu-like illness

which affected all treated patients followed by anemia in 56.4% of the

patients and this was significantly more prominent in females

(71.87% vs. 37.37%,p = 0.000).

Conclusion: The predominant hepatitis-C genotype in Libyan popu-

lation is genotype-4. Gender, body mass index and coexisting diabetes

don0t seem to affect the response rate to hepatitis- C treatment.
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Changes to zinc and haemoglobin (Hb) levels in patients
with chronic liver diseases: retrospective observations

Gruengreiff Kurt
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Introduction: Haematological side effects occur in nearly 50% of

patients with chronic hepatitis C undergoing interferon-based-ther-

apy. The first reference to a possible correlation between anaemia and

zinc deficiency was made regards geophagy by Prasad. A proven

correlation between zinc and Hb exists today in the form of delta-

aminolevulinic acid synthetase, which is zinc dependent and involved

in haem synthesis.

Aim: Two retrospective analyses conducted between 1995 and 2011

within a hepatology practice shall used to research this correlation and

draw conclusion from it.

Patients and Results: Included in first analysis were 31 from 111

patients suffering from chronic liver disease, predominantly cirrhosis.

These patients were diagnosed with a zinc deficiency in their serum

(\ 11 lmol/l) and their levels both of Hb and zinc measured at least

twice that period. Once proof of a zinc deficiency had been estab-

lished all the patients followed a course of zinc supplementation (zinc

hydrogenaspartate or zinc histidine). Once a patient‘s zinc level was

normalised, administration of zinc preparation was discontinued. In

19 of the 31 patients included (61,2%), it seems that zinc therapy has

an effect in the Hb level.

In a second study of 26 patients with chronic hepatitis C under-

going Peg-IFN and ribavirin therapy, 12 patients with a zinc
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deficiency took zinc histidine until their zinc levels were normalised.

Zinc supplementation in responders or relapsers was accompanied, to

varying degrees, by an increase in Hb level, the nonresponders

showed no such changes in the Hb levels.

Conclusions: Despite the uncertainities linked to retrospective

observations, the two analyses suggest a possible between zinc and

Hb in chronic liver diseases, which must be confirmed in future

studies. It is possible that zinc supplementation may be breneficial in

treating anaemia during antiviral therapy for chronic hepatitis C.
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Decreasing hepatitis C prevalence among hemodialysis patients
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Background: The prevalence of HCV in dialysis units is variable

worldwide.The reported prevalence of HCV in HD patients in

Kingdom of Saudi Arabia (KSA) is highly variable ranging between

15% and 80%. The number of patients on HD in Saudi Arabia have

increased from 5706 patients in 1999 to 12116 patients in 2011 with

an annual increase of 7.9%.

Aim: To study the change in prevalence of HCV infection among HD

patients in Saudi Arabia over the past three decades.

Method: We performed a retrospective analysis of local epidemiol-

ogic studies from 1995 as well as the Saudi Council of Organ

Transplantation (SCOT) prospectively collected database for all HD

patients in Saudi Arabia from 1999 until 2010.

Result: The first set of data represents a total of 5 studies published in

1995 involving 1950 patients. The reported prevalence was between

42-72% with average of 65.3%. In a large study in 2001, Souqiyyeh

reported a prevalence of 50% among 6604 patients. SCOT reported a

prevalence of 42% on the same year. SCOT data have shown a

progressive decline in prevalence from 51% in 1999 to 24.5% in

2010. (Fig. 1).

Conclusion: Since 1995, there is a statistically significant decrease in

prevalence of HCV infection among HD patients over the past 3

decades (P \ 0.05). This decrease in prevalence is partially due to

strict adherence to Infection Control Universal Precautions guidelines

and using dedicated dialysis machines for infected patients with

hepatitis C. This has resulted in much fewer hepatitis C virus sero-

conversions of all new comers to HD units in KSA, with slow

decrease in the absolute number of HD patients with HCV (nomi-

nator) with progressive increase of total number of HD patients

(denominator) resulted in progressive decline in HCV prevalence

among HD patients.
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People with hepatitis C are likely to experience from psychological

distress related to adjustment issues following diagnosis.

Aim of the study: The study was conducted to determine the psycho-

social stressors accompanying HCV chronic infection. Effect of HCV

on disruption of patients’ relationships in term of family relationship

and friendship, employment and financial status was assessed. The

magnitude and causes of the social stigma and its relation to aware-

ness and perception about illness, socioeconomic status, level of

education were also assessed.

Methods: This study was conducted through a project that was sup-

ported financially by the Science and Technology Development Fund

(STDF), Egypt, Grant No 1774. This study targeted 540 cases; 359

males and 181 females through a designed questionnaire. Cases were

randomly selected from some of the Centers of National Hepatology

and Tropical Medicine Research Institutes within four different com-

munity locations of Egypt representing Upper Egypt, Lower Egypt, the

Middle and the Canal areas. The study was conducted along a period of

six months from September 2011 to March 2012.

Results: The study revealed that whereas, psychological problems

were out of the commonest faced by 43.5% of cases, the greatest of all

is the financial problems (75.5 %). More than 70 % of the patients

suffered from immediate sadness and despair versus 67.4% suffered

from irritability. Meanwhile, 41.1 % of HCV cases have the feeling of

being dirty and danger to others. Social stigma was reported by 13 %

of HCV patients, the majority of which were females. Misconception

about mode of transmission of HCV was reported by 85% of the

males and females. There is a miss-belief that hepatitis is acquired by

immoral behaviors.

Conclusions: Exploring the associated psychosocial consequences of

HCV infection can act as pressing motivators for behavior change

needed for limiting HCV endemicity in Egypt.
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Abstract

Background: Hepatitis C virus (HCV) infection is a major cause of

chronic liver disease and is associated with impairments in health-

related quality of life (HRQOL) in the affected patients with different

stages and sequelae of the disease. Aim: To evaluate the health

related quality of life in patients with HCV infection with rheumatic

manifestations and comparing them with healthy controls.

Patients and Methods: 72 patients with chronic hepatitis C infection

with rheumatic manifestations; 38 males and 34 females. Control

group included 72 persons; 32 males and 40 females. Multi-Quality of

life measures using the short-form SF-36 questionnaire, hospital

anxiety scale using Hamilton Anxiety scale (HAM scale) and health

assessment questionnaire (HAQ) were applied for patients and control

group. DAS-28 score were applied for all patients.

Results: HRQOL scores decreased significantly in patients than

controls. They were decreased in all domains of SF 36 except body

pain. The physical component score (PCS) and Mental component

score (MCS) were significantly lower in patients than controls. As

regard anxiety there was no statistically significant difference

between patients and controls.

Conclusion: Patients with hepatitis C associated with rheumatic

manifestations showed decrease in their health-related quality of life.

HAQ, HAM scale and SF-36 questionnaire are suggested to be used

for evaluation of their HRQOL.
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Xin zhang, Yanfu sun, Junqi niu, Xiaojiao li, Lizhi yang

The 1st hospital, jilin university, changchun, China

Objective: PEG-IFN-SA is a new recombinant interferon variant. Its

N-terminus is modified by 20KD molecular weight single-methoxy

polyethylene glycol (PEG). It consists of 171 amino acids before

modification. PEG-IFN-SA is reorganization, unnatural existence and

a new type of interferon (171Arg126Asp171IFN) after modification.

The safety, tolerance and antiviral activity of PEG-IFN-SA were

tested in adults with HCV infection.

Method: PEG-IFN-SA was injected subcutaneously one times per

week for 12 times. Peginterferon alfa-2a (Pegasys) is the positive

control drug. 40 patients were randomly assigned to four groups

(PEG-IFN-SA 1.0 lg/kg, Peginterferon alfa-2a 180 lg, PEG-IFN-SA

1.5 lg/kg and PEG-IFN-SA 1.5 lg/kg + ribavirin 0.45 g/bid group).

Clinical and biological adverse effects were recorded every week

such as headache, nausea and vomiting. HCV RNA level was tested

by COBAS Taqman HCV Test system of Roche. Blood cell counts

were tested using an automatic cell counter such as WBC, neutrophil,

platelet and Hemoglobin. Biochemical indicators were tested by

automatic biochemical analysis instrument.

Results: PEG-IFN-SA was safe and well tolerated: influenza-like

symptoms were uncommon, laboratory toxicity was minimal, no

adverse neurobehavioral side effects were evident, and no patient

developed autoimmune disorder. There were no difference at HCV

RNA levels in the 0 day among the various groups (P [ 0.05). The

HCV RNA levels in the serum were markedly decreased in the various

groups after therapy (P \ 0.05). The changed value of HCV RNA level

in Peginterferon alfa-2a 180 lg, PEG-IFN-SA 1.5 lg/kg and PEG-IFN-

SA 1.5 lg/kg +ribavirin 0.45 g/bid group were higher than that in PEG-

IFN-SA 1 lg/kg group. PEG-IFN-SA effectively suppressed HCV

RNA in a dose-dependent and time-dependent manner.

Conclusion: PEG-IFN-SA is safe, well tolerated and effective at

inhibiting HCV RNA. It is helpful for phase II and III clinical trials in

the future.

Topic: 9.b Clinical

Absno: 156

Serum uric acid, leptin and ferritin: predictors of early virologi
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Background: Hyperferritinemia is often found in patients with

chronic hepatitis C (CHC) and is predictive of poorer response to

antiviral therapy. leptin has been implicated in hepatic inflammation

and fibrogenesis. Serum uric acid (SUA) level is significantly asso-

ciated with non alcoholic fatty liver disease (NAFLD).

Aims: To elucidate the role of serum ferritin, leptin and uric acid in

CHC patients in relation to disease activity and efficacy on early

virological response treatment outcomes of pegylated interferon

(PEG-IFN)/ribavirin (RBV) therapy.

Patients and Methods: This was prospective study conducted on 40

patients with chronic CHC infection (eligible for treatment with

antiviral combination therapy) before and during (12 weeks) PEG-

IFN-a/RBV therapy and thirty healthy volunteers (25 males and 5

females), aged 22 - 58–years; were recruited for participation as

controls. Patients with other causes of chronic liver disease, Wilson0s
disease, haemochromatosis, autoimmune hepatitis and alcoholics

were excluded. All patients were subjected to through clinical eval-

uation, abdominal ultrasonography, plasma HCV-RNA concentration

(viral load) was determined by real-time polymerase chain reaction

(PCR), liver biopsy with grading of chronic hepatitis activity using

Metavir score, CBC, liver enzymes (AST/ALT), total bilirubin, uric

acid, leptin and ferritin. Logistic regression analysis, Unadjusted and

adjusted hazards ratios (HR) were calculated for ferritin, Leptin.

Results: Elevated Serum ferritin concentration was not found to be a

predictive factor of failure of interferon. Increased Serum ferritin

correlated with older age, higher ALT activity, more advanced

liver fibrosis and treatment failure. A significant association

between serum leptin levels and the stage of hepatic fibrosis was

noted.

Conclusion: cirrhosis in CHC is associated with higher leptin levels.

High serum leptin level is a negative predictor of response to antiviral

treatment in CHC with low viremia.
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Lower hepatitis C viral load improves surgical outcome
of hepatocellular carcinoma irrespective of hepatitis C virus
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Background: Lower viral load of hepatitis C virus (HCV) may be

correlated with better surgical outcomes in patients undergoing

hepatic resection for hepatocellular carcinoma (HCC). However,

clinical significance of the genotype of HCV remains unclear.

Methods: One hundred sixty five patients who underwent curative

hepatic resection for HCV-related HCC were retrospectively

reviewed. Clinical outcomes were compared between HCV genotype

1b (n = 127, 77%) and others (n = 38, 23%), and the impact of HCV

viral load on surgical outcomes was investigated in each group.

Results: With comparable median HCV viral load (5.7 vs. 5.5

log10 IU/mL, p = 0.16), median time to recurrence (14.5 vs.

13.8 months, P = 0.88) and 5-year survival rates (69% vs. 66%,

P = 0.79) were similar between genotype 1b and other genotypes.

There were no specific differences in patient demographics, tumor

stage, fibrotic status of the underlying liver, hepatic function tests, and

tumor markers. Multivariate analysis confirmed that HCV viral load

+0.1 log10 IU/mL (Hazard ratio [HR], 1.17), macroscopic vascular

invasion (HR 10.4), and repeat hepatectomy for recurrence (HR 1.79)

were independent predictors of tumor recurrence after surgery, while

HCV genotype was not a significant risk factor. When stratifying the

population based on the HCV viral load, significant difference was

observed in recurrence-free survival rate both in genotype 1b

(p = 0.016 at HCV-viral load of 5.4 log10 IU/mL) and the other

genotypes (p = 0.014 at HCV-viral load of 5.1 log10 IU/mL).

Conclusions: HCV genotype itself does not affect surgical outcomes

of HCC. Lower HCV viral load improves recurrence-free survival of

HCC regardless of the genotypes of HCV.
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The relationship between serum quantitative HBsAg level
and hepatic histopathology and viral load in patients
with chronic hepatitis B infection

Ayhan Balkan1, Mustafa Namıduru2, Yasemin Balkan3,
Ayşe Özlem Mete2, İlkay Karaoglan2, Vuslat Keçik Boşnak2

1Department of Gastroenterology, İskenderun State Hospital, Hatay,
2Infectious Diseases and Clinical Microbiology, Gaziantep University

Medical School, Gaziantep, 3Infectious Diseases and Clinical

Microbiology, İskenderun State Hospital, Hatay, Turkey

Aims: In recent years, evidences indicating that serum HBsAg

quantification (qHBsAg) can be used for viral monitorization of HBV

infection have been increased. In this study, we have investigated the

relationships between serum HBsAg levels in various stages of CHB

infection and HBV-DNA levels, hepatic functions and hepatic his-

topathology of patients whether qHBsAg can be a marker for these

parameters; and whether it can be used as a marker to differentiate

between inactive HBV carrier state and HBeAg negative CHB.

Methods: Inactive HBsAg carrier (n = 104) and CHB patients

(n = 100) were enrolled into the study. Biochemical variables and

serum qHBsAg levels were measured. Histopathological examination

of liver was performed for all patients.

Results: In inactive HBV carrier, number of cases moderate to severe

fibrosis was 34 (33%) whereas this number was 65 (65%) in CHB

patients. Serum qHBsAg in inactive HBV carriers (5150.78 ±

8473.16 IU/ml) was significantly lower than that of in HBeAg negative

CHB patients (7503.21 ± 8101.41 IU/ml) (p = 0.001). The diagnostic

accuracy of serum qHBsAg levels in differentiating inactive HBV

carriers from HBeAg negative CHB (with transient ALT normal)

patients was modarate (c-statistics: 0.695) and when qHBsAg was

1625.0 IU/ml (cut-off), its diagnostic sensitivity was 49%, specificity

was 80% and positive occurrence probability was 1.65 whereas nega-

tive occurrence probability was 0.38.

Conclusions:

1. qHBsAg can be a beneficial test to make a differentiation

between inactive HBV carriers and HBeAg negative CHB

patients when it is evaluated with ALT and HBV-DNA levels.

2. Serum qHBsAg levels are related to hepatic fibrosis in CHB

patients. As qHBsAg level is increased, severity of fibrosis is also

increased.

3. This study also highlights the ratio of moderate-severe fibrosis

(%33) in inactive HBV carriers.
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ASMA predicts for pre-treatment liver biopsy and delays
transaminase normalisation during the first 12 weeks of hepatitis
C treatment

Eu Jin Lim1,2, Amy E. Clements2, John S. Lubel1,2

1Department of Gastroenterology and Hepatology, Eastern Health,
2Eastern Health Clinical School, Monash University, Melbourne,

VIC, Australia

Background/aims: The detection of autoantibodies in hepatitis C

(HCV) infection is well recognized, but their significance is not well

understood. It is thought that the presence of antinuclear antibodies

(ANA) or anti-smooth muscle antibodies (ASMA) has no impact on

clinical course or response to antiviral treatment. The prevalence of

these antibodies in an Australian population treated for HCV has not

been well described. We investigated the frequency of ANA and

ASMA in patients receiving HCV treatment and determined if they

had any impact on biochemical and haematological parameters and

sustained virological response (SVR) rates.

Methods: Using the Eastern Health HCV database, we identified

patients who received treatment between 2004 and 2011. Patients who

received at least one dose of pegylated interferon and were tested for

either ANA or ASMA were included. Demographic data, baseline and

on-treatment indices, and SVR results were collected.

Results: 273 patients who underwent antiviral treatment were

included. ANA was tested in 246 patients with 16% testing positive,

and of 242 patients tested for ASMA, 35% tested positive. ASMA

was positive more often than ANA (p \ 0.001). There was no dif-

ference in pre-treatment viral load or baseline indices between the

ANA or ASMA positive and negative groups, but having ASMA

significantly predicted for undergoing pre-treatment liver biopsy.

ALT was greater in patients with detectable ASMA at weeks 4, 8 and

12 into treatment (p \ 0.05). After 24 weeks these differences

became non-significant. ANA positive patients had a significantly

lower treatment-associated haemaglobin nadir. There was no differ-

ence in SVR rates between the ANA positive and negative patients

(p = 0.81), or the ASMA positive and negative patients (p = 0.51).

Conclusions: Presence of ASMA predicted for pre-treatment liver

biopsy and was associated with higher ALT during the first 12 weeks

of therapy. Neither ANA nor ASMA had a significant impact on SVR.
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ALS-2200, a novel once-daily nucleotide HCV polymerase
inhibitor, demonstrates potent antiviral activity in treatment-
naı̈ve GT1 chronic hepatitis C patients

Patrick Marcellin1, Sergiu Popa2, Alina Berliba2, Nathalie Boyer1,
Anca Streinu-Cercel3, Myron Tong4, Robert Kauffman5, Margaret
Koziel5, Sushmita Chanda6, Qingling Zhang6, Christopher
Westland7, Leo Beigelman6, Lawrence Blatt6, John Fry7

1Service d’Hépatologie, Hôpital Beaujon, Clichy, France, 2Arensia

Exploratory Medicine, Chisinau, Moldova, 3National Institute of

Infectious Diseases, Bucharest, Romania, 4Liver Center, Huntington

Medical Research Institutes, Pasadena, CA, 5Vertex Pharmaceuticals

Inc, Cambridge, MA, 6Alios BioPharma Inc, 7Clinical Development,

Alios BioPharma Inc, USA, CA, USA

Background: A Phase I randomized, double-blind, placebo (PLB)

controlled study was conducted to assess safety, pharmacokinetics, and

antiviral activity of ALS-2200 (a novel nucleotide analog HCV poly-

merase inhibitor) in healthy volunteers (HV) and treatment-naı̈ve

patients with GT1 chronic hepatitis C (CHC).

Methods: HV received doses up to 800 mg. CHC patients received

multiple doses (ALS–2200 15 mg, 50 mg, 100 mg, 200 mg QD) or

PLB (8:2) for 7 days (n = 10 per cohort). An additional cohort received

ALS-2200 200 mg with ribavirin (1000 mg or 1200 mg/day).

Results: 48 HV and 50 GT1 CHC patients were enrolled of which 35

were male and 48 GT-1b. Plasma PK of ALS-2200 and its metabolites

confirmed rapid uptake in the liver. ALS-2200 was well tolerated in

HV up to 800 mg and with multiple dosing in GT1 CHC patients.

AEs reported in CHC patients receiving ALS-2200 were of mild or

moderate severity; all AEs resolved without intervention. Most

common AEs: headache (4/50),rash with pruritus (3/50) (2 in RBV

arm). No SAEs or discontinuations due to AEs were reported. Median

reduction in HCV RNA concentrations following 7-days treatment are

shown below. No virologic breakthrough occurred during treatment.

Data from 2 additional cohorts, patients with cirrhosis and GT2-6

CHC, will be included in the presentation (Table 1).

Conclusions: ALS-2200 has the potential to be a component of once-

daily, all-oral, interferon–free CHC treatment regimens.
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Risk factors for the development of hepatocellular carcinoma
after eradication of hepatitis C virus by interferon therapy

Masayuki Kurosaki, Kaoru Tsuchiya, Namiki Izumi, Japanese
Red Cross Liver Study Group

Department of Gastroenterology and Hepatology, Musashino Red

Cross Hospital, Tokyo, Japan

Aims: To define risk factors for development of hepatocellular car-

cinoma (HCC) after achieving a sustained virological response (SVR)

to interferon (IFN) therapy.

Methods: A total of 785 patients with chronic hepatitis C who had

SVR to IFN therapy were enrolled by a nationwide multicenter study

(Japanese Red Cross Liver Study Group).

Results: The incidence of HCC at 5 years after achievement of SVR

was 6.4 %. Patients with high level of alpha-fetoprotein (AFP) before

therapy had higher rate of HCC development after achieving SVR.

The 5 year incidence of HCC in patients with AFP levels of \ 5,

5-10, 10-20, and [ 20 ng/ml was 2.1%, 8.9%, 14.3%, and 31.7%

respectively. Among patients who had AFP [ 5 ng/ml before IFN

therapy, AFP decreased to \ 5 ng/ml in 38% after achieving SVR.

On the other hand, 97% of patients who had AFP \ 5 ng/ml before

therapy had sustained low level of AFP after therapy. A proportion of

patients with AFP levels of \ 5, 5-10, 10-20, and [ 20 ng/ml after

achieving SVR was 75%, 19%, 3% and 3%, respectively. AFP after

SVR was a significant risk factor for the development of HCC, hazard

ratio (HR) being 3.90 for AFP 5-10 ng/ml, 11.79 for 10-20 ng/ml and

13.70 for [ 20 ng/ml. Multivariable Cox regression analysis revealed

that age over 60 (HR 2.24), male gender (HR 3.10), platelet counts

below 150 (109/L) (HR 2.02), AST [ 30 IU/L after therapy (HR

1.60), and AFP [ 5 ng/ml after therapy (HR 4.88) were independent

risk factors for the development of HCC.

Conclusions: Significant factors for development of HCC after the

eradication of hepatitis C virus were older age, male gender, lower

platelet counts, high AST, and high AFP levels after therapy. Patients

with these predictive factors should be monitored carefully even after

achieving SVR.
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Lipid levels and the risk of acute myocardial infarction
in low risk HCV infected and uninfected men

Adeel Butt1,2, Sebhat Erqou3, Kara Chew4, Raymond T. Chung5,
Kathleen Corey5, Matthew S. Freiberg6, Javed Butler7,
ERCHIVES (Electronically Retrieved Cohort of HCV Infected
Veterans)

1Department of Medicine, Sheikh Khalifa Medical City, Abu Dhabi,

United Arab Emirates, 2Department of Medicine, Univesity of

Pittsburgh School of Medicine, 3Department of Medicine, University

of Pittsburgh Medical Center, Pittsburgh, PA, 4David Geffen School

of Medicine at UCLA, Los Angeles, CA, 5Harvard Medical School

and Massachusetts General Hospital, Boston, MA, 6Medicine,

University of Pittsburgh School of Medicine, Pittsburgh, PA, 7Emory

University, Atlanta, GA, USA

Background: HCV infected persons have lower lipid levels com-

pared with demographically similar HCV uninfected controls. The

risk of acute myocardial infarction (AMI) for similar lipid levels in

Table 1 HCV RNA Results

Median

baseline

HCV RNA

(log10 IU/mL)

(1) (min,max)

Median change

from baseline

(min,max)

\LLQ(2)

Placebo (N = 8) 6.30 (5.70, 6.90) 0.11 (-0.28, 0.66) 0/8

ALS-2200 15 mg QD

(N = 8)

6.11 (5.46, 7.00) -0.97 (-0.17, -1.59) 0/8

ALS-2200 50 mg QD

(N = 8)

6.19 (5.73, 7.21) -3.02 (-2.21, -3.57) 0/8

ALS-2200 100 mg

QD (N = 8)

6.49 (5.67, 7.00) -3.95 (-3.39, -4.51) 1/8

ALS-2200 200 mg

QD (N = 8)

6.18 (5.66, 6.72) -4.54 (-3.81, -5.08) 4/8

ALS-2200 200 mg

QD + RBV

(N = 8)

6.21 (5.14, 7.41) -4.18 (-3.62, -5.40) 5/8

(1) HCV RNA samples analyzed using COBAS� TaqMan� HCV

Test (Version 2.0, Roche) (2) \ 25 IU/mL using COBAS� Taq-

Man� HCV Test
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the absence of other risk factors among HCV infected vs. uninfected

persons is unknown.

Methods: We used Electronically Retrieved Cohort of HCV Infected

Veterans (ERCHIVES), a well established national cohort of HCV

infected and demographically matched uninfected subjects. Females

(due to small numbers) and subjects with pre-existing cardiovascular

disease and other major risk factors for AMI were excluded. Lipid

levels were categorized according to the NCEP guidelines. Baseline

characteristics were compared using two-sample t-test and Chi-

squared test. Risk of AMI by lipid level in the HCV infected and

uninfected groups was determined using Cox regression.

Results: The final dataset consisted of 35,457 HCV infected and

45,299 HCV uninfected subjects. HCV infected subjects had lower

mean body mass index and lower total cholesterol (TC), low-density

lipoprotein (LDL) and triglyceride (TG) levels (Table 1).

TC and LDL conferred a higher risk for AMI among HCV infected

compared with HCV uninfected with similar TC/LDL levels. For TG,

the risk of AMI was higher among HCV uninfected compared with

HCV infected with similar levels. (Table 2).

Conclusions: Despite lower lipid levels, HCV infected men are at a

higher risk of AMI compared with HCV uninfected controls.

Increased risk of AMI in HCV infected men at comparatively lower

levels of TC and LDL suggests that revised guidelines for lipid

lowering therapy may be needed for this population.
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Could vitamin D supplementation improve response
to antiviral treatment for hepatitis C virus genotype 4?

Hassan Elsayed elbatae

tropical medicine, Tanta university, tanta, Egypt

Introduction: This study was performed to verify the influence of

vitamin D supplementation with standard treatment in predicting SVR

rates for Egyptian patient0s naive hepatitis C Genotype 4.

Patients and methods: The study included 126 Egyptian patients

with chronic HCV Genotype 4 naive to antiviral therapy fit for

interferon therapy divided into two groups; Group I included 63

patients received pegylated interferon / ribavirin for HCV treatment

plus 3000 IU of vitamin D. Group II included 63 patients received

pegylated interferon / ribavirin for HCV treatment. Serum levels of

vitamin D were measured before study to all subjects. PCR for HCV-

RNA were measured before, after 4, 12, 24 and 48 weeks (end of

treatment) and 6 months after the end of treatment to determined

sustained virological response (SVR).

Results: Most patients (67%) had low serum levels of vitamin D.

Virological response during treatment and sustained virological

response (SVR) were significantly higher in group II than group I

(74% versus 47%, p \ 0.01). According to serum tertiles of vitamin

D; there were significance increases in SVR in high tertiles compared

to intermediate and low tertiles in both groups. Increases SVR were

associated with high serum levels of vitamin D, male sex, younger

patients, low BMI, high leucocytes count before treatment that

become low during treatment, low grade of fibrosis & activity and low

viremia. Logistic regression analysis confirmed that serum level of

vitamin D and younger ages were the most predictor of SVR in

patients with HCV under interferon therapy.

Conclusions: Vitamin D supplementation significantly increased

SVR to standard regimen used for treatment for HCV. Serum levels of

vitamin D and young age were significantly predictor for SVR in

patient with HCV infection under standard treatment.

Table 1 Baseline characteristics of study population by HCV status

Variable HCV infected

N–35,457

HCV infected

N–45,299

P-value

Mean (SD)

or %

Mean (SD)

or %

Age in years, mean (SD) 51.4 (9.6) 51.3 (9.7) 0.01

Race 0.07

White 55 55

Black 23 24

Other 20 21

Anomia 2570 (7%) 2130 (5%) \0.0001

BMI 27 (5) 29 (5) \0.0001

Total-c 182 (40) 199 (40) \0.0001

\200 69% 53% \0.0001

200-239 22% 32%

[240 8% 15%

LDL-c 110 (36) 122 (37) \0.0001

\100 42% 26% \0.0001

100-129 31% 33%

130-159 18% 26%

160-189 7% 12%

[=190 2% 4%

HDL-c 46 (15) 46 (14) 0.87

\ 40 37% 35% \0.0001

40-59 46% 50%

[=60 17% 15%

Triglycerides 1.71 (0.55) 1.85 (0.58) \0.0001

\ 150 72% 62% \0.0001

150-199 13% 16%

200-499 14% 21%

[=500 1% 1%

Table 2 Adjusted* hazard ratios of myocardial infarction for lipids

by HCV status

Variable Category HCV positive HCV negative

HR (95% CI) HR (95% CI)

Total cholesterol \200 1.00 (comparator) 1.00 (comparator i)

200-239 1.19 (1.02,1.37) 0 93 (0.82,1.05)

[240 1.37 (1.12,1.68) 1 15 (0 99,1.33)

LDL cholesterol \100 1.00 (comparator) 1.00 (comparator)

100-129 1.12 (0.95.,1.33) 0.79 (0.68,0.92)

130-159 1.28 (1.06,1.54) 0.82 (0.70,1.05)

160-189 1.34 (1.04,1.74) 0.86 (0.70,1.05)

[ = 190 1.59 (1.06,2.39) 1.54 (1.20,1.98)

HDL cholesterol \40 1.00 (comparator) 1.00 (comparator)

40-59 0.81 (0.70,0.93) 0.67 (0.59,0.75)

[ = 60 0.68 (0.55,0 84) 0.55 (0.45,0.68)

Triglycerides \150 1.00 (comparator) 1.00 (comparator)

150-199 1 11(0.92,1.34) 1.31 (1.13,1.52)

200-499 1.24 (1.04,1.48) 1.30 (1.13,1.49)

[ = 500 0.55 (0.24,1.23) 1.55 (1.12,2.15)

*Analyses were adjusted for age, BMI and race
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Effect of antibody to hepatitis B core antigen on the clinical
outcome of hepatitis C virus carriers

Naoko Tsubouchi1, Hirofumi Uto1, Kotaro Kumagai1, Fumisato
Sasaki1, Shuji Kanmura1, Masatsugu Numata1, Akihiro
Moriuchi1, Makoto Oketani1, Akio Ido1, Katsuhiro Hayashi2,
Kazuya Shimoda3, Sherri O. Stuver4, Hirohito Tsubouchi1

1Digestive and Lifestyle Diseases, Kagoshima University Graduate

School of Medical and Dental Sciences, Kagoshima, 2Center for

Medical Education, Faculty of Medicine, 3Division of

Gastroenterology and Hematology, Department of Internal Medicine,

Faculty of Medicine, University of Miyazaki, Miyazaki, Japan,
4Department of Epidemiology, Boston University School of Public

Health, Boston, MA, USA

Background/Aims: Occult hepatitis B virus (HBV) infection [HBs

antigen (HBs-Ag)-negative and antibody to hepatitis B core antigen

(HBc-Ab)-positive] has been reported as a risk factor for development

of hepatocellular carcinoma (HCC) in patients with hepatitis C virus

(HCV) infection. However, the impact of occult HBV infection on

aggravation of clinical conditions or prognosis in HCV carriers has

not been clearly elucidated.

Methods: A cohort study in rural area was performed in 400 subjects

who were positive for anti-HCV antibody and negative for HBsAg.

Among these subjects, 263 were positive for HCV-RNA and 137 were

negative. We examined whether the presence of HBc-Ab affected the

development of HCC, liver-related death and hepatic fibrosis markers.

Results: The rates of HBc-Ab were 53.6% and 52.6% in subjects who

were HCV RNA-positive and -negative, respectively. Among the

HCV RNA-positive subjects (HCV carriers), 22 with positive

HBc-Ab (15.6%) and 13 with negative HBc-Ab (10.7%) developed

HCC from 1996 to 2005, with no difference in the incidence of HCC

between these groups. There was also no significant difference in

cumulative mortality associated with liver-related death between

patients who were positive and negative for HBc-Ab. In multivariate

analysis, age (C 65 years old) and ALT level (C 31 IU/L) emerged

as independent risk factors for HCC development and liver-related

death, but a HBc-Ab-positive status was not a risk factor. Serum

hyaluronic acid and type IV collagen 7S levels were also significantly

increased in HBc-Ab-positive and -negative subjects in 2004 com-

pared to 2001, but the presence of HBc-Ab was not related to these

changes.

Conclusions: In our cohort study, occult HBV infection had no

impact on development of HCC, liver-related death and hepatic

fibrosis in subjects with HCV infection. Thus, our study indicates that

occult HBV infection is likely to have no impact on prognosis in HCV

carriers.
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Analysis for the predictors of rapid virological response
in antiviral therapy for chronic hepatitis C with high viral loads

Zhen Xu, Jizong Lin, Xiaohong Zhang, Jing Liu, Zhishuo Mo

the Third Affiliated Hospital of Sun Yat-sen University, Guangzhou,

China

Background and aims: Rapid virological response(RVR) has been

identified a good predictor of sustained virological Response(SVR) in

antiviral therapy of chronic hepatitis C.This study aims to investigate

the predictors of RVR in antiviral therapy for HCV infected patients

with high viral loads.

Methods: 55 patients suffered chronic hepatitis C with high viral

loads were admit into the study. All patients received a combination

therapy of peg-interferon a-2a (135 or 180ug/week, hypodermic

injection) and ribavirin(900*1200 mg/d). Liver functions and the

viral loads in both baseline and the 4th week were detected during the

therapy. Logistic regression analysis then was taken and comparison

between groups of different viral loads was processed.

Results: Negative correlation between the baseline HCV viral loads

and early virological response(EVR) was shown(B = -1.292).

Patients with baseline HCV RNA \ 1 9 107copies/mL got better

RVR(86.49%,32/37),while the RVR of patients with baseline HCV

RNA C 19107copies/mL was 61.11%(11/18).Statistical analysis

showed significant difference (v2 = 4.571,P = 0.043).

Conclusions: The baseline viral load of HCV can be the predictor of

RVR in antiviral therapy for patients with chronic hepatitis C with

high viral loads.Patients with the baseline HCV RNA \ 1 9 107

copies/mL will reach better therapeutic effect.
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Responses and adverse effects of triple therapy with telaprevir,
PegIFN and ribavirin in patients with hepatitis C virus infection

Kazufumi Dohmen1, Hirofumi Tanaka1, Masatora Haruno1,
Kazuhiro Takahashi2, Kimihiko Yanagita3, Yasunori Ichiki4,
Akira Kawano5, Chie Morita6, Shinji Shimoda7, Hideyuki
Nomura8, Liver Study Group of First Department of Internal
Medicine, Kyushu University

1Chihaya Hospital, 2Hamanomachi Hospital, Fukuoka, 3Karatsu

Saiseikai Hospital, Karatsu, 4Kyushu Koseinenkin Hospital,
5Kitakyushu Municipal Hospital, 6JR Kyushu Hospital, Kitakyushu,
7Kyushu University, Fukuoka, 8Shin-Kokura Hospital, Kitakyushu,

Japan

Background: Protease inhibitor-based regimens, such as triple ther-

apy with telaprevir, pegylated interferon (PegIFN) and ribavirin, are

administered to patients with genotype 1 hepatitis C virus (HCV)

infection, but the efficacy and safety of this therapy is unknown.

Methods: 122 patients comprising 63 treatment-naı̈ve and 59 treat-

ment-experienced patients with genotype 1 HCV infection were

investigated. They were treated with telaprevir, PegIFN and ribavirin

for 12 weeks followed by PegIFN and ribavirin for 12 weeks.

Results: Treatment with triple therapy resulted in improved rates of

viral eradication at the end of treatment (97.8%, 40/41). 79.2% (19/

24) of the patients had undetectable levels of HCV RNA by week 4

(SVR4), with an eradication rate of 100% (8/8) in the naı̈ve patients,

72.7% (8/11) in the relapsers and 60.0% (3/5) in the null responders.

Age (\ 65 years vs 65 years or older), sex, genotype of IL28B

genotype (TT vs TG/GG) and the dose of telaprevir (1500 vs

2250 mg/day) were not found to be predictors of the eradication rate

of HCV. Fourteen of 122 patients (11.5%) discontinued triple therapy.

The hemoglobin levels in the male and female patients decreased

from 14.7 to 9.9 g/dl and 13.2 to 9.1 g/dl, respectively. Discontinu-

ation of therapy due to anemia was observed in only three of 14

patients (21%) because dose modifications of telaprevir were used to

alleviate anemia. The estimated glomerular filtration rates (eGFR)

decreased and flattened during telaprevir administration. However,

the eGFR recovered to pretreatment values after telaprevir was dis-

continued. Approximately half of the patients developed pruritic skin
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rashes. The skin rashes were controlled with anti-histamines or

prednisolone.

Conclusions: Although triple therapy with telaprevir, PegIFN and

ribavirin is associated with adverse events, a higher eradication of

HCV can be achieved by carefully monitoring any adverse events and

predicting the therapeutic effects based on previous therapy.
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Anemia during interferon and ribavirin therapy in patients
with chronic active hepatitis C genotype-3 and its associated risk
factors

Muhammad Adnan Bawany

Medicine, Isra University Hospital, Hyderabad, Pakistan

Aims & objectives: To determine the frequency of anemia

(\ 10gm/dl) at 4, 12 and 24 weeks of interferon and ribavirin treatment

in patients with CAH-C Genotype-3 and its association with risk factors.

Materials and Methods: Patients were followed at week

4,8,12,16,20,24. Their Complete Blood Picture and liver Functions

were checked and if Hb fall within the range of 10.1 - 11.9 mg/dL

then the dose of ribavirin was reduced (200 mg/day reduction) and if

Hb was \ 8.5 g/dL then both drugs were stopped altogether.

Results: Out of 140 patients, 18(13%) developed anemia at week 4 of

treatment. Compared to baseline mean Hb% + SD 13.31 + 1.18 (12

to 17 gm/dl), week 4 post treatment mean Hb + SD (Range) was

11.2 + 1.15 gm/dl. Almost 76.4% (107) of patients dropped hemo-

globin more than two grams at week 4 from baseline. The mean Hb%

level at week 12 of treatment was 11.2 gm/dl. There were 31 (22%)

patients developed anemia Hb \ 10.0 gm/dl. It was significantly seen

in females. 30 (18%) patients developed anemia (Hb \ 10.0 gm/dL)

at week 24. Mean hemoglobin level at week 24 was 11.1 gm/dl.

Anemia at week 4 & 12 were the two strong predicators of anemia at

week 24. Other significant factors associated with anemia at week 24,

were female sex and body weight less than 60 kg at baseline.

Conclusion: Anemia is a frequent complication of interferon and

ribavirin therapy forchronic hepatitis C. In this study 13%,22% and

21% patients developed significant anemia i.e.(Hb \ 10 gm/dl) at

week 4,12 and 24 of treatment respectively. Female sex, low body

weight and significant anemia at week 4 and 12 of treatment were

important predictors.
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Renal dysfunction in patients with chronic hepatitis C treated
with telaprevir-based triple therapy

Itaru Ozeki, Tomoaki Nakzima, Shuhei Hige, Yoshiyasu Karino,
Joji Toyota

Department of Gastroenterology, Sapporo Kosei General Hospital,

Sapporo, Japan

Aims: The purpose of this study is to examine the relation between

anemia and renal dysfunction in chronic hepatitis C patients treated

with telaprevir(TVR)/Peg-IFN alpha 2b/ribavirin (RBV).

Method: Sixty nine (69) with HCV genotype 1b and high viral load

were the subject of this study. The subject details were as follows: age

59 (24-70) years old, 35 males (50.7%), 44 cases of IL28B genotype

at rs 8099917 TT (63.8%), hemoglobin, 13.4 (11.1-17.0) g/dL, BW

61.0 (46.0-88.1) kg. In principle, TVR was given at 750 mg at every

8 h (q8 h) for 12 weeks. Peg-IFN alfa 2b/RBV was administered for

24-week. The estimated glomerular filtration rate (eGFR) was cal-

culated by the equation [194 9 (Scr -1.094) 9 (Age -0.287) 9 (0.739

if female)] indicated by Japanese Society of Nephrology. The renal

dysfunction was defined as the case whose eGFR was lower than 50

(mL/min/1.73 m2) even once during the therapy. We performed (1)

the incidence of renal function reduction, (2) the comparison of

patient background and post-treatment factors between the cases with

or without renal dysfunction, (3) the hemoglobin values between the

cases with or without renal dysfunction.

Results:

1) Renal dysfunction was observed in 21 of 69 patients.

2) Based on the relationship between renal dysfunction reduction

and patient background, age, eGFR, serum RBV concentration at

Week 1,2,4 was elucidated to be the significant factor (P \ 0.05).

3) The decrease of Hb in patients showing renal dysfunction was

higher than that in the patients without renal dysfunction at Week

4,6,8,10 (P \ 0.01) .

Conclusion: Renal dysfunction appeared at a higher ratio in the aged

patients, baseline lower eGFR level and raised blood concentration of

RBV. The hemoglobin values were decreased with a statistically

significant difference in the patients showing renal dysfunction.
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The evolution of liver stiffness predicts survival of patients
with chronic hepatitis C

Julien Vergniol1, Jerome Boursier2, Clelia Coutzac1, Sandrine
Bertrais2, Juliette Foucher1, Camille Angel2, Faiza Chermak1,
Isabelle Fouchard-Hubert2, Wassil Merrouche1, Frederic Oberti2,
Victor de Lédinghen1, Paul Calès2

1Hepatology, Bordeaux University, Pessac, 2Hepatology, Angers

University, Angers, France

Introduction: No study is available for the prediction of long-term

survival with repeated liver stiffness measurements (LSM) in chronic

hepatitis C (CHC). We aimed to assess the prognostic value of 3-year

LSM evolution in CHC.

Patients and methods: We prospectively included all consecutive

CHC patients with a first valid LSM between January 2004 to January

2007, and a second valid LSM three years later. End of follow-up was

December 2011. Patients with viral co-infection, previous liver-rela-

ted complications and liver transplantation before second LSM were

excluded.

Results: One thousand patients (mean age 52 years, male 50%) were

included. 60%, 25% and 15% of patients had first LSM \ 7.4 kPa,

between 7.5 and 12.4 kPa, or [ 12.4 kPa, respectively. Median first

and second LSM values were 6.6[5.1-9.4] kPa and 6.2[4.8-8.9] kPa

(mean delay 1240 days), respectively. 17.1% achieved SVR. Mean

delta LSM was 0.1 ± 7.3 kPa (0.02 ± 2.13 kPa/year). Median fol-

low-up was 73.7[63.7-83.2] months. Thirty-six patients died, with 23

liver-related deaths (6 liver transplantations). In multivariate analysis,

overall survival (OS) was independently associated with first LSM,

delta LSM per year, center and age. There was no influence of gender,

BMI, diabetes, hypertension, alcohol, tobacco or SVR. OS signifi-

cantly worsened when first LSM increased (p \ 0.001) and when

delta LSM per year increased (p \ 0.001). There was no difference in

OS according to delta LSM per year in patients with first

LSM \ 7.5 kPa (p = NS). In patients with first LSM between 7.5 and

12.5 kPa and in cirrhotic patients, OS significantly worsened when
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delta LSM per year increased. Cirrhotic patients with stable LSM had

the same prognosis than patients with first LSM between 7.5 and 12.5

kPA and a progressive disease.

Conclusion: Three-year LSM evolution has a strong prognostic value

in HCC patients. LSM should be repeated to monitor patients and

predict their outcome.
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Frequency and trends of infectious pathogen in blood donors
at a tertiary care hospital in Pakistan
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1Army medical college, National university of sciences and

technology, Islamabad, Pakistan, 2Army medical college, National

university of sciences and technology, Islamabad, Pakistan,

islamabad, Pakistan, islamabad, Pakistan

Background: Blood is a vital requirement at all levels of healthcare

system. Blood transfusions should be safe and free from all pre-

ventable infections and adversities. Hepatitis B virus (HBV), hepatitis

C virus (HCV), human immunodeficiency virus (HIV) and syphilis

are among the commonest and serious transfusion infections

transmitted.

Methods: A retrospective and descriptive study of blood donors

between January 2007 and December 2011 was conducted at Armed

Forces Institute of Transfusion (AFIT). Blood donors were volunteers

or replacement donors. Initially screening of all blood donors was

done to separate healthy donors from unhealthy donors by a ques-

tionnaire and blood complete picture. Apparently healthy subjects of

18 years or more with a hemoglobin level of twelve or more are

allowed to donate blood. Sera were checked for the presence of

hepatitis B surface antigen (HBsAg), HCV antibodies and treponemal

antibodies. Data was analyzed using SPSS version 19.

Results: 2, 46,611 patients blood was screened in AFIT during the

five years of our study. The frequency of HCV, HBV and syphilis was

2.92%, 1.63%, and 0.97% respectively. The overall frequency of

HBV and HCV showed a decrease whereas no increasing or

decreasing statically significant trend (P = 0.617) was found in

syphilis and the incidence in the five years was relatively constant.

Conclusion: HCV is emerging as a colossal problem in our region

and measures should be taken to control it. The decreasing trends in

the frequency of HCV and HBV in blood donors is a positive aspect

and should be further sustained.
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Does hepatitis C virus infection increase risk for stroke?
A population-based cohort study

Yi-Chun Chou1, Ta-Liang Chen2, Chien-Chang Liao2,3

1Department of Physical Medicine and Rehabilitation, China Medical

University Hospital, Taichung, 2Department of Anesthesiology,

Taipei Medical University Hospital, 3School of Medicine, Taipei

Medical University, Taipei, Taiwan R.O.C.

Background: The relationship between hepatitis C virus infection

and risk of stroke remains inconsistent. This study evaluates the risk

of stroke in association with chronic hepatitis C infection in a lon-

gitudinal population-based cohort.

Methods: We identified 4,094 adults newly diagnosed with hepatitis

C infection in 2002-2004 from the Taiwan National Health Insurance

Research Database. Comparison group consisted of 16,376 adults

without hepatitis C infection randomly selected from the same data-

set, frequency matched by age and sex. Events of stroke from

2002-2008 were ascertained from medical claims. Multivariate

adjusted hazard ratios (HRs) and 95% confidence intervals (CIs) were

estimated for potential associated factors including HCV infection,

age, sex, low-income status, urbanization, cessation of cigarette

smoking, alcohol-related illness, obesity, history of chronic diseases

and medication use.

Findings: During 96,752 person-years of follow-up, there were 1981

newly diagnosed stroke cases. The HRs of stroke associated with

medical conditions such as hypertension, diabetes and heart disease

were 1.48 (95% CI 1.33 to 1.65), 1.23 (95% CI 1.11 to 1.36) and 1.17

(95% CI 1.06 to 1.30), respectively, after adjustment for covariates.

The cumulative risk of stroke for people with hepatitis C and without

hepatitis C infections was 2.5% and 1.9%, respectively (p \ 0.0001).

Compared with people without hepatitis C infection, the adjusted HR

of stroke was 1.27 (95% CI 1.14 to 1.41) for people with hepatitis C

infection.

Conclusion: Chronic hepatitis C infection increases stroke risk and

should be considered an important and independent risk factor.
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A phase II randomized study to evaluate low-dose interferon-
alpha lozenge as maintenance therapy to prevent hepatitis C
relapse

Chuan-Mo Lee1, Chi-Yi Chen2, Chau-Ting Yeh3, Rong-Nan
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Chwan Memorial Hospital, Chang-Hwa, 9Taipei Veterans General

Hospital, Taipei, 10Kaohsiung Chang Gung Memorial Hospital and
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R.O.C.

Background and Aim: Previous studies demonstrated that low-dose

oral interferon-alpha exerted an immune-modulating effect in animal

and human diseases. This double blinded, randomized, placebo-

controlled study aimed to investigate the clinical efficacy of low-dose

oral interferon-alpha in chronic hepatitis C patients having achieved

virological clearance by pegylated interferon plus ribavirin treatment.

Methods: 169 genotype 1b chronic hepatitis C patients receiving

pegylated interferon plus ribavirin treatment and achieving end-

of-therapy virological clearance were randomly assigned into one of

the three study groups to receive 500 IU interferon-alpha lozenge

once a day (Low-Dose group), 500 IU interferon-alpha lozenge three

times a day (High-Dose group), or placebo. The patients were treated

for 24 weeks and followed for another 24 weeks. The side effect,

relapse rate, time-to-relapse, change of laboratory data, and alteration

in quality of life were assessed.

Results: Of the 169 intent-to-treat patients, 144 completed the trial

(50, 45, and 49 in Low-Dose, High-Dose, and placebo groups,
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respectively). Overall, no significant difference was found for the

relapse rates in the three groups (34.0, 40.0, and 34.7%; P [ 0.05). In

subgroup analysis, it was found that patients with fibroindex 1.4 to

1.7, relapse occurred in 1/12 versus 9/21 patients (Low-Dose versus

non-Low-Dose subgroups; P = 0.048 when evaluated by time-

to-relapse). Unexpectedly, in 158 patients who completed at least

4 weeks of treatment, significantly higher platelet count was found in

the Low-Dose group at the end of oral interferon treatment

(Low-Dose versus placebo, P = 0.004) and at the end of follow-up

(Low-Dose versus placebo, P = 0.003). No drug-related SAE was

reported.

Summary: Oral interferon is a safe and well-tolerated drug for

hepatitis C patients. Only borderline suppressive effect of virological

relapse was observed in patients with mild liver fibrosis. Unexpect-

edly, patients receiving low-dose oral interferon showed a significant

thrombopoietin like effect.
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Why is the risk of interferon ribavirin induced anemia high
in women with hepatitis C?

Engin Altintas1, Serap Yalin2, Orhan Sezgin1, Enver Ucbilek1,
Anil Tombak3, Arzu Kanik4

1Gastroenterology, 2pharmacy, 3Internal Medicine, 4Biostatistics,

Mersin University, Mersin, Turkey

Aim: To investigate whether the erythrocyte membrane protein (EMP)

contents predict anemia related to interferon plus ribavirin or not.

Materials & Methods: 180 mcg interferon a 2a once a week and

weight adjusted ribavirin daily were given for 48 weeks to fifty patients

with chronic hepatitis C. It was diagnosed as anemia when haemoglobin

concentration was \ 10 mg/dL. In the beginning, the erythrocyte

membrane protein contents of all patients were separated by ‘‘Sodium

Dodecyl Sulphate Polyacrylamide Gel Disc Electrophoresis (SDS-

PAGE)’’ and haemoglobin concentrations were measured.

Results: Anemia developed in 17 patients (34 %). Between anemia

and erythrocyte membrane proteins, a relation was only found at B3,

which was not statistically significant (p = 0,058). When ROC

analysis was performed, 95 % CI p = 0,035 for B3 (0,517-0,792) was

found. In patients whose B3 level was below 17.7%, the sensitivity of

anemia development risk was calculated as 64.7% and the specificity

thereof was calculated as 66.7%. Interestingly, we have observed

more anemia cases on females (14/17, p = 0.003), we explained this

situation with lower levels of B3 compared to males (18,144 ±

1,9197 versus 19,596 ± 2,9054, p = 0.042).

Conclusions: Low level EMP B3 in female may explain the relation

between interferon- ribavirin induced anemia and female. EMP B3 is

not only useful in predicting the patient under the risk of anemia, but

also it may be useful in preventing it.
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Anemia due to ribavirin therapy does not affect the viral
outcomes in hepatitis C treatment

Engin Altintas1, Serkan Yaras1, Fehmi Ates1, Bunyamin Saritas1,
Orhan Sezgin1, Gulhan Orekeci2

1Gastroenterology, 2Biostatistics, Mersin University, Mersin, Turkey

Aim and Background: . Hemolytic anemia due to ribavirin is an

important side effect, intervening with the completion of the

treatment protocol. We planned a retrospective study to investigate

whether anemia due to the ribavirin therapy does affect the virologic

therapy outcomes, or not.

Methods: 164 patients infected with chronic hepatitis C genotype 1

(Viral load [ 399.999 ıu/ml) and given the combination of pegylated

Interferon and ribavirin for 48 weeks were enrolled. Drug induced Hb

decreased defined as hemoglobin decrease more than 3 gr/dl below

the pretreatment value. Hemoglobin level lower than 10 gr/dl but

higher than 8.5 gr/dl defined as mild anemia, hemoglobin level below

8.5 gr/dl defined as severe anemia.. The relationship investigated

between the presence of above mentioned status (during the first

12 weeks and the weeks 13-48) and the response rates (rapid, early,

end of treatment and the sustained) to therapy.

Results: In the first 12 weeks, anemia ([ 3 gr/dl hemoglobin drop)

observed in 55 patients (33.5%). There were no differences between

this group (n = 55, 33.5%) and the other anemia non -observed group

(n = 109, 66.5%) on virologic responses. (p = 0.1, 0.385,

0.456,0.730, respectively.) In the weeks 13-48, anemia ([ 3 gr/dl

hemoglobin drop) observed in 78 patients (47.6%). There were no

differences between this group (n = 78, 47.6%) and the other anemia

non -observed group (n = 86, 52.4%) on rapid, early, end of treat-

ment and sustained virologic responses. (p = 0.532, 0.742, 0.858,

0.489, respectively.) There were no statistically significant differences

about virologic responses, between the groups according to the

severity of anemia, as well. Erythropoietin never used.

Conclusions: This encouraged us that if ribavirin therapy completed

without dose reduction (additional Erythropoietin therapy) may lead

to even much higher virologic responses. It is clear that new studies

are necessary for this argument.
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Impact of IL-28B gene polymorphisms on response to treatment
with PegIFN and RBV in children with chronic hepatitis C
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Background: IL-28B polymorphisms are predictors of response to

therapy in adults infected with hepatitis C. We do not know whether

they are markers of response to therapy in children and adolescents.

Aim: To determine whether a single nucleotide polymorphisms

(SNPs) in the IL-28B gene could influence the probability of response

to therapy compared with other known baseline prognostic factors and

correlate with clinical findings in pediatric patients infected with

HCV genotype 1 or 4.

Methods: We determined three polymorphisms of IL-28B

(rs12979860, rs12980275 and rs8099917) using two methods: PCR-

RFLP and real-time PCR with TaqMan hydrolyzing probes, in 82

patients with chronic HCV infection, who were treated with pegylated

interferon alpha and ribavirin. Treatment response and clinical data

were analyzed.

Results: Overall, sustained virological response (SVR) was achieved

by 45% of patients infected with difficult-to-treat HCV genotypes.

Except IL-28B polymorphisms, there was no association of SVR with

any other clinical data. IL-28B rs12979860 CC (OR, 6.81; p = 0.001)

and rs8099917 TT (OR = 3.14, p = 0.013) genotypes were
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associated with higher SVR rates. IL-28B rs12980275 was not sig-

nificantly associated with SVR (p = 0.058). Only the distribution

between CC and CT-TT genotypes of rs12979860 significantly dif-

ferentiated patients achieving early virological response (EVR)

(OR = 10.0, p = 0.011). Children with rs12979860 CC genotype had

significantly higher baseline viral load compared with CT-TT patients

(p = 0.010).

Conclusion: In children and adolescents chronically infected with

HCV genotype 1 and 4, IL-28B rs12979860 and rs8099917 polymor-

phisms were the only predictors of response to Peg-IFN/RBV. Like in

adults, rs12979860 seems to be a better predictor than rs8099917.

Topic: 9.b Clinical

Absno: 343

Neutrophıl/Lymphocyte ratio in patients with chronic hepatitis C
and its relationship with the degree of hepatic fibrosis

Tugrul Purnak1, Ilyas Tenlik1, Ersan Ozaslan1, Cumali Efe2
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Background and aims: Determining the severity of hepatic fibrosis

is important for establishing the treatment and prognosis of chronic

hepatitis C (CHC). The objective of this study is to determine whether

blood neutrophil/lymphocyte ratio (NLR) is related to histological

findings of inflammation and fibrosis in CHC.

Patients and methods: Patients who were followed between Sep-

tember 2005-March 2012, by the Ankara Numune Research and

Education Hospital’s Department of Gastroenterology, with a diag-

nosis of chronic HCV infection were included in the study.

Prospectively recruited patients were evaluated retrospectively using

their hepatology clinical files and electronic records.

Results: 62 patients diagnosed with CHC and a control group of 40

healthy people were included in this study. 23 of the CHC patients

(%37) of the patients had advanced stage fibrosis (Ishak Score [ 2)

and 39 (%63) had mild fibrosis (Ishak Score B 2). The average NLR

value of advanced stage fibrosis was statistically significantly higher

than the patients with mild fibrosis (2.10 (1.21-3.54) and 1.71(0.89-

3.94) respectively p = 0.006). In the receiver operating characteristic

(ROC) curve, the threshold NLR value for advanced stage fibrosis

was found to be 1.76 (sensitivity 86.9%, specificity %61.5, NPV

88.9%, PPV 57.1%, AUC: 0.711).

Conclusion: Current study showed that the NLR of patients diag-

nosed with chronic hepatitis C (CHC) was found higher than the

control group. The patients with advanced stage fibrosis were found to

have a higher NLR when compared to patients with mild fibrosis.
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Genotyping of IL-28B SNPs by the LAMP-QP method
using hair samples

Satoshi Hirai, Akito Sakai, Daiki Sasabayashi, Noriaki Orita,
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Background: The significance of genotyping of IL-28B single nucle-

otide polymorphisms (SNPs) before treatment for patients with chronic

hepatitis C is increased and convenient genotyping methods are needed.

Objective: The aim of this study was to investigate whether clinical

application of the IL-28B SNPs genotyping method by the loop-

mediated isothermal amplification-quenching probe (LAMP-QP)

method using hair samples, being convenient genotyping method with

the advantage of the cost, is possible.

Methods: Three hairs were collected from 170 chronic hepatitis C

patients. DNA was extracted from hairs with root, and assayed for

SNPs (rs8099917, rs11881222, rs8103142, and rs1297986) using the

LAMP-QP and direct sequencing (DS) methods. Of these, 70 patients

infected with genotype 1b and a high viral load treated by Peg-IFN/

Ribavirin combination therapy were analyzed the relationship

between their IL-28B genotype and treatment response.

Results: In all 170 patients, the LAMP-QP and DS methods showed a

concordance rate of 98.8% for IL-28B SNPs. In the rs8099917 of 168

patients, the incidence of TT, TG, and GG allele was 130, 38 and 0,

respectively. There was no linkage disequilibrium of the four SNPs. The

analysis time of the LAMP-QP method was about one-tenth of that of

the DS method. The frequency of the IL-28 major allele of 34 patients

who showed early virological response (EVR) was significantly higher

(91%) than that of 36patients who not showed EVR (50%; p = 0.0002).

Also the frequency of the IL-28 major allele of 14 patients with no

treatment response was significantly lower (43%) than that of 56

patients with sustained and transient viral response (83%; p = 0.002).

Conclusions: The LAMP-QP method using hair samples made SNP

genotyping simple and rapid, compared with the DS method. The

result of IL-28B SNPs assayed by the LAMP-QP method using hair

samples were significantly related with response to Peg-IFN/Ribavirin

combination therapy.

Topic: 9.b Clinical

Absno: 384

Assessment of boceprevir pharmacokinetic/pharmacodynamic
(PK/PD) relationships for SVR and anemia in HCV/HIV
co-infected, in combined mono- and co-infected patients
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Kuenhi Tsai1, Hwa Ping Feng1, Julie A. Stone1, Janice Wahl1,
Peter Sklar1, Wayne Greaves1, Mark S. Sulkowski2

1Merck, Whitehouse Station, NJ, 2Johns Hopkins University,

Baltimore, MD, 3Pharsight, Sunnyvale, CA, USA

Background: In healthy volunteers, boceprevir (BOC) concentrations

were reduced by ritonavir-boosted HIV-PIs. BOC PK in HCV/HIV

co-infection were characterized, and PK/PD relationships explored

with SVR and anemia.

Methods: Co-infection data were from 48-week trial of 64 subjects

on BOC/PR and 34 subjects on PR. A population PK-model estimated

BOC PK-parameters from 281 measurements in 51 patients. PD

endpoints were SVR at 12-weeks post-therapy, anemia (hemoglo-

bin \ 10 g/dL) and severe anemia (Hgb \ 8.5 g/dL). Data were

pooled with 209 mono-infected treatment-naı̈ve (SPRINT-2) and

experienced (RESPOND-2) patients from Phase3 studies who had

popPK, SVR24 and anemia data. Logistic regression models assessed

relationship between the event and BOC PK. Resulting odds ratio

represents the fold-change in odds going from 25th-75th percentile of

PK values.

Results: In the coinfection study, BOC AUC and C8hr were on

average 20% and 27% lower vs Phase3, with large overlap in values

between co-infected and mono-infected. No significant relationships

were observed between any BOC PK parameter and SVR or severe

anemia (Table 1). Statistically significant relationships were identi-

fied between BOC PK and anemia (\ 10) in the pooled analysis.

There was no correlation between BOC PK and total RBV-dose.
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Conclusions: BOC exposure was reduced in the co-infected com-

pared to mono-infected, most likely reflecting DDI with boosted HIV-

PIs. No relationship was observed between BOC PK and SVR,indi-

cating that the reduced BOC exposure is unlikely to impact

efficacy.Lower BOC exposure resulted in reduced incidence of ane-

mia. RBV PK was not collected in the co-infection study,so it cannot

be ruled out that result is confounded by RBV exposure.
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Timing and magnitude of ribavirin-dose reduction (RBV-DR)
do not impact SVR rates with boceprevir (BOC) + peginterferon
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Purpose: To assess impact of timing & magnitude of RBV-DR on

SVR rates.

Methods: Treatment-naive-patients (N = 687) with baseline hemo-

globin (Hb) 12-15 g/dL (female) or 13-15 g/dL (male) were

randomized to 1 of 2 strategies for managing anemia:RBV-DR

(n = 249) or EPO (n = 251). Patients received P/RBV (600-1400

mg/d;weight-based) for 4wks, then BOC/P/RBV for B 24wks or

25-44wks. Patients with or approaching Hb B 10 g/dL were ran-

domized to receive RBV-DR or EPO. The RBV dose could be

reduced in 3 steps of 200-400 mg/d. Average daily RBV-dose

received (mg/kg/d) and lowest RBV-doses for a minimum of 7-days

calculated for each patient. Primary endpoint was SVR 24wks post-

treatment (RocheTaqMan;undetectable \ 9.3 IU/mL).

Results: SVR rates were similar regardless of when patients began

RBV-DR [SVR rates according to time of first RBV-DR wer-

e \ 4wks:70%(38/54); [ 4-8wks:64%(58/90); [ 8-12 wks:79%(49/

62); [ 12-16 wks:82%(18/22); [ 16 wks:71%(15/21)]. Patients

receiving average daily doses of RBV \ 10 mg/kg/d achieved an SVR

rate of 76% (84/110) compared to 69% (36/52) for 10- \ 11 mg/kg/d,

74% (29/39) for 11- \ 12 mg/kg/d, 65% (20/31) for 12- \ 13 mg/kg/d

& 53% (9/17) for [ 13 mg/kg/d. Patients whose lowest RBV dose

of \ 10 mg/kg/d for a minimum of 7 days achieved an SVR rate of

74% (126/170) compared to 68% (52/77) in those with lowest RBV

doses [ 10 mg/kg/d. Higher SVR rates of 86% were achieved in

patients who were HCV-RNA undetectable at the start of anemia

management compared to 56% in patients with detectable HCV-RNA at

time of primary anemia management regardless of the management.

Conclusions: SVR rates were similar regardless of when RBV-dose

was reduced, the average daily RBV-dose or the lowest RBV-dose

received for anemia management. SVR rate was impacted by the

HCV-RNA result at the start of anemia management regardless of

primary strategy. This suggests anemia management with RBV-dose-

reduction versus EPO does not adversely impact SVR, even in

patients with detectable virus at the time of dose reduction (Table 1).
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Clinical decision tool for predicting treatment week eight
response and SVR in patients treated with boceprevir (BOC)
plus peginterferon-alfa/ribavirin (PR)
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Aim: SVR can be attained with BOC/PR in upto 68% of patients;

response can vary based upon pre-treatment factors and response to

the 4-week PR lead-in. Patients eligible for response-guided-therapy

Table 1

n/N Event Odds Ratio

(95% CI)

p-Value

Co-infection, Phase 3 Mono-infection Studies Pooled

178/258 SVR 1.2 (0.9, 1.6) 0.27

136/260 Anemia

(Hgb \ 10 g/dL)

1.4 (1.1, 1.9) 0.01

23/260 Severe Anemia

(Hgb \ 8.5 g/dL)

1.0 (0.7, 1.6) 0.88

Table 1

SVR and Time of RBV-DR

Time of first

RBV-DR

\4 weeks [4-8 weeks [8-12 weeks [12-16 weeks [16 weeks

SVR % (n/N) 70%

(38/54)

64% (58/90) 79% (49/62) 82% (18/22) 71%

(15/21)

SVR and Average Daily Doses of RBV

Av daily

RBV dose

\10

mg/kg/d

10 to \ 11

mg/kg/d

11 to \ 12

mg/kg/d

12 to \ 13 mg/kg/d [13

mg/kg/d

SVR % (n/N) 76%

(84/110)

69% (36/52) 74% (29/39) 65% (20/31) 53%

(9/17)

SVR Rate, n/N (%)

HCV RNA at start

of primary anemia

management

-RBV dose reduction EPO use

Undetectable -111/129 (86%) 107/124 (86%)

Detectable -67/120 (56%) 71/127 (56%)
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can have therapy shortened when HCV RNA is undetectable at

treatment week-8 (TW8). Predictive model-based decision tools for

achieving SVR, as well as TW8 undetectability could inform clinical

decision-making about duration and success from treatment. We

developed two such tools using data from RESPOND-2, SPRINT-2

and PROVIDE trials.

Methods: Regression models used to predict TW8 undetectability and

SVR. Full models included prior PR experience type, IL28B-genotype,

HCV genotype 1 (G1) subtype,initial ribavirin dose,age,race,gen-

der,HCV RNA response after 4-weeks of PR (TW4 response) and

baseline values for weight, BMI, hemoglobin, fibrosis score, ALT-to-

ULN ratio, platelets, statin use, steatosis score, and HCV RNA level. A

step down approach was used to determine final models. Predictive

accuracy was assessed by c-statistics, calibration curves, decision curve

analyses and validated using bootstrapping. Nomograms were devel-

oped to create clinical decision support tools.

Results: Baseline models for TW8 (n = 444) and SVR (n = 192)

were limited to previously untreated and partial responders. They

produced good predictive accuracy (C-statistic = 0.76, 0.69 respec-

tively). Week-4 models were built that included TW4 response. The

predictive factors in the week-4 model for TW8 response (n = 667)

were race, initial ribavirin dose, fibrosis score, platelets, and ALT-to-

ULN ratio. The predictive factors in the week-4 model for SVR

(n = 522) response were baseline BMI and HCV G1 subtype. They

produced excellent predictive accuracy (C-statistics = 0.89, 0.83

respectively).

Conclusions:Clinical trial-based models incorporating baseline data

and TW4 response provide excellent individual predictions of TW8

undetectability and SVR across patient experience types, and support

the clinical utility of a 4-week PR lead-in phase. These models and

associated-nomograms could be used in-tandem to inform patient and

physician decision-making about the potential duration and success

from BOC/PR treatment.
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Boceprevir (BOC) with peginterferon alfa-2b/ribavirin (P/RBV)
in treatment naive HCV-genotype-1 patients with compensated
cirrhosis: subanalyses from anemia management study
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Purpose: Determine the impact on SVR and safety of 2 anemia

management strategies in cirrhotics vs noncirrhotics treated with

BOC/P/RBV.

Methods: Treatment-naive patients (n = 687) with baseline hemo-

globin (Hb) 12-15 g/dL (female) or 13-15 g/dL (male) were enrolled

in a randomized,open-label trial and received 4wks of P/RBV, then 24

or 44wks of BOC/P/RBV. Patients with or approaching Hb B 10

g/dL were randomized to receive RBV-dose-reduction (RBV-DR) or

EPO. If Hb B 8.5 g/dL, secondary strategies could be used (RBV-

DR,EPO ± transfusion). If Hb B 7.5 g/dL, all study drugs were

discontinued.

Results: Nine percent of patients (60/664) were cirrhotic. Baseline

characteristics were generally similar between cirrhotics & noncirrh-

otics. Mean baseline Hb:14.0 vs 14.2 g/dL; median treatment

duration:237 vs 235 days (cirrhotics vs noncirrhotics, respectively).

SVR: 55% [33/60;95% confidence interval [CI] = 42%,68%] & 64%

[387/604;95% CI = 60%,68%] for cirrhotics & noncirrhotics, respec-

tively. Eighty percent (48/60) of cirrhotics & 73% (438/604) of

noncirrhotics met the criterion & were randomized to RBV-DR or EPO.

SVR in noncirrhotics was 73% (162/221) for RBV-DR & 72% (157/

217) for EPO. SVR in cirrhotics was 57% [13/23;95%CI =

(34%,77%)] for RBV-DR & 64% [16/25;95%CI = (43%,82%)] for

EPO. Cirrhotics were more likely to require secondary intervention

(Table 1). Twenty-two percent (13/60) of cirrhotics had Hb B 8.5 g/dL

vs 11% (67/604) of noncirrhotics. Transfusions were administered to

3% (2/60) of cirrhotics & 2% (14/604) of noncirrhotics. Similar pro-

portions of cirrhotics & noncirrhotics discontinued due to adverse

events (17%vs16%,respectively).

Conclusion: Regardless of strategy, cirrhotics with anemia achieved

SVR rates of 57-64%. Although anemia occurrence was similar

between cirrhotics and noncirhhotics, cirrhotics were more likely to

have severe anemia & require secondary interventions. RBV-DR

appears to be the best initial option for anemia management in

cirrhotics.
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High maternal viral load increases relative risk of Hepatitis B
immune-prophylaxis failure
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1Neonatology, National University Health System, 2Pediatrics, Yong
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Hepatology, National University Health System, Singapore,

Singapore

Background: Antenatal screen for Hepatitis B chronic carrier checks

only maternal HBV surface antigen. Currently, Hepatitis B virus (HBV)

DNA testing has become more readily available. Maternal HBV DNA

may give a better prediction of infectivity than maternal antigenemia.

Aim: To determine the utility of HBV DNA in the immune-pro-

phylaxis failure rate in children born to chronic Hepatitis B carrier

mothers in Singapore.

Methods: Consecutive recruitment of mothers with Hepatitis B

chronic infection from the National University Hospital was per-

formed from June 2009 till January 2012. The mothers were tested for

Hepatitis B s and e antigen, together with HBV DNA within 2 weeks

of delivery. The children all received Hepatitis B vaccine 10mcg at

birth, Hepatitis B surface immunoglobulin 500 IU and also booster

Table 1

Proportion of anemic patients requiring secondary intervention

RBV dose reduction EPO use

Noncirrhotic Cirrhotic Noncirrhotic Cirrhotic

17% (38/221) 30% (7/23) 35% (75/217) 56% (14/25)
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Hepatitis B vaccination at 1 and 6 months respectively. The children

and their siblings were tested for anti-Hepatitis Bs antibody, Hepatitis

Bs antigen after completion of their vaccination.

Results: 96 women with chronic Hepatitis B were recruited and

their children were tested. 60 siblings were eligible for testing.

Amongst the mothers who were born after universal hepatitis B

vaccination, only 6.7% were born in Singapore compared to 15.8%

pre-vaccination era. Majority of the carrier mothers are first gener-

ation immigrants. Out of the 156 children, 4 became hepatitis B

carriers (2.6% 95%CI 0.8-6.8%). The immune-prophylaxis failure

rate is 7.9% in Hepatitis B e-positive carrier mothers versus 0.8% in

Hepatitis B e-negative carrier (relative risk of 9.875). Using

maternal HBV DNA cut-off of 1.0 x 105 IU/ml, the immune-pro-

phylaxis failure rate is 16%, compared with 0% in those with lower

levels.

Conclusion: The maternal hepatitis Be-positivity and high DNA viral

load are strong risk factors for immunoprophylaxis failure in the

newborns.
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Consensus interferon plus ribavirin for hepatitis C genotype 3
patients previously treated with pegylated interferon
and ribavirin
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Wasim Jafri1, Saeed Sadiq Hamid1
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Institute, Lahore, 3Isra University Hospital, Hyderabad, Pakistan

Background: Not enough data is available regarding effectiveness of

consensus interferon (CIFN) among HCV genotype 3 patients who

failed to respond to pegylated interferon and ribavirin. The aim of this

study was to assess the efficacy, safety and tolerability of CIFN and

ribavirin in these patients.

Methods: This open label investigators0 initiated clinical study

includes 44 patients. These patients received CIFN 15mcg/day plus

ribavirin 800-1200 mg daily. In patients with early virological

response (EVR), the dose of CIFN was reduced to 15mcg thrice a

week for a further 36 weeks. Patients with delayed virological

response continued to receive daily CIFN plus RBV to complete

48 weeks. The patients were considered ‘‘non-responder’’ if there was

less than 2 log reduction in HCV RNA at 12 weeks and detectable

HCV RNA at 24 weeks.

Results: Twenty four patients (55%) were non-responders and 20

relapsers. Mean age 43.7 ± 9.4 years, males 25 (57%).The median

baseline quantitative HCV PCR 720599 IU/ml. Nine patients were

clinically cirrhotic (Child A) . Twenty-two patients underwent liver

biopsy; 11 patients having stage 3 or 4 fibrosis. A total of 30 patients

completed the follow-up according to protocol. According to inten-

tion to treat analysis, end of treatment virological response was

achieved in 19/44 (43.1%) which was sustained (SVR) in 12/44

(27.2%). These figures were 19/32 (59.3%) and 12/30(40%) respec-

tively with per protocol analysis. Common side effects were fever,

anorexia and myalgias. Absolute neutropenia was observed in 2

patients who were given G-CSF. Seven patients received erythro-

poetin for anemia. Six patients received SSRIs for mild depressive

symptoms. Two patients developed portosystemic encephalopathy

and were dropped out of the treatment.

Conclusions: More than one quarter of treatment experienced

patients with HCV genotype 3 achieved SVR after retreatment with

consensus interferon plus ribavirin.
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Hemoglobin Decline [ 2 g/dL during peginterferon-Alfa-2b/
ribavirin (Peg2b/RBV) treatment predicts favorable SVR in HCV
genotype 1 and 2/3 infection without erythropoietin use
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Background: It has been shown that anemia and the hemoglobin

(Hb) decline during Peg2b/RBV treatment of genotype 1 (G1)

infection predict favorable SVR rates (Sulkowski M, Gastroenterol-

ogy 2010). However, approximately 50% of the patients (pts) with

anemia received erythropoietin, which may have confounded the

association between Hb decline and SVR. We here investigated

whether the association between Hb decline and SVR can be con-

firmed for pts treated for HCV G1 and for HCV G2/3 infection in

real-life without erythropoietin treatment for anemia.

Methods: Data of pts treated for chronic hepatitis C within the

German Peg2b/RBV observational study were retrospectively ana-

lyzed. Pts were treated with Peg2b 1.5 lg/kg/wk + weight-based

RBV (800-1200 mg/day) for up to 48 wks.

Results: 1851 pts with G1 infection had baseline and at least one Hb

measurement during therapy. Overall SVR rate was 42.6% (789/

1851). A significant (p = 0.0004) difference in SVR rates was

obtained by comparing pts with Hb declines [ 2 g/dL (44.6%,

673/1510) with those who experienced Hb declines B 2 g/dL (34.0%,

116/341). Similar results were obtained for 1308 pts treated for HCV

G2/3 infection. Again, pts with Hb declines [ 2 g/dl achieved

significantly higher SVR rates (71.3%) than pts with Hb decli-

nes B 2 g/dL (62.1%). In this study only one patient with G1

infection received erythropoietin treatment for anemia (Table 1).

Table 1

Maximal Hb decline

2 g/dL 2 g/dL P

SVR, % (n/N)

Overall G1 34.0 (116/341) 44.6 (673/1510) 0.004

G2/3 62.1 (218/351) 71.3 (682/957) 0.0015

Age 50 years G1 22.4 (19/85) 37.6 (201/535) 0.0065

G2/3 76.9 (20/76) 59.8 (79/132) 0.0999

HVL 600,000

IU/ml

G1 28.0 (44/157) 36.2 (293/809) 0.0487

G2/3 63.9 (94/147) 72.5 (332/458) 0.0483
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Conclusions: Patients treated for HCV G1 and G2/3 infection in real-

life achieve up to 15% higher SVR rates when they develop a Hb

decline [ 2 g/dL during Peg2b/RBV treatment. This beneficial effect

is unrelated to erythropoietin use.
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Potential risk factors for fibrosing cholestatic hepatitis C
in kidney transplant recipients
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Objectives: We aimed to review clinical presentation and identify

possible risk factors leading to Fibrosing cholestatic hepatitis C

(FCH-C) in renal transplant recipients.

Methods: Nine patients were diagnosed with FCH-C based on clinical

presentation, presence of HCV RNA and distinctive histopathological

findings.

Results: All nine cases were males. Pre-transplantation screening for

hepatitis B and C with HBsAg, anti-HCV antibody and HCV RNA

was negative. Median interval between transplant surgery and onset

of symptoms was 7 months. Median age 27 years.Five patients

expired without receiving any treatment for FCH-C and diagnosis was

made on clinical grounds and postmortem liver biopsy. All the nine

cases had HCV genotype 1 and four had co infection with genotype 3.

One patient had coexistence hepatitis B infection. Immunosuppres-

sion of these patients included prednisolone, azathioprine and

cyclosporin. Four patients had previous episodes of acute cellular

rejection (ACR) or acute vascular rejection (AVR) that was treated

with pulse steroids and antithymocyte globulin (ATG). Out of 4 cases

that were alive, two received combination of interferon and ribavirin

for 8 to 12 weeks duration. Both cases developed pancytopenia and

treatment was stopped. In addition one of them had ACR of graft and

was treated with pulse steroids. He had partial response initially,

ultimately ending up with hemodialysis. While the other decompen-

sated and developed ascites. However, both showed improvement in

bilirubin and transaminase levels. Remaining two who had early

features of FCH-C were managed conservatively as Liver function

tests improved by decreasing Immunosuppression, dropping azathi-

oprine from regimen and adding ursodeoxycholic acid. One patient

continued to improve while the other later developed ascites.

Conclusion: FCH-C is a difficult to treat modality. Potential risk

factors include male gender, HCV genotype 1, post transplant expo-

sure to hepatitis C, azathioprine as part immusuppressive regimen,

and biological agents (ATG) therapy.
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Background: Thyroid dysfunction in HCV patients undergoing

treatment has been attributed to interferon-stimulated immune

mechanisms similar to that implicated in the antiviral response

induced by interferons. The possible association between thyroid

dysfunction related to Peg2b/RBV and the virologic outcome of

patients treated for Genotype1 and Genotype2/3 infection was

investigated.

Methods: Data from patients treated for Genotype1 (N = 1923),

Genotype2 (N = 250) and Genotype3 (N = 1117) infection with

Peg2b 1.5 lg/kg/wk + weight-based RBV (800-1200 mg/day) for up

to 48wks in a large observational real-life study in Germany were

retrospectively analyzed. Thyroid dysfunction was estimated by

serum TSH levels. TSH levels below or above the normal range were

classified as abnormal.

Results: 1436 patients with Genotype1 infection had normal TSH

levels at baseline and at least one TSH measurement during therapy.

After starting treatment, abnormal TSH values became apparent in

304 patients (21.2%). Significantly higher SVR rates were achieved

by patients with abnormal than by patients with normal TSH values

(44.0% vs 53.6%) while non-response rates were significantly lower

(34.9% vs 24.7%, p = 0.007). This effect was more pronounced in

‘‘difficult-to-treat’’ patients with high baseline viral load (49.0% vs

33.6%,p = 0.0003) and age C 50 years (52.3% vs 35.9,p = 0.0044)

for abnormal TSH vs normal TSH, respectively. Multivariate logistic

regression analysis including gender, viral load, age and platelet count

identified abnormal TSH as independent factor associated with SVR

(OR = 1.4; p = 0.0124) in Genotype1 infection. From 1035 patients

with Genotype2/3 infection and normal TSH levels at baseline 197

patients (19.0%) showed abnormal TSH values during treatment.

Abnormal TSH levels were not associated with improved SVR rates

in patients with Genotype2/3 infection (G2/3 SVR 74.1% vs 72.2%,

p = 0.5876; abnormal TSH vs normal TSH, respectively).

Conclusions: Thyroid dysfunction triggered during Peg2b/RBV

treatment of HCV infection is a favorable independent factor pre-

dicting high SVR and low non-response rates in patients with

Genotype1 infection, but not Genotype2/3 infection.
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Background: Limited data are available on adherence to combination

HCV therapy with PegInterferon/ribavirin (PegIFN/RBV) in real-

world settings. Such information might help clinicians to improve

adherence and thereby response to PegIFN/RBV therapy, also in

combination with new antivirals.

Methods: In this prospective observational multicenter study, 746

treatment-naı̈ve patients with chronic HCV infection were treated

with PegIFN alfa-2b 1.5 lg/kg/wk + weight-based RBV (800-

1200 mg/day) for up to 48wks at 42 sites in Germany. Patients who

received at least 80% of each of the 2 medications for at least 80% of

the expected duration of therapy were classified as adherent. Multi-

variate logistic regression was used to determine factors predicting

adherence to HCV treatment. SVR was defined as undetectable serum

HCV-RNA 24wks after end of treatment.

Results: Median age of patients was 43 years, 40% were female, 3%

had HIV co-infection and HCV genotypes (G) were distributed as

follows: G1 62%, G2 6%, G3 28%, G4 3%, other 1%. Overall SVR

rates were 47.1% and 59.9% for G1/4 and G2/3 infection in contrast

to 76.5%/74.9% and 22.5%/28.6% in adherent/non-adherent patients,

respectively. In a multivariate logistic regression model to determine

non-virological factors associated with adherence, drug-related

adverse events [AEs] (OR 2.02,p = 0.008) and recommended sup-

portive psychotherapy (OR 0.476,p \ 0.013) were independently

associated with a higher/lower likelihood of adherence. Other factors

such as detailed demonstration of PegIFN alfa-2b pen device before

therapy (OR 0.99, p = 0.33), number of telephone contacts with the

treating physician (OR 1.11,p = 019), consumption of soft drugs (OR

0.67,p = 0.16) or alcohol (OR 0.55,p = 0.10) and the experience of

physicians by number of HCV patients treated per year (OR

0.99,p = 0.24) were not significantly associated with adherence.

Conclusions: Adherence to HCV treatment increases the likelihood

of SVR. Drug-related adverse events are associated with high

adherence. Presence of a psychiatric diagnosis lowers adherence but

may be modifiable with growing experience.
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Background: MK-5172 is a potent HCV NS3/4A protease inhibitor

with a high barrier to resistance. We studied safety/efficacy of MK-

5172 with peginterferon-alfa-2b/ribavirin (PR) in HCV Genotype1

treatment-naive patients.

Methods: Patients received either boceprevir + PR (US-label) or

MK-5172 100,200,400, or 800 mg QD + PR for 12wks followed by

additional 12wks (RVR achieved) or 36wks (no RVR) of PR. Primary

endpoint was proportion of patients with undetectable HCV-RNA at

wk12 (MK-5172 arms) or wk16 (boceprevir). HCV-RNA was

measured by Roche-Cobas-Taqman (below limit of detection [BLOD]

or quantitation [BLOQ] of \ 10 and \ 25 IU/mL,respectively).

Results: 136 patients were enrolled (73% IL28B non-CC),100

patients on MK-5172 achieved RVR and assigned 24wks therapy,8

pts on MK-5172 did not achieve RVR were assigned 48wks therapy.

At time of data extraction, of 19 patients in the MK-5172 arms who

did not achieve SVR4 or beyond, 7 still on PR were BLOD, 6 who

discontinued without follow-up were BLOD, 2 at follow-up were

BLOQ, and 4 were quantifiable (1 breakthrough on 100 mg, 1 relapse

on 200 mg, 2 discontinued therapy prior to wk1). The breakthrough

patient had zero MK-5172 concentration at time of failure likely due

to noncompliance. By wk2, total bilirubin level [ 2x upper limit of

normal (ULN) without increase in transaminases and alkaline phos-

phatase was detected in 10 MK-5172 patients (9%); levels declined

on treatment and there were no related symptoms apart from 1 case of

jaundice. In 2 MK-5172 patients (2%) on 100/200 mg and 12 (11%)

on 400/800 mg, transaminase normalized by wk2-4 on therapy but

increased at or after wk8 to [ 2xULN. In the majority, levels

declined on MK-5172 treatment, and normalized by wk16.

Conclusions: MK-5172 + PR produces high viral response rates.

With high antiviral potency at all doses and elevated transaminases at

higher doses of 400 and 800 mg in a subset of patients, doses

of B 200 mg warrant further study.
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Age- and gender-related differences in SVR and relapse following
treatment of HCV genotype-3 (G3) infection with peginterferon-
alfa-2b/ribavirin(Peg2b/RBV) in real-life

Stefan Mauss1, Dietrich Hueppe2, Elmar Zehnter3, Michael
P. Manns4, Gerlinde Teuber5, Tarek Dahhan6, Ulrike Meyer7,
Thomas Witthoeft8, Bernd Moeller7, Nektarios Dikopoulos9,
Jochen Brack10, Dagmar Hartmann11, Andreas Heuser11,
Manfred Bilzer12

1Center for HIV and Hepatogastroenterology, Duesseldorf, 2Medical

Group Practice, Herne, 3Gastroenterological Practice, Dortmund,
4Medical School of Hannover, Hannover, 5Johann Wolfgang Goethe

University, Frankfurt, 6Medical Practice, Fellbach, 7Medical Practice,

Berlin, 8Gastroenterological Practice, Stade, 9Gesundheitszentrum

Langenau, Langenau, 10Hospital Nord Ochsenzoll, Hamburg, 11MSD

Pharma GmbH, 12Former employee, MSD Pharma GmbH, Haar,

Germany

Background: Because of current lack of DAAs, improvement of G3

treatment can be achieved only by optimization of dual therapy.

Preliminary data suggest lower SVR rates for G3 infected elderly

patients. We aimed to identify the contributing factors.

Methods: German multicenter observational study. 1328 of 4061

patients with chronic hepatitis C were infected with G3. Of these,

1090/1328 G3 patients had documented treatment with Peg-IFNa-2b

1.5 lg/kg/wk plus RBV (800-1200 mg/day) for a median of 24wks

and were included in this retrospective analysis. Patients were strat-

ified according to baseline viral load, age, gender and platelet count.

Results: A SVR rate of 66.3% (723/1090) was observed in the overall

G3 population. SVR rates of 66.7% (371/556) and 66.6% (321/482)

were not different in patients with low (\ 600.000 IU/ml) and high

(C 600.000 IU/ml) baseline viral load. Patients C 40yrs achieved

significantly (p = 0.0002) lower SVR rates (59.5%,245/412) than

patients \ 40yrs (70.5%,478/678). This was related to a marked

increase of relapse rates from 7.9 to 23.4% in elder patients while

non-response rates remained comparable (6.8 vs 10.7%). A decline in

SVR was seen in male patients C 40yrs compared to female
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patients C 40yrs (56.8% vs 64.2%, respectively) and accompanied by

significantly higher relapse rates (27.9% vs 15.2%, respectively,

p = 0.0105). In addition, there was a 2-fold higher proportion of low

baseline platelet count \ 150 n/L in the male population suggesting

that advanced fibrosis could in part contribute to the differences

between female and male patients.

Conclusions: In G3 patients, older age affects SVR predominantly in

male patients by higher relapse rates and not by primary non-

response. In contrast to previous reports, premenopausal women do

not have higher SVR rates compared to men. The effect of age on

relapse may be overcome by prolonged therapy and should stimulate

individualized treatment strategies in older patients with G3 infection.
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Projected long-term impact of MK-7009 (vaniprevir)
for previously treated chronic HCV genotype 1 infection

Elamin Elbasha, Antoine El Khoury, Niloufar Mobashery

Merck, North Wales, PA, USA

Aims: To translate short-term findings from MK-7009 phase 2b study

into long-term predictions of incidence of decompensated cirrhosis

(DC), hepatocellular carcinoma (HCC), liver-transplant (LT), and

liver-related death.

Methods: Data from published studies and MK-7009 phase 2b (a

randomized, placebo-controlled, double-blind) study were used in a

computer-based mathematical model of the natural history of chronic

HCV genotype 1 infection and disease. Non-cirrhotic adult patients

(mean age 50 years, 62% male) who failed previous treatment with

pegylated interferon (peg-IFN) and ribavirin (RBV) were randomized

to: Regimen 1 (24-wk MK-7009 600 mg bid/Peg-IFN/RBV), Regimen

2 (24-wk MK-7009 600 mg bid/Peg-IFN/RBV followed by 24-wk

PBO/Peg-IFN/RBV), Regimen 3 (48-wk MK-7009 300 mg bid/Peg-

IFN/RBV), Regimen 4 (48-wk MK-7009 600 mg bid/Peg-IFN/RBV),

or Control (48-wk PBO/Peg-IFN/RBV). Sustained viral response rates

were 71.1%, 84.6%, 66.7%, 78.0%, 19.0%; respectively. Ten-thousand

simulations were conducted to estimate mean incidence and 95%

uncertainty intervals.

Results: Compared with Control, MK-7009-based regimens were

projected to reduce the lifetime cumulative incidence of DC from an

average of 17.1% to an average range of 3.7–7.3% (Fig. 1). Similarly

the average incidence of HCC was 4.5-9.0% compared with 20.9%

under Regimen 5. In subgroup analyses, the respective average

incidence of HCC among prior null responders to Peg-IFN and RBV

(about 26% of all patients) was found to be 5.1-14.3% under MK-

7009 compared with 25.9% in Control.

Conclusion: MK-7009-based regimens were projected to substan-

tially reduce the incidence of liver-related complications and

mortality in non-cirrhotic patients who were previously treated for

chronic HCV 1 infection with Peg-IFN/RBV only.

Topic: 9.b Clinical

Absno: 470

Circulating microRNA-122 (MiR-122) in patients positively
correlates with severity of hepatitis C virus (genotype 3) infection

Subodh Kumar1, Yogesh Chawla2, Sujata Ghosh1,
Anuradha Chakraborti1

1Experimental Medicine and Biotechnology, 2Department of

Hepatology, Postgraduate Institute of Medical Education and

Research, Chandigarh, India

Background: MicroRNAs (miRNAs) are evolutionarily conserved,

non-coding RNAs which play a key role in pathogenesis, diagnosis

and in therapeutic aspects of many viral infections. The liver-specific

microRNA-122 (miR-122) supports the hepatitis C virus (HCV)

replication and accounts for 70% of total liver miRNA content. Here,

we are reporting the correlation between miR-122 expression and

severity of chronic hepatitis C infection in patients in terms of their

viral load and liver function tests.

Methods: Blood samples (n = 25) were collected from chronic

hepatitis C (genotype3) patients and healthy controls (n = 25) after

their informed consent. miRNAs were isolated from the sera of HCV

infected patients as well as controls. The miR-122 expression was

quantified by Real-time PCR and statistically correlated with HCV

viral load and liver function tests (ALT, AST, ALP, Bilirubin,

Albumin, and Globulin) of patients.

Results: The qRT-PCR analysis showed ~ 7.17 (± 11.25) fold higher

expression of miR-122 in patients as compared to controls. The area

under the receiver operating characteristic (ROC) curve for miR-122

was 0.929 (± 0.034) (p \ 0.001) . Analysis of miR-122 expression data

by Spearman’s rank correlation coefficient (r) in relation to viral load

demonstrated a significant positive correlation (r = 0.52, p = 0.01)

and was more coherent with patients of age group 40-50 years (r = 1,

p = 0.02). Similarly, miR-122 expression in relation to liver function

test also demonstrated a significant positive correlation only with ALT

(r = 0.53, p = 0.009) and AST (r = 0.44, p = 0.027).

Conclusions: Thus, the study unveiled a plausible diagnostic role of

miR-122 during HCV infection.
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Pegylated interferon a-2a plus ribavirin antiviral therapy
in patients with decompensated HCV-related cirrhosis:
efficacy and its relationship with cumulative dose

Yan Xu, Wenqian Qi, Xu Wang, Ping Zhao, Yonggui zhang,
Changyu zhou, Jian jiao, Honghua Guo, Yan Li, Jiangbin Wang

Digestive, Jilin University, Changchun, China

Background: Although a combination of pegylated interferon alpha

(Peg- IFNa) and ribavirin (RBV) achieves a high rate of sustained

virologic response (SVR) in patients infected with hepatitis C virus
Fig. 1 Projected lifetime incidence of liver complications by regimen

(error bars denote 95% uncertainty intervels)
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(HCV), efficacy rates are significantly lower in patients with

decompensated HCV-induced cirrhosis. We evaluated the efficacy

and tolerability of Peg-IFNa-2a and RBV in patients with decom-

pensated HCV-induced cirrhosis. We also evaluated the effect of

cumulative dose, time to achieve the planned cumulative dose and

role of HCV phenotype on treatment response.

Methods: We enrolled randomly 130 patients in the treatment group

and 127 patients in the control group. We included patients treated

with partial splenic embolization (PSE) for leukopenia. The primary

endpoints were SVR and absence of relapse and secondary end point

was assessment of disease progression.

Results: SVR was highest and relapse rates were lowest when

cumulative doses of Peg-IFNa-2a and RBV were [ 80% of the pre-

scribed dose. SVR and relapse rates were also related to the time

taken to achieve 80% cumulative dose. Patients achieving the planned

cumulative dose in 48 weeks had a significantly higher SVR com-

pared to patients achieving the cumulative dose in 72 weeks. Patients

with HCV genotype 1 had significantly lower SVR compared to

patients with HCV genotype 2. Child-Pugh score was an independent

risk factor of disease progression. Patients in the treatment group had

a significantly lower rate of liver disease-related mortality compared

to controls, which was independent of SVR.

Conclusions: Interferon-based therapy is the only way for treatment

of decompensated hepatitis C patients with cirrhosis, although its

application is limited, but low dose and longer therapy obtained due

to bone marrow suppression and other adverse effect could be

effective for decompensated HCV-induced cirrhosis and improve the

long-time outcomes.
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Impact of 12-week monotherapy with nitazoxanide on hepatitis C
viremia in genotype 4 egyptian patients: a double blind placebo-
controlled trial

Mohamed Kohla1, Hala El-Said2, Ashraf El-Fert2,
Nermine Ehsan3, Sameera Ezzat4, Hossam Taha5

1Hepatology, 2Clinical Biochemistry, 3Pathology, 4Epidemiology,

National Liver Institute, Shebin El-Kom, 5Hepatology, National Liver

Institute, Shebin el-Kom, Egypt

Background and Aim: Nitazoxanide, approved for treatment of

Cryptosporidium parvum and Giardia lamblia, was found to inhibit

hepatitis C virus replication in replicon system. The aim of this work

is to assess the impact of Nitazoxanide monotherapy on viral load in a

cohort of Egyptian patients with chronic hepatitis C genotype 4 before

the initiation of therapy with Pegylated Interferon, Ribavirin and

Nitazoxanide or placebo.

Methods: 102 patients were evaluated, 50 patients in the placebo

group who received placebo orally twice daily with meals, versus 52

patients treated with Nitazoxanide orally at a dose 500 mg twice daily

with meals. Demographic characteristics, biochemical and hemato-

logical laboratory findings, imaging and liver histology were

evaluated. HCV RNA viral load was measured using a sensitive assay

before and 12-weeks after initiation of therapy. Response to treatment

was evaluated by estimating the percentage of patients who

achieved C -log 10 reduction in baseline viral load and comparing

this response in the 2 treatment groups. Statistical analysis was done

using SPSS software, This is an interim analysis of the NEAR trial

registered on www.clinicaltrials.gov with a trial ID NCT01197157.

Results: The mean age for patients in the placebo group was 46.96

versus 44.37 years in the Nitazoxanide group. In the placebo group, 9

patients out of 50 (18 %) achieved C -log 10 reduction in baseline

viral load, compared to 8 patients out of 52 (15.38 %) with a p value

of 0.79 which was not statistically significant.

Conclusions: In spite of the initial promising data of Nitazoxanide

monotherapy in CHC genotype 4, our data did not show any signif-

icant reduction in viral load. Accordingly, it is unlikely that

Nitazoxanide could have a role in combination therapy for CHC

genotype 4. More data on triple therapy are expected to be available

in the near future.
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Concurrent infections of HBV and HIV in hepatitis C patients:
a survey and study

Dan Zhao, Dongdong Li, Tingting Wang, Kening Yan,
Xiao Qing Du, Chuanmin Tao

Department of Laboratory Medicine, West China Hospital,

Sichuan University, Chengdu, China

Background: Hepatitis B virus (HBV), human immunodeficiency

virus (HIV) and hepatitis C virus (HCV) share similar routes of

transmission including sexual intercourse, blood-blood contact, and

mother-to-child transmission, so coinfection is not uncommon. The

epidemiologic trend of HBV and/or HIV co-infection in HCV patients

was largely unknown. In this study, HBV and HIV infections were

investigated in HCV patients.

Methods: We studied 189 HCV patients who visited the Infection

Ward of the West China Hospital, Sichuan University, China, in

2011. Demographic information, relevant laboratory variables and

clinic diagnosis were obtained. Hepatitis B surface antigen (HBsAg),

antibodies against HCV (Anti-HCV) and HIV (Anti-HIV1/2) were

measured by electrochemiluminescence immunoassay assay (EC-

LIA). HCV infection was confirmed by reverse transcription-

polymerase chain reaction (RT-PCR), and HIV infection was con-

firmed by Western blot assay.

Results: Of 189 patients with HCV in this study, 97 patients (51.3%)

were men and 92 patients (48.7%) were women. The mean age of the

patients studied was 48.59 ± 14.16 years (range: 5 to 78 years). 28

patients (14.8%) were HBV positive, 10 patients(5.3%) were

HIV positive, and 4 patients(2.1%) had co-infection with all 3

viruses.

Conclusions: The probability of coinfection of HBV or/and HIV

among HCV patients was higher than the general population, and the

HCV patients should pay attention to alert co-infection.
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Viral hepatitis C infection and its risk factors. A population based
cohort study in Amol city, Northern Iran
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The Prevalence of hepatitis C infection is not homogenous in all parts

of Iran. The previous studies were almost limited to high risk popu-

lation.The aim of this survey was to determine the prevalence of HCV

infection in general population of north of Iran.
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We randomly recruited 6145 individuals from urban and rural areas

of the city of Amol in both gender and different ages. Anti hepatitis C

antibody was tested by a third generation ELIZA. The positive results

were confirmed by a recombinant immunoblot assay (RIBA) and

quantitative HCV-RNA -Polymerase chain reaction (PCR). Risk factors

were recorded and bivariant and multivariate analysis was done.

From all participants, 51.7% (3507) were male.The mean age was

42.70 ± 17.10 .ELISA anti-HCV antibody positive was found in 12

individuals in which 5 subjects were RIBA positive and 3 subjects,all

of them were male were PCR positive. The prevalent of HCV was

predominant among male than female. In multivariate analysis the

unsterile punctuation and history of infection in family member were

associated with HCV infection.

We revealed that the rate of HCV true infection in this region is

lower than previous reports of Iran . It probably due to lower prev-

alence of high -risk behaviors in this part of Iran . However we have

to consider the different routs of transmission of infection.
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Human-placenta-derived Laennec�-co-administered
with interferon-b remarkably enhances the efficacy
and attenuates the side effects of interferon through
the action of hepcidin

Yuki Hamada

Hepatology, HAMADA CLINIC, SAPPORO, Japan

Background&Aims: Human hepcidin, produced by hepatocytes, is

the long-sought iron-regulatory hormone. We have previously shown

that hepcidin m-RNA is present in the crude extract of human pla-

centa which is the source of Laennec�. In the treatment of chronic

hepatitis type C(CHC) and B(CHB) by interferon(IFN), repeated

phlebotomy enhances the efficacy of antiviral effects, however the

side effects of venesection is sometimes intolerable and deteriorates

the QOL of the patients remarkably. We experienced the significant

decline of serum ferritin after treating with Laennec� in many CHC

and CHB cases. We studied whether Laennec� co-administered with

IFN enhances the efficacy and attenuates the side effects of IFN

through the action of hepcidin.

Methods: 14cases of CHB(3-6Mu/d,24wks) and 18cases of CHC(6Mu/d,

48wks) were treated with IFN-bco-administered with Laennec�. All of

these cases were the second IFN therapy. The data on first IFN

therapy were used for comparison. 15cases of CHC treated with

‘IFN-a + ribavirin’ were also enrolled to compare 6CHC cases treated

with ‘ IFN-b + ribavirin + Laennec�’ respectively.

Results: Laennec co-administrated with IFN-b diminished the transient

elevation of ferritin and progression of anemia compared with IFN-b
alone(Hb,12.3 ± 1.2v.s11.1 ± 1.3) (P\ 0.01). In 6CHC’IFN-b +

Laennec� + ribavirin’treated cases, no apparent hemolytic anemia

were observed compared with ‘IFN-a + ribavirin’treated 15CHCcases

(12.4 ± 1.1vs10.7 ± 1.4)(P\ 0.001). As for the side effects of IFN,in

Laennec� co-administered cases, all patients showed significant atten-

uation of complaints such as general malaise,appetite loss,hair loss, and

arthralgia campared with former IFN therapy.

Conclusions: The liver is crucial for iron homeostasis as it is the main

production site of hepcidin. The significant decline of the serum

ferritin by infusion with Laennec� co-administered with IFN

observed in CHC and CHB was simultaneously accompanied by not

only the improvement of hepatitis But also the attenuation of the side

effects of IFN. The co-administration with Laennec can actually

replace the phlebotomy without any side effects and with enhanced

clinical efficacy as a result.
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Baseline viral load thresholds predicting virological response
to peginterferon alfa-2a/ribavirin in HCV G2 and 3 patients:
PROPHESYS cohort sub-analysis

Mitchell L. Shiffman1, Giustino Parruti2, Peter Ferenci3, Michael
Gschwantler4, Giuseppe De Bartolomeo5, Nicola Passariello6,
Florin Caruntu7, Andrzej Horban8, Gabriella Lengyel9, Manuela
Schmitz10, Caterina Golotta11, Fernando Tatsch12, on behalf of
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Poland, 92nd. Department of Medicine, Semmelweis University,
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Background/aims: Peginterferon alfa-2a/ribavirin treatment may be

abbreviated to 16 weeks in HCV G2/3 patients with low baseline viral

load (BLVL) who achieve rapid virological response (RVR).

Thresholds used to define low BLVL are somewhat arbitrarily set at

between 400,000 and 800,000 IU/mL. We examined whether the

threshold used to predict virological responses (VR) to peginterferon

alfa-2a/ribavirin in HCV G2/3 patients could be optimised.

Table 1 Virological response rates of HCV G2 and 3 patients by

baseline HCA RNA levels

Baseline HCV RNA, IU/mL Genotype 2 Genotype 3

RVR*,

%

SVR�,

%

RVR*,

%

SVR�,

%

B400,000 (G2: n = 164;

G3: n = 204)

Yes 87 Yes 87 Yes 81 Yes 77

No 13 No 23

No 9 Yes 64 No 11 Yes 30

No 36 No 70

[400,000 to 800,000

(G2: n = 57; G3: n = 92)

Yes 91 Yes 85 Yes 66 Yes 69

No 15 No 31

No 9 Yes 60 No 27 Yes 60

No 40 No 40

[800,000 to 2,000,000

(G2: n = 90: G3: n = 105)

Yes 84 Yes 78 Yes 71 Yes 73

No 22 No 27

No 11 Yes 20 No 27 Yes 36

No 80 No 64

[2,000.000 (G2: n = 174; G3;

n = 190)

Yes 84 Yes 78 Yes 74 Yes 61

No 22 No 39

No 13 Yes 36 No 19 Yes 25

No 64 No 75

* Numbers do not all add up to 100% due to missing test results (not

presented here)

RVR: HCV RNA \ 50 IU/mL by wk 4 (study days 2-43); no RVR:

all available HCV RNA test results by wk 4 C 50 IU/mL. �Missing

test results (no HCV RNA test result at follow-up wk 24) counted as

non-response (SVR = ‘No’)
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Methods: Data from treatment-naive, HCV mono-infected G2/3

patients in PROPHESYS, who had available BL HCV RNA results

and were prescribed standard dosing of peginterferon alfa-2a/ribavirin

were analysed. Relationships between BLVL and VR were explored

using a generalised additive model (GAM) and receiver operating

characteristic (ROC) curve.

Results: In GAM analyses, higher BLVLs were associated with lower

probabilities of RVR and sustained VR (SVR), though the association

with SVR was stronger. ROC curves revealed no optimised virolog-

ical threshold that discriminated the likelihood of achieving RVR.

Thresholds of 600,000 and 1,200,000 IU/mL most accurately pre-

dicted SVR in G2 and G3 patients, respectively, but these were only

slightly better than traditional thresholds. RVR and SVR rates cal-

culated using various thresholds are shown (Table 1). Overall, RVR

was a strong predictor of SVR. Among patients with an RVR, SVR

rates tended to decline with increasing BLVL, but remained relatively

high even among those with BLVL [ 2,000,000 IU/mL.

Conclusion: New virological thresholds for the prediction of VR to

peginterferon alfa-2a/ribavirin in HCV G2/3 patients were identified

but did not greatly improve discrimination between patients with

higher and lower SVR rates.

Funding: F. Hoffmann-La Roche Ltd.
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The role of recombinant immunoblot assay for diagnostic
approach of hepatitis C virus infection in low prevalent area

Hyoung Su Kim, Ji Won Park, Su Rin Shin, Ki Tae Suk, Myoung
Kuk Jang, Sang Hoon Park, Dong Joon Kim, Myung Seok Lee,
Choong Kee Park

Department of Internal Medicine, Hallym University Medical Center,

Seoul, Republic of Korea

Background and aims: Hepatitis C virus (HCV) infection is screened

by immunoassays. However, false positive results of anti-HCV occur

with unacceptable frequency, especially in low-prevalence populations.

This study was aimed to determine anti-HCV signal-to-cutoff (S/CO)

ratios to discriminate true-positive from false-positive anti-HCV

infection and evaluate the role of recombinant immunoblot assay

(RIBA), and to suggest new strategy for diagnosis of HCV infection.

Methods: A total of 251 anti-HCV positive patients who were tested RIBA

and HCV RNA test simultaneously were enrolled. Patients were divided

into viremia and non-viremia groups according to HCV RNA results. False-

positive (FP) anti-HCV was defined as samples with negative or indeter-

minate RIBA results and HCV RNA negativity. True-positive (TP)

anti-HCV was defined as positive RIBA or positive HCV RNA. Receiver-

operatingcharacteristic (ROC) curveanalysis was performed toevaluate the

diagnostic accuracy of anti-HCV S/CO ratio for predicting HCV viremia,

and for discriminating true-positive from false-positive anti-HCV infection.

Results: A total of 121 (48.2%) of the 251 patients showed false-positive

antibody results. There were significant differences in serum ALT level,

anti-HCV S/CO ratio and RIBA results (viremia vs. non-viremia, TP vs.

FP). Using ROC curves, the optimal cutoff values of anti-HCV S/CO ratio

for HCV viremia and TP were 8.5 and 2.5, respectively. Sensitivity,

specificity, positive predictive value (PPV) and negative predictive value

(NPV) for diagnosing HCV viremia at 8.5 of anti-HCV S/CO ratio were

96.4%, 90.8%, 89.1% and 97.0%, respectively. Those for TP at 2.5 of

anti-HCV S/CO ratio were 97.7%, 65.3%, 75.1% and 96.3%, respec-

tively. There were no patients with HCV viremia below 2.5 of anti-HCV

S/CO ratio. HCV viremia was detected in only 8% (4/50) of the subjects

with 2.5-8.5 anti-HCV S/CO ratio.

Conclusion: Diagnostic strategy of HCV infection should be changed

according to anti-HCV S/CO ratio and RIBA results.
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N-CORE: sustained virological response rates with peginterferon
alfa-2a/ribavirin (PegIFN-alfa/RBV) in HCV G2 or 3 patients
without rapid virological response
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Background/aims: Extended duration of PegIFN-alfa/RBV in slow-

responding patients with HCV G1 increases sustained virological

response (SVR) rates and reduces relapse rates. N-CORE examined

the effect on SVR of 48 vs. 24 weeks of PegIFN-alfa-2a/RBV in

slow-responding HCV G2/3 patients.

Methods: HCV G2/3 patients who were not HCV RNA-undetectable

by week 4 were randomised at week 24 to receive PegIFN-alfa-2a/

RBV for 24 weeks (stop treatment: Arm A), or continue treatment for

48 weeks (Arm B). The primary endpoint was SVR24 (HCV

RNA \ 15 IU/mL 24 weeks after end of treatment). Analysis popu-

lations included intention-to-treat (ITT; n = 188; all patients

randomised), per protocol (PP; n = 176; excluded upon violation of

eligibility criteria or deviation from assigned treatment arm) and

study completer (SC; n = 153; completed treatment and had HCV

RNA data for SVR assessment).

Results: Due to slow enrolment the study was closed prematurely

when 188 of a planned 320 patients were randomised. Baseline

characteristics were well balanced. There was a numerical trend

towards higher SVR24 rates with extended treatment duration in ITT

and PP populations (61% vs. 52% and 63% vs. 52%, respectively;

p [ 0.05). However, SVR24 rates were significantly higher with

extended treatment in the SC population (73% vs. 54%; p = 0.0231).

Relapse rates were lower with extended treatment in all populations

(22-29% vs. 41%). Overall safety profile was as expected for PegIFN-

alfa-2a/RBV. The number of patients with SAEs was higher with

longer treatment (12% vs. 4%).

Conclusions: Extension of PegIFN-alfa-2a/RBV treatment in HCV

G2/3 patients who did not achieve an RVR increased SVR by

reducing the rate of relapse among patients who received the full
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planned duration of therapy (SC). These data have significant impli-

cations for the Asia Pacific region where the percentage of patients

with HCV G2/3 is higher than in other parts of the world.

Funding: F. Hoffmann-La Roche Ltd.
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The effect of liver steatosis on anti-viral response in individuals
with chronic hepatitis C

Sahin Coban1, Ramazan Idilman2, Ali Tüzün2, Esra Erden3

1Gastroenterology, Diskapi Yildirim Beyazit Education and Research

Hospital, 2Ankara University, School of Medicine, 3Pathology,

Ankara University, School of Medicine, Ankara, Turkey

Background: Liver steatosis is a common histological finding in

patients with chronic hepatitis C (CHC). Whether liver steatosis

affects on the anti-viral therapy in patients with CHC is still under

discussion.

Aim: To evaluate the effect of liver steatosis on the anti-viral therapy

in patients with chronic hepatitis C.

Methods: We evaluated 112 consecutive patients (male/female 57/55,

mean age 50,3 ± 10,7) with histologically proven chronic hepatitis C

who were treated with pegylated interferon and ribavirin. Liver biopsy

specimens were assessed according to Knodell scoring system and

steatosis rates were calculated. Liver steatosis rates were classified

modifying from Poynard’s study. The effect of steatosis and possible

other risk factors were evaluated on sustained virological response

(SVR). The relationship between extent of steatosis and patients’

baseline clinical, demographic, and virologic data were assessed.

Results: SVR rate to combination therapy was 57,2% in whole group.

SVR rate was found significantly lower in patients with liver steatosis than

in those without steatosis (%50 vs %72,2; p = 0.026). The other variables

associated with lower SVR were: diabetes mellitus (p = 0.027), receiving

anti-viral therapy before beginning combination therapy (p = 0.016), and

advanced fibrosis stage (p = 0.017). In logistic regression analysis, the

only independent risk factor for SVR was advanced fibrosis stage

(p = 0.019). Liver steatosis rate was 67,9% in whole group. The variables

associated with liver steatosis were: age [40 years (p = 0.012), body

mass index [25 (p = 0.001), and diabetes mellitus (p = 0.005). Mean

duration of CHC infection in patients with steatosis was longer than in

those without steatosis (p = 0.025).

Conclusion: Liver steatosis is a negative predictive factor on SVR in

patients with CHC treated with combination therapy. Metabolic fac-

tors including obesity and diabetes mellitus and duration of chronic

hepatitis C infection may play a role on the hepatic steatosis devel-

opment in patients with chronic hepatitis C.
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C3 polymorphism role in predicting response to conventional
interferon and ribavirin therapy in genotype 3 chronic hepatitis C
patients

Soumya Jyoti Chowdhury, Phani Kr Gumma, Vijay Kr Karra,
Premashis Kar

Dept of Medicine, Maulana Azad Medical College, New Delhi, India

Background and Aim: Chronic hepatitis C is the leading cause of

progressive liver disease. The third component of complement system

(C3) plays major role in triggering classical and alternative pathways

of the complement system. Variation in the gene has been associated

with many genetic diseases and also susceptibility to pathogenic

diseases. This study aims at targeting role of C3 polymorphism

(rs2230201) in predicting response to IFN(interferon) + Ribavirin

therapy in GT(Geno-type) 3 chronic hepatitis C (CHC) patients.

Method: 32 chronic hepatitis C, GT-3 patients, undergoing

IFN + Ribavirin treatment were selected from Lok Nayak Hospital,

New Delhi and viral load carried out at baseline and after 6 months of

treatment. C3 (rs2230201) genotyping was carried out by the Allele

Specific PCR.

Results: Out of 32 patients (18 males and 14 females), with an

average age of 31 (18-55), 22 were responders and 10 non-responders.

Patients with CT genotype had higher chances of not developing viral

clearance (P = 0.00974, OR = 15) when compared to non-CT

genotype patients undergoing therapy. After treatment patients with

CT genotype had significant variation in average viral load titer when

compared to non-CT genotype patient which wasn’t there at baseline

(p = 0.0011) (Table 1).

Conclusion: Higher CT genotype in non-responder group indicates it

as a risk factor for treatment response. Development of significant

association between CT and non-CT genotype viral load after treat-

ment further substantiate the assumption of CT genotype role as

treatment predictor as there was no significant association between

viral load of CT and non-CT genotype groups at baseline.
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A 12-week trial of interferon-free regimens containing ABT-450/r
and ABT-267 +/- ribavirin (RBV) in treatment-naı̈ve patients
with HCV genotypes 1-3

Erik Lawitz1, Greg Sullivan2, Maribel Rodriguez-Torres3,
Pedram Enayati4, Michael Bennett5, Fred Poordad6, Mudra
Kapoor7, Andrew Campbell8, Lino Rodrigues-Jr7, Prajakta
Badri7, Michele Heckaman7, Tami Pilot-Matias7, Barry
Bernstein7

1Alamo Medical Research, San Antonio, TX, 2Parkway Medical

Center, Birmingham, AL, USA, 3Foundación de Investigación,

San Juan, Puerto Rico, 4Cedars-Sinai Medical Center, Los Angeles,
5Medical Associates Research Group, San Diego, 66University

of Texas Health Science Center, San Antonio, CA, 7Abbott

Laboratories, Abbott Park, IL, 8Abbott Laboratories,

Abbott Park, CA, USA

Background: ABT-450 (with low-dose ritonavir, ABT-450/r) is an

HCV protease inhibitor identified as a lead compound by Abbott and

Enanta. ABT-267 is an NS5A inhibitor. In vitro, ABT-450 has potent

activity against genotype (GT) 1 and GT2, modest activity against

GT3; ABT-267 is potent against GT1-3. We examined the safety and

efficacy of this interferon-free combination and potential contribution

of RBV for HCV treatment.

Table 1 Relation of allele with viral load

Allele Baseline After 6 months therapy

CT Non-CT CT Non-CT

Patients (n) 8 24 8 24

Mean- Viral

load(copies/ml)

5202488.25 ±

5312562.8

2594885.42 ±

5552011.9

499059 ±

663601.30

391.91 ±

1268.5

p- value (2-tailed) 0.25 0.0011
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Methods: Treatment-naı̈ve, non-cirrhotic patients with HCV GT1,

GT2, or GT3 were treated for 12 weeks with ABT-450/r 200/100 mg

once-daily and ABT-267 25 mg once-daily +/- weight-based RBV

(1000-1200 mg twice-daily). Analyses included all subjects receiv-

ing C 1 dose of study drug; missing values counted as failures.

Results: Sixty-one patients were included, 34 (56%) were male,

median age was 50 years. Virologic results are below. Most frequent

AEs were fatigue, nausea, headache, and diarrhea. Three patients

reported serious AEs; all were considered not treatment-related

(motor vehicle accident, herpetic meningitis, and arteriosclerotic

cardiovascular disease leading to death 8 days after end of treatment).

One Grade 4 and two Grade 3 ALT elevations, all transient and

resolved with continued dosing, were observed (Table 1).

Conclusions: The combination of ABT-450/r and ABT-267 showed

potent activity against HCV GT1 and GT2. RBV increased SVR rates

and appears to be necessary for treatment of GT2 and GT3. The lower

response rate of patients infected with GT3 correlates with observed

differences in in vitro activity of ABT-450 against GT3 relative to

GT1 and GT2.

Topic: 9.b Clinical

Absno: 613

Interferon-free regimens of ABT-450/r, ABT-267, ABT-333 +/-
ribavirin achieve High SVR12 rates in patients with chronic HCV
genotype 1b
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Cohen4, Wangang Xie4, Tami Pilot-Matias4, George Liossis4, Lois
Larsen4, Amit Khatri4, Thomas Podsadecki4, Barry Bernstein4

1University of Texas Health Science Center, 2Alamo Medical

Research, San Antonio, TX, 3Virginia Mason Medical Center, Seattle,

WA, 4Abbott Laboratories, Abbott Park, IL, USA

Introduction: This study assessed safety and efficacy of several

regimens of ABT-450/r (HCV protease inhibitor dosed with ritonavir

100 mg, identified as a lead compound by Abbott and Enanta) with

ABT-267 (NS5A inhibitor) and/or ABT-333 (non-nucleoside NS5B

inhibitor) +/- ribavirin (RBV). Results from patients infected with

HCV genotype (GT) 1b treated for 8-12 weeks are presented.

Methods: Non-cirrhotic, GT1 treatment-naı̈ve patients and prior peg-

interferon/RBV null responders received ABT-450/r (100/100-200/

100 mg QD) with 1-2 other direct-acting-antivirals (DAA, ABT-267

25 mg QD, ABT-333 400 mg BID) ± weight-based RBV for 8, 12,

or 24 weeks.

Results: 571 patients received C 1 dose of study drug. In the overall

study population, intent-to-treat (ITT) SVR12 rates for 12-week

3-DAA +/-RBV regimens were 87-98% for treatment-naı̈ve patients

and 89-93% for null responders. 148 patients in 8- and 12-week arms

had GT1b infection (113 treatment-naı̈ve and 35 prior null respond-

ers). All regimens achieved SVR12 in 96-100% of GT1b-infected

patients. No GT1b-infected patient receiving 12 weeks of treatment

has experienced virologic failure.

The most common AEs in GT1b-infected treatment-naı̈ves and

null-responders were fatigue (30% and 23%) and headache (33% and

23%). 1/148 patients (0.7%) discontinued due to AEs. The RBV-free

arm showed a smaller mean decrease in hemoglobin during treatment

(-4.5 g/dL vs. -24.1 g/dL) (Table 1).

Conclusions: This study showed that an interferon-free 3 DAAs

(ABT-450/r, ABT-267, and ABT-333) +/- RBV was well tolerated for

12 weeks and achieved high SVR12 rates in 96-100% of treatment-

naı̈ve and null-responder GT1b-infected patients. The RBV-free

3-DAA regimen will be further explored for GT1b treatment in future

studies.
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12-week interferon-free regimen of ABT-450/r + ABT-
333 + ribavirin achieved SVR12 in [ 90% of treatment-naı̈ve
HCV genotype 1-infected patients and 47% of previous non-
responders

Table 1 Disease characteristics and virologic results

Arm 1: RBV-Containing Arm 2: RBV-Free

Cohort 1:

ABT-450/r

ABT-267

RBV

Cohort 2:

ABT-450 r

ABT-267

RBV

Cohort 3:

ABT-450/r

ABT-267

RBV

Cohort 4:

ABT-450/r

ABT-267

Cohort 5:

ABT-450/r

ABT-267

Cohort 6:

ABT-450/r

ABT-267

GT1

N = 10

GT2

N = 10

GT3

N = 10

GT1

N = 10

GT2

N = 10

GT3

N = 10

Disease Characteristics

HCV subtype a/b n/n 8/2 2/8 10/0 8/2 2/8 11/0

IL28B CC genotype, n (%) 1 (10) 2 (20) 2 (20) 4 (40) 4 (40) 3 (27)

Baseline HCV RNA,

log10 IU/mL,

mean ± SD

6.53 ±

0.62

6.66 ±

0.46

5.80 ±

0.76

6.39 ±

0.55

6.46 ±

0.78

6.33 ±

0.66

Virologic Results

Primary Endpoint: Patients

with HCV RNA RNA

\ 25 IU/mL from

weeks 4 and 12, n/N

(%)

10/10

(100%)

9/10

(90%)

7/10

(70%)

9/10

(90%)

8/10

(80%)

2/11

(18%)

SVR12 HCV

RWA \ 25 IU/mL,

n/N (%)

10/10

(100%)

8/10

(80%)

5/10

(50%)

6/10

(60%)

6/10

(60%)

1/11

(9%)

Virologic failures, n 0 1 5 3 3 8

Lost to follow up, n 0 1 0 0 1 1

AE-related

discontinuations, n

0 0 0 1 0 1

Table 1 Baseline characteristics and virologic results

Treatment-nai‹ ve GT1b patients GT1b Prior

Null-Responders

8-weeksa 12-weeksa 12-weeksa

450/r + 450/r + 450/r + 450/r + 450/r + 450/r + 450/r +

267 + 267 + 267 + 267 + 267 + 267 +

333 + 333 + 333 + 333 + 333 +

RBV RBV RBV RBV RBV RBV

Number enrolled 24 12 27 25 25 18 17

Male, % (n) 50.0

(12)

33.3

(4)

74.1

(20)

52.0

(13)

44.0.

(11)

61.1

(11)

64.7

(11)

Mean Age. years

±SD

51.4 ±

10.7

52.3

± 9.1

52.0

± 10.4

49.2

± 11.1

53.0

± 76

49.6

± 13.9

48.7

± 12.3

BL HCV RNA

(log10 IU/mL)

6.51 6.36 6.37 6.40 6.42 6.56 6.45

IL28B non-CC

genotype,

% (n)

75(18) 75(9) 78 (21) 72(18) 72(18) 100(18) 100 (17)

ITT SVR4 96

(23/24)

100

(12/12)

100

(27/27)

96

(24/25)

100

(25/25)

100

(18/18)

100

(17/17)

ITT SVR2 96

(23/24)

100

(12/12)

100

(27/27)

96

(24/25)

100

(25/25)

100

(18/18)

100

(17/17)

Breakthrough 0 0 0 0 0 0 0

Relapse 1 0 0 0 0 0 0

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S359

123



Fred Poordad1, Eric Lawitz2, Kris V. Kowdley3, Greory T.
Everson4, Bradley Freilid5, DalielE. Cohek6, Sara Siggellcow6,
michele Heckaman6, Rajeev Menon6, Tamil pilot-matias6,
Thomas podsudecki6 Barry Bernstiem6

1University of Texas Health Science Center,, 2Alamo Medical
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Background: ABT-450 is a potent NS3 HCV protease inhibitor

identified as a lead compound by Abbott and Enanta (with low-dose

ritonavir, ABT-450/r), and ABT-333 is a non-nucleoside NS5B

polymerase inhibitor. ABT-450/r and ABT-333 are being evaluated in

combination with other anti-HCV agents, for the treatment of HCV

infection.

Methods: HCV GT1-infected non-cirrhotic patients received ABT-

450/r QD + ABT-333 BID + weight-based ribavirin administered

twice-daily (1000-1200 mg total daily dose)for 12 weeks.

Results: Baseline demographics and virologic results are below.

Eighty-eight percent of patients had GT1a infection. One patient in

Arm 1 discontinued due to isolated ALT/AST elevations, 1 in Arm 2

discontinued due to noncompliance. All remaining patients in Arms 1

and 2 completed treatment and achieved SVR12. In Arm 3, 6 patients

experienced viral breakthrough on treatment, and 3 relapsed at post-

treatment week 2. Forty-seven percent of patients in Arm 3 achieved

SVR12. There were no deaths or serious adverse events (AEs). The

most common AEs were fatigue (42%), nausea (22%), and headache

(20%). Most AEs were mild or moderate; 4 patients experienced

severe AEs (fatigue, pain, hyperbilirubinemia, and vomiting); none

resulted in study drug interruption or discontinuation (Table 1).

Conclusions: In this study, an interferon-free 12-week ABT-450/r +

ABT-333 + RBV regimen was well-tolerated and achieved SVR12 in

93-95% of treatment-naı̈ve and 47% of previous non-responder

patients with HCV genotype-1. ABT-450/r 250/100 mg and

150/100 mg doses show comparable efficacy in treatment-naı̈ve

patients. Additional trials of ABT-450/r in 2- and 3-DAA regimens

are underway.
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Characteristics of diagnosis, therapy and outcome of the patients
with chronic hepatitis C infected by blood transfusion
over 20 years

Zhang Xiaohong, Hong Chunxia, Xie Dongying, Zhao Zhixin,
Gao Zhiliang

Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-Sen University, Guangzhou, China

Aims: To investigate the characteristics of diagnosis, therapy and

outcome of the chronic hepatitis C (CHC) patients infected by blood

transfusion over 20 years.

Methods: CHC patients infected by blood transfusion over 20 years

were enrolled, the diagnosis, therapy and outcome were analyzed.

Results: 337 patients were enrolled, there were 60.2% male, average

age was 52.9. There were 16.0 %(54/337) had already been diagnosed

as decompensated liver cirrhosis (DLC), and 4.5 %(15/337) as pri-

mary hepatocellular carcinoma (PHC). The time of first diagnosis of

hepatitis C from blood transfusions was14.6 ± 7.7 years, and the

time of the first anti-HCV therapy from blood transfusions was

17.9 ± 5.9 years. There were 33.2% (112/337) of patients had been

received anti-HCV therapy, and 53.6% (60/112) of them achieved

SVR. 127 patients did not receive anti-HCV therapy. 34.6% (44/127)

of them because of DLC, 33.1% (42/127) of them because of eco-

nomic difficulties.

Conclusions: In south of China, the average age of the patients with

CHC transmitted by blood transfusion over 20 years are over

50 years. The prognoses of them are poor. Neither of the diagnosis or

therapy of CHC were timely. The proportion of anti-HCV therapy and

the SVR rate were both very low. The primary cause of patients did

not accept anti-HCV therapy was DLC and economic difficulties.
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Analysis of clinical features of 157 children with chronic
hepatitis C in Guangdong Province

Zhang Xiaohong, Wei Fangfang, Hong Chunxia, Zhao Zhixin

Department of Infectious Diseases, The Third Affiliated Hospital of

Sun Yat-Sen University, Guangzhou, China

Objective: To investigate the clinical features of 157 children with

chronic hepatitis C transmitted by reusing of syringes in Guangdong

Province.

Methods: This is a retrospective study, 157 children with chronic

hepatitis C in Guangdong Province were analyzed, including their

clinical symptoms, ALT, AST levels in serum, HCV genotype, the

level of HCV RNA.

Results: There were 86 male patients(54.8%) in this study, mean age

is 11.5 years old(ranging 4-17 years old), 69 female patients, mean

age was 12.7 years old(ranging 4-17 years old), 98.7% (155/175) had

Table 1 Baseline Demographics and RVR, SVR4, and SVR12 rates (Intent to Treat)

Arm 1:

Treatment-nai‹ ve

ABT-450/r 250/100 mg +

ABT-333

400 mg

+ RBV

Arm 2:

Treatment-

nai‹ ve

ABT-450/r

150/100 mg

+ ABT-333

400 mg +

RBV

Arm 3: Previ-

ous non-

responders*

ABT-450/r

150/100 mg +

ABT-333

400 mg

+ RBV

N=19 N=14 N=17

Baseline Demographics and Disease Characteristics

Male, n (%) 10 (52.6) 14 (100) 11 (64.7)

White, n (%) 15 (78.9) 12 (85.7) 13 (76.5)

Age, Years, Mean ± SD 53.6 ±9.78 50.9 ±

10.45

52.3 ±9.03

BMI. kg/m2, Mean ± SD 27.3 ±3.84 24.6 ±3.08 28.3 ±5.11

HCV genotype 1a, n (%) 17 (89.5) 11 (78.6) 16 (94.1)

IL28B CC Genotype, n (%) 10 (52.6) 5 (35.7) 0

Baseline HCV RNA, log10 IU/mL,

Mean ± SD

6.25 ±0.80 6.44 ± 1.15 6.93 ±0.47

Virologic Results

RVR: HCV RNA \25 IU/mL

at Week 4, n (%)

19 (100)a 13 (92.9)b 15 (88.2)

SVR4: HCV RNA \25 IU/mL 4

Weeks After End of

Treatment, n (%)

18 (94.7) 13 (92.9) 8 (47.1%)c,d

SVR12: HCV RNA \25 IU/mL

12 Weeks After End of

Treatment, n (%)

18 (94.7) 13 (92.9) 8 (47.1%)

* 6 patients were null responders and 11 patients failed to achieve undetectable HCV RNA at the

end of treatment (partial responders). 3/6 null responders and 5/11 partial responders achieved

SVR12

a
1 patient discontinued due to ALT and AST elevation: b1 patient discontinued due to inability to

comply with study drug regimen; c6 patients had viral breakthrough; d3 patients relapsed
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no symptoms. HCV genotype test were done in 62 patients, 6.5%(4/

65) was genotype 1 40.3%(25/62)was genotype 2, 1.6%(1/62) was

genotype 3, and 51.6%(32/62)was genotype 6. HCV RNA level was

9.29e6 ± 2.9e7, ALT was 135.8 ± 170.4 AST was 88.7 ± 138.8.

Conclusion: There was no significant difference between incidence of

male and female in this group of children chronic hepatitis C patients.

The major genotypes were genotype 6(about 50%) and genotype

2(about 40%). HCV RNA load was relatively high. The mean level of

ALT was evaluated up to 5 times of the ULN.
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Effect of interferon alpha 2a combined with ribavirin therapy
in 137 children with chronic hepatitis C in 24 weeks

Zhang Xiaohong, Hong Chunxia, Wei Fangfang, Liu Ying,
Zhao Zhixin

Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-Sen University, Guangzhou, China

Objective: To investigate the efficiency of interferon alpha 2a combined

with ribavirin therapy in 137 children with chronic hepatitis C in

24 weeks. Methods The perspective study was conducted on 137 children

with chronic hepatitis C, treated with interferon alpha 2a combined with

ribavirin for 24 weeks. The serums were collected in weeks 4, 12, and

weeks 24, ALT, AST levels and HCV RNA load were detected. The rate

of rapid virologic response (RVR), early virologic response (EVR), and

virologic response in 24 weeks were calculated. Results There were 75

male patients(54.7%) in our study, mean age is 11.5 years old (ranging

4-17 years old), 62 female patients, mean age was 12.5 years old (ranging

4-17 years old),the mean baseline HCV RNA load was 9.72e6 ± 3.10e7,

RVR was 85.4%(117/137),EVR was 89.1% (122/137),virologic response

in 24 weeks was 89.1%(122/137). Conclusions There were no significant

different incidences between male and female, the baseline HCV RNA

load was relatively high, the efficiency of interferon alpha 2a with riba-

virin therapy was obvious, RVR, EVR and virologic response in

24 weeks were 85.4%, 89.1%, 89.1%, respectively.
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to combination therapy in chronic hepatitis C genotype 4 patients
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1Internal Medicine Department, 2Clinical pathology, Faculty

of Medicine, Alexandria University, Alexandria, Egypt

Background and aim: A sustained virologic response (SVR) is

achieved only in 40-50 % of chronic hepatitis C (HCV) genotype 4

patients on the current combination (Pegylated interferon plus riba-

virin) therapy. The development of serums markers as predictors of

response to HCV treatment might help in treatment optimization. The

aim of the present work was to study the serum level of IP-10 as a

rapid (RVR) and an early virological response (EVR) predictor to

combination therapy in chronic hepatitis C.

Patients and methods: This study was carried out on 30 chronic

hepatitis C genotype 4 patients treated with combination therapy. All

patients were subjected to measurement of serum levels of IP-10

before start of combination therapy, after 4 and 12 weeks of therapy.

Also, 15 age and sex matched healthy subjects with no evidence of

liver disease were included in the study as control group.

Results: The mean serum levels of IP-10 showed significant increase in

patients compared with controls either pretreatment or at the 4th or the

12th week (P = \ 0.001, \ 0.001 and 0.008 respectively). While, the

mean serum levels of IP-10 showed significant decrease in RVR, EVR

and total responders compared with non responders, either pretreatment

or at the 4th week or at the 12th week (P = \ 0.001). The sensitivity and

specificity of pretreatment serum IP-10 in discriminating responders and

non responders were found to be 90.91% and 94.74% respectively at a

cut-off value of 460 pg/ml. while the sensitivity and specificity of pre-

treatment serum IP-10 in discriminating RVR and EVR were found to be

100% and 90% respectively at a cut-off value of 180 pg/ml.

Conclusion: Serum IP-10 levels may predict virologic response

before and during pegylated interferon and ribavirin therapy in HCV

infected patients.
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Pegylated interferon alfa, nitazoxanide, telaprevir, ribavirin,
in genotype 1 undergoing prior experienced CHC-A randomized
placebo control clinical pilot trial (INTRIGUE-C)
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Objectives: Chronic Hepatitis C is a global challenge with End stage

liver disease and rising Hepatocellular Carcinoma. Peg Interferon Alfa

and Ribavirin was the backbone of therapy. Recently introduced

Directly Acting Antivirals (DAAs)-protease inhibitors have escalated

Sustained Viral Response (SVR) in Response guided therapy in non

responders,partial responders and relapsers. This study utilized NTZ &

Telapravir; with SOC for 24 weeks in treatment experienced patients.

Methods: Fifty (n = 50) patients were divided into GroupA (n = 12)

NTZ 500 mg three times for 12 weeks, Group B (n = 12) NTZ, BID

for12 weeks Group C (n = 26) control. All received Peg Interferon

Alfa 2a 180 mcg SQ QOW with fixed dose of Ribavirin 1200 mg daily

for 24 weeks and Telaprevir 750 mg three times daily for 12 weeks.

Viral load was obtained at day 0, 7th day, 14th day, 4 weeks, 12th,

24 weeks and 48th weeks SVR. Viral kinetics was analyzed.

In Group A, B and C: 5/12(42%), 5/12(42%), 10/26(38%) Non

Responder, 6/12(50%), 6/12 (50%),4/26(15%) partial responder, and

2/12(16%), 1/12 relapsers(8%), 4/26(15%) relapsers, 2/26(8%) unknown.

Results: Table 1.

Conclusion: This quadruple 24 weeks regimen has excelled the

RVR,EVR,ETVT over SOC with DAAs over 11%, with SVR 67%.

Needs a larger trial for validation.

Table 1 RESULTS

GROUP A GROUP B GROUP C

Undetectable 9/12(75%) 10/12(83%) 16/26(62%)

NR 1/12(8%) 2/12(16%) 4/26(15%)

PR 1/12(8%) 12/12(100%) 3/26 (11%)

AVR 11/12(92%) 12/12(100%) 20/26(77%)

VRVR 11/12(92%) 10/12(83%) 22/26(84%)

RVR 9/12(75%) 10/12(83%) 18/26(70%)

EVR 9/12(75%) 10/12(83%) 16/26(62%)

ETVR 9/12(75%) 10/12(83%) 16/26(62%)

SVR 8/12(67%) 8/12(67%) 15/26(58%)
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Romiplostim’s effect-optimize SVR with telapravir, ribavirin,
and Peg Interferon-alfa-2a in thrombocytopenic cirrhotics
with CHC. Placebo RCT: restraint C trial

P Patrick Basu1,2, K Mittimani2, R Siriki2, Md Rahaman2,
S Atluri2, S Farhat1, N J Shah3, R S Brown Jr1

1Columbia School of Physicians and Surgeons, 2Forest Hills Hospital,

Hofstra North Shore-LIJ School of Medicine, 3James J Peters VA

Medical Center, Mount Sinai School of Medicine, New York, NY,

USA

Objectives: Cirrhotic chronic hepatitis C patients with thrombo-

cytopenia and treatment experience is challenging, often requiring

dose reduction or discontinuation to avoid complications. Signifi-

cant dose reduction affects response guided therapy (RGT) thus

affecting outcome. Thrombopoietin (TPO) agonists are used to

avoid disruption or therapeutic failure to optimize SVR. This study

evaluated the use of TPO agonist in thrombocytopenia in cirrhotics

with CHC.

Methods: Forty five (n = 45) cirrhotic treatment experienced CHC-

GT1 patients were recruited with mean MELD 16, mean platelet

count 95. Group A (n = 15) placebo plus reduced dose of p-IFN with

ribavirin and telaprevir, Group B (n = 15) romiplostim 500mcg lead

in 1 month prior initiation of therapy and SOC with telapravir, Group

C (n = 15) elthrombopag 50 mg orally daily lead in prior 15 days

and SOC with telapravir for 12 weeks. RGT was analyzed with serial

platelet counts, hemoglobin, hematocrit, absolute neutrophil count,

and platelet antibodies. HCV RNA 1st, 2nd, 4th, 12th 24th, 36th and

60th weeks for SVR.

Results: (Table 1).

Conclusion: This study demonstrates the efficacy of Romiplostim in

thrombocytopenic cirrhotics in optimizing SVR (Group A-53%,

group B-67% and Group C-60%). A larger trial is needed to validate.
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Surveillance data analysis of acute hepatitis C in MONGOLIA,
2001-2010

Oidov Baatarkhuu1, G Surenkhand2

1Infectious Diseases, Health Sciences University of Mongolia,
2Epidemiology, National Center for Communiucable Diseases,

Ulaanbaatar, Mongolia

Background and aim: Viral hepatitis C has been reported separately

since 1998 in Mongolia. In 2005, nationwide survey showed that

approximately 11.0% of apparently healthy population had detectable

HCV RNA in Mongolia. Our objectives were to characterize the

epidemiology of acute hepatitis C and make a recommendation to

prevent and control of hepatitis C.

Methods: We analyzed national surveillance data of acute viral

hepatitis C for 2001-2010 and conducted descriptive analyses of

incidences which are per 10000 populations in time, place and person.

We have developed a questionnaire which includes information about

testing for viral hepatitis and was sent by email to all provinces.

Results: During 2001-2010, the overall incidence of viral hepatitis C

was 0.5-0.6 per 10000 populations. By provinces, the overall inci-

dence was highest in Orkhon(1.53), followed by Ulaanbaatar

city(0.95). No reporting of acute viral hepatitis C case was in Bayan-

Ulgii, Govi-Altai and Umnu-govi provinces. The female-to-male

acute hepatitis C rate ratio was 1.3 in 2001, compared with 1.4 in

2010. By age, the highest incidence of hepatitis C occurred among

persons aged 25-44 years. By social status, the highest frequency

occurred among unemployed person followed by among workers and

officers. Seventeen of 21aimags have answered the questionnaire. All

of those 17 aimags’ general hospitals do a test for viral hepatitis C by

using rapid and ELISA test.

Conclusion: Surveillance data suggested that during 2001-2010, the

overall incidence of acute viral hepatitis C was on same level (0.5-0.6

per 10000 populations). We need to do further survey to identify

reasons of ‘‘zero reporting’’ of acute viral hepatitis C and data on risk

factors for this infection should be included in reporting form.
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Prediction of null response to pegylated interferon alpha-2b plus
ribavirin in patients with high genotype-1b hepatitis C viral load

Hideyuki Tamai1, Yuki Wada1, Akira Kawashima2, Naoki
Shingaki1, Yoshiyuki Mori1, Masanori Kawaguchi3, Kosaku
Moribata1, Toru Niwa1, Hisanobu Deguchi1, Kazuki Ueda1,
Izumi Inoue1, Takao Maekita1, Mikitaka Iguchi1, Jun Kato1,
Masao Ichinose1

1Second Department of Internal Medicine, Wakayama Medical

University, 2Department of Internal Medicine, Naga Municipal

Hospital, 3Department of Gastroenterology, Saiseikai Wakayama

Hospital, Wakayama, Japan

Background/Aims: Null responders, in whom serum hepatitis C

virus (HCV) levels do not decrease by 2 logIU/mL and more at

12 weeks after starting interferon therapy, should be predicted accu-

rately as soon as possible because of the reduced benefit of therapy.

The present study aimed to clarify whether earlier virological

response within 2 weeks after therapy initiation can predict null

Table 1

AVR VRVR RVR EVR MTVR

24

WEEKS

ETVR

36

WEEKS

ETVR

48

WEEKS

SVR 60

WEEKS

SVR 72

WEEKS

GROUP A:

R=7

PR=

8 BT

=0

5/15

(33%)

7/15

(49%)

9/15

(60%)

10/15

(67%)

10/15

(67%)

9/15

(60%)

8/15

(53%)

Platelet

90 k

112 k 101 k 93 k 98 K

BT1/

15

(7%)

102 k R1/15

(7%)

84 k

GROUP B:

R=8

PR=

6 BT

=1

9/15

(60%)

10/15

(66%)

11/15

(77%)

12/15

(80%)

ETVR

12/15

(80%)

SVR

11/15

(77%)

Platelet:

68 k

210 K 90 k 96 k R1/15

(7%)

PLT

220 K

180 k 58 k

GROUP C:

R=7,

PR=

6 BT

=2

7/15

(47%)

8/15

(53%)

9/15

(60%)

9/15

(60%)

10/15

(67%)

9/15

(60%)

Platelet:

128 k

101 k 102 k 90 k 80 k R 1/15

(7%)

PLT

108 K

131 k
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response to pegylated interferon (PEG-IFN) alpha-2b plus ribavirin

therapy for patients with genotype 1b and high viral load.

Methods: Participants comprised 65 patients with genotype-1b and

high viral load, who completed standard response-guided therapy

with PEG-IFN-alpha-2b (1.5 mg/kg/week) plus ribavirin (600-

1000 mg/day). Amino acid substitutions in core 70/91, ISDR muta-

tions, and IL28B host genotypes (rs8099917) were examined. RNA

and HCV core antigen levels were measured at four time points: day

of therapy initiation; the following day; and after 1 and 2 weeks.

Results: A total of 10 null responders and 55 non-null responders were

identified. Significant differences were noted in IL28B genotype, core

70 substitution, alpha-fetoprotein level, hyaluronic acid level, and viral

response between groups. Area under the curve (AUC) for the receiver

operating characteristics curve of core antigen level decline at 2 weeks

(AUC = 0.993) was highest among the factors predicting null

response. When the cut-off value for core antigen level decline at

2 weeks was set at 0.7 log, the sensitivity, specificity, positive predic-

tive value, negative predictive value, and accuracy for predicting null

response were 100.0%, 94.5%, 76.9%, 100.0%, and 95.4%, respec-

tively. In comparison, values for non-TT and core 70 substitution were

90.0%, 96.4%, 81.8%, 98.1%, and 95.4%, respectively.

Conclusions: Virological response at 2 weeks after therapy initiation

and the combination of IL28B and core 70 substitution offer accurate

predictors of null response.
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The deviation of interleukin-28B genotypes interacts
with pegylated interferon and ribavirin therapy in patients
with chronic hepatitis C

Masaaki Korenaga1, Masanori Ikeda2, Tsutomu Takeda1,
Keiko Korenaga1, Nao Nishida1, Masaya Sugiyama1,
Kazumoto Murata1, Nobuyuki Kato2, Masashi Mizokami1

1The Research Center for Hepatitis and Immunology, National Center

for Global Health and Medicine (NCGM), Ichikawa, 2Department of

Tumor Virology, Okayama University, Graduate School of Medicine,

Dentistry, and Pharmaceutical Sciences, Okayama, Japan

Background and aim: The interleukin-28B (IL-28B) Single Nucle-

otide Polymorphisms (SNPs) are implicated in nonvirological

response (NVR) to pegylated interferon (PegIFN) and ribavirin in

patients infected with hepatitis C virus (HCV) genotype 1.We already

reported that the rs8099917 polymorphism should be the best pre-

dictor for the response to the PegIFN/RBV treatment among Japanese

chronic hepatitis C patients (Nat Genet.2009, J Clin Microbiol 2011).

However, approximately 10% of patients with IFN sensitive IL28B

SNPs are NVR to Peg-IFN/RBV. The aim of this study was to

determine whether the discordance of IL28B genotypes interacted

with viral response to PegIFN/RBV.

Methods: Twelve hundred seventy four patients were investigated for

their genotypes at rs11881222, rs8103142, rs8099917 and rs12979860

by direct sequencing and the Invader Plus assay. In addition,

rs8113007, which located only 62 nucleotides downstream from

rs8099917 was measured by direct sequencing.

Results: There were no differences in IL28 genotypes between direct

sequencing and Invader Plus assay. Fifteen patients (0.9%) were showed

discordance in genotypes between rs8099917 and others. In 12 of 15

patients, the genotypes of rs8099917 and others were homozygous for

the major allele (IFN-sensitive) and heterozygous (IFN-resistant).Four

of 7 patients who received PegIFNRBV became sustained virological

response (SVR). However, three of these seven patients showed NVR.

The rs8113007 adjacent to rs8099917, except one patients, was more

strongly linked to distant rs12979860, rs11881222 and rs8103142.

Conclusions: Although there was not big predictor for the response

PegIFN/RBV, the deviation of the rs8099917 and other genotypes in

near IL28B might affect the effectiveness of PegIFN/RBV. A (TA)

dinucleotide repeat should be confirmed in the discrepancy between

SVR and NVR when genotype at rs8099917 became estrangement.

Topic: 9.b Clinical

Absno: 719

Hepatitis C treatment in chronic obstructive pulmonary disease

Ahmet Metin Karadag

Gastroenterology, Dr. E. Arslan hospital, Gaziantep, Turkey

Backgrounds/aims: Hepatitis C an important health problam. Its

prevelance is 1 % in Turkey . Hepatitis C is more prevelant in our

region south east of Turkey, about 3 %.Hepatitis C is not rare in

chronic Obstructive Pulmonary disease(COPD).Ribavirin and inter-

feron have many side effects e.g. leukopenia, fever, chill, anemia, flue

like syndrome. For this reason it may result to hesitancy about giving

treatment.. We aimed to research patient tolerance and treatment

results in hepatitis C patients with COPD.

Methods: We selected 14 patients with hepatitis C and COPD who

have had treatment between 2009-2012 years. We aimed to study

therapy responce and drug tolerability in this patients. 10 patients

were female and 4 male. Average age was 53. 1 patient excluded from

study because of not using drug regularly. 10 patients completed

treatment. 4 patients is still under treatment. 1 patient is relapser.

None of patient abondaned treatment. All of patients were evaluated

by pulmonary disease specialist. Their COPD treatment rerulated.

Severe COPD patient were not treated.4 patients were internated to

hospital due to COPD flare up. But they continued hepatitis C treat-

ment. in 11 patients used interferon alpha 2a and 3 patients 2b.

Results: İn 10 patient who completed 1 year therapy 8 (80 %)patients

were HCV RNA negative. 3 patient is still under treatment and

12 weeks HCV RNA results were negative. None of patient a-

bondaned treatment., becouse of side effects.

Conclusions: İn our study patients with hepatitis C and COPD.treatment

was well tolerated.. Therapy responce rate is not lower than other patients.

İts possible to presume that hepatitis C with COPD may be treated.
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Liver stiffness measurement as alternative of fibrotic stage in risk
assessment of hepatocellular carcinoma incidence for chronic
hepatitis C patients

Jing-Houng Wang, Hsin-Ming Wang, Chao-Hung Hung, Sheng-
Nan Lu, Chien-Hung Chen, Chuan-Mo Lee, Tsung-Hui Hu

Kaohsiung Chang Gung Memorial Hospital and Chang Gung

University College of Medicine, Kaohsiung, Taiwan R.O.C.

Backgrounds and aims: Hepatic fibrosis stage is useful in assessing

risk of hepatocellular carcinoma (HCC) occurrence. The aim of this

study was to evaluate liver stiffness measurement (LSM), in addition

to fibrosis stage, in risk assessment of long-term HCC occurrence for

patients with chronic hepatitis C.

Patients and methods: Consecutive patients with chronic hepatitis C,

without past history and presence of HCC, with concomitant liver

biopsy and LSM were enrolled in this study. All patients attended

regular surveillance for HCC development every 3-12 months. The

medical records were reviewed. Follow-up LSM was performed at

least one year later.
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Results: One hundred and ninety-eight patients (M/F: 112/86) with

reliable LSM results were enrolled. Ten patients developed HCC in a

median follow-up period of 47.8 months. For patients with initial

LSM C 24 kPa, 12-24 kPa, and \ 12 kPa, 5- year HCC incidence

was 45.1%, 9.5 % and 0.9% respectively. Multivariate analysis

showed patients with LSM [ 24 kPa and patients with LSM

12-24 kPa had higher risks of HCC development (HR: 24.6, CI: 2.7-

220.4 and HR:11.7, CI:1.3-105.2). Patients without sustained viro-

logical response after treatment also had higher risk of HCC

occurrence (HR: 9.7, CI: 1.1-82.2). Among 106 patients with follow-

up LSM, there was a higher risk of HCC development for patients

with LSM [ 12 kPa in the initial and follow-up LSM.

Conclusion: As an alternative of fibrosis stage, initial LSM is useful

as a non-invasive method in risk assessment of HCC occurrence for

patients with chronic hepatitis C. Serial follow-up LSM [ 12 kPa

carries higher risk of HCC development.
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The assessment of hemoglobin detected and ribavirin dose of viral
response of hepatitis C

Tao Gao1, Dou Rong2, Qian Fangxing2, Zhang Zhenying2,
Shen Si lan2, Li Bosheng2

1Hepatology, Shanghai Public Health Clinic Center Affiliated to

Fudan University, Shanghai, 2Infectious Diseases Department,

Shanghai Changning District Central Hospital, shanghai, China

Background: Interferon was cheaper than pegylated interferon,

Ribavirin of price was lower. In order to improve the efficacy com-

bined of two drugs, those poor patients of chronic hepatitis C can

treated . Assessment for hemoglobin concentration (Hb) detected and

ribavirin dose effects of antiviral role combined with interferon, and

evaluated of viral response.

Methods: Interferon per 5 million units injected subcutaneous three

times a week, ribavirin administered according to body weight and

divided by four groups: \ 10.6 mg/Kg
�
10.6-12.9 mg/Kg

�
13-15

mg/Kg
�

C 15 mg/Kg. Hb divided into four categories in course : A

categories down [ 30 g/L absolute value [ 106 g/L; B catego-

ries down \ 30 g/L absolute value [ 106 g/L; C categories down

\ 30 g/L absolute value \ 106 g/L;D categories down [ 30/L

absolute value \ 106 g/L. The results analyzed by viral response.

Results: 44 cases were of rapid viral response (RVR) 16%, early viral

response (EVR) 50%, end of treatment viral response (ETR) 68%, sus-

tained viral response (SVR) 60%. RVR,EVR,ETR and SVR of the RBV

dose of [ 13 mg/kg compared with \ 13 mg/kg were

18.5%vs.11.7%(p[ 0.05),70.4% vs. 17.6%(p\ 0.01), 80.7% vs. 46.7%

(p\ 0.05), and 77.3% vs. 30.7%(p\ 0.01),respectively. RVR,EV-

R,ETR and SVR of the Hb was down but absolut[ 106 g/L compared

with \ 106 g/L were 20.7% vs.7.1%(p\ 0.05), 65.5%

vs.20%(p \ 0.01),79..3% vs.33.3%(p \ 0.01) and 72% vs.30%

(p\ 0.05). A categories ETR 93.3%,SVR 83.3%,higher than other three

categories, but no statistically significant. Hb was negatively related to

RVR(p \ 0.01), ETR, SVR(p \ 0.05)).
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Efficacy and safety of PEG-interferon and ribavirin (P + R)
and role of IL28B in thalassemic pts with chronic hepatitis C
(CHC)

Salvatore Madonia1, Rita Barone2, Gaetano Restivo Pantalone2,
Maria Concetta Renda2, Emanuele Sinagra3, Giovanni
Perricone3, Stefania Plano3, Giorgio Madonia3, Aurelio Maggio2,
Mario Cottone3

1Medicine, AO ‘OR Villa Sofia Cervello’, Palermo, 2Hematology II,

AO ‘OR Villa Sofia Cervello’ Palermo, palermo, 3University of

Palermo, Palermo, Italy

Background: CHC is a critical clinical issue in thalassemics. Con-

cerns arose about safety and efficacy of P + R in these patients. The

role of IL28B is unassessed.

Aim: To evaluate safety and efficacy of P + R and to verify the role

of IL28B in this setting.

Methods: All thalassemic patients with CHC, consecutively treated

with P + R at our department from mar 2010 to mar 2012 were eli-

gible. Data about treatment response (SVR), safety, need for

chelation, transfusion requirement and role of IL28B were analysed.

Results: Fifteen thalassemic patients, 11 on periodic-transfusion-

treatment (T-group) and 4 previously not transfused (noT-group)

received at least one treatment dose and were included. Four patients

received PEG-IFN alfa-2a 180mcg/wk, eleven patients alfa-2b

1.5mcg/kg/wk, all received ribavirin 15 mg/kg/day divided in two

daily doses.

Patients characteristics: 6 males, mean age 39,5yrs, 12 genotype-1

(80%), 4 with cirrhosis (26.6%), 4 IL28B-CC (26.6%); 8 were naives,

4 non responders to IFN monotherapy while early previous treatment

had been interrupted because of adverse effects (AEs) in 3.

Eleven patients completed the scheduled treatment with no dose

reduction. Four patients had to early withdraw (3 in the T-group), 2

for AEs, 2 for partial-response at wk-24.

Eight/15 (53%) obtained a sustained response (SVR): 7/11 in the

T-group (64%), 7/12 genotype-1 (58%), 2/4 with cirrhosis (50%), 3/4

IL28B-CC (75%) vs 5/11 no-CC(45.4%). All patient negative at week

12 after treatment, were negative at week 24.

During treatment, all patients in the noT-group required transfu-

sions (one needed chelation) and all patients in the T-group increased

transfusion requirement. Transfusion regimen returned to baseline

after treatment.

Median ferritin was 564 ng/ml at start and 1193 ng/ml at end-of-

treatment.

Conclusions: P + R is a safe and effective therapy for CHC in tha-

lassemics. IL28B confirms its role as outcome-predictor in this

setting. During antiviral treatment, all patients needed to start/increase

blood transfusions.
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Hepatitis C virus infection in western region of China
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Lanzhou University, Lanzhou, 4The First Affiliated Hospital of Xi’an
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10The Second Affiliated Hospital of Chongqing Medica University,

Chongqing, China

Background/aims: To describe the disease management in patients

with hepatitis C virus (HCV) infection in western region of China.

Methods: A multicenter cross-sectional study of HCV or Hepatitis B

Virus (HBV) infected patients was conducted. Adult (318 years)

patients who visited hepatitis or infectious disease outpatient clinic

between 15/08/2011 and 22/11/2011 at 10 hospitals in western China

were included. Data was collected on the day of visit from medical

records and interview of patients. For this abstract, patients with HCV

monoinfection were analyzed.

Results: 4,010 patients were enrolled in this study, 1406 had HCV

monoinfection. The mean age was 47 years, 46.4%(652) were males,

and 86% (1205) were Han ethnicity, Ulighur in 9%. The median

duration of infection was 1.8 years(range 0-28 years) The route of

infection was blood transfusion(65.4%,920), surgery/medical care

(5.3%,75), and unknown 21% (295). Hepatic cirrhosis was present in

13%(180). Among patients with genotype test (144; 10.2%), 82(57%)

had genotype 1, 30(21%) genotype 2, 20 (14%) genotype 3, and

12(8%) genotype 6. A total of 936(66.6%) patients received antiviral

treatment [interferon (281; 30%), peg-interferon (649; 69%), and

ribavirin (877; 94%)]. The median duration of antiviral therapy was

12 months in patients (291; 31.1%) who has completed treatment

course. Of 452 (48.3%) treated patients with evaluation, the quick

response (week 4) and early response(week 12) rate were 31.4% (142)

and 36.3% (164) respectively. Sustained response was observed in

only 28 patients, 40 patients relapsed with PCR turn to positive again

after stop antivirus therapy. Traditional Chinese Medicine was the

most frequently used alternative treatment (27%, 379/1406). One

fourth patients (341) had HCV related hospitalization during previous

12 months (20% multiple hospitalization).

Conclusion: Observed response rate of antivirus therapy in real life is

lower than expected, the possible reason could be low efficacy of

interferon that accounted for 30%.
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Efficacy of the triple therapy with telaprevir on chronic
hepatitis C

Tomoaki Nakajima, Itaru Ozeki, Shuhei Hige, Yoshiyasu Karino,
Joji Toyota

Gastroenterology, Sapporo Kosei General Hospital, Sapporo, Japan

Background/Aims: Telaprevir (TVR), first-generation protease

inhibitor for the treatment of hepatitis C virus (HCV) infection, was

approved in November 2011 in Japan. In this study, we investigated

the effects of the triple therapy with TVR.

Methods: From December 2011 to April 2012, the triple therapy

[PEG-IFN alpha 2b (PEG), ribavirin (RBV) and TVR] was started in

43 patients with HCV genotype 1b and high viral load. The subject

details were as follows: age 61 (24-71) years old, gender 20 males

(46.5%), body weight (BW) 61.5 (46.0-88.1) kg, hemoglobin (Hb)

level 13.4 (11.1-15.9) g/dl, fibrosis score F4 7 (17.9%), previous

treatment 18 naı̈ve (41.9%) and 12 relapsed (27.9%), IL28B genotype

TT at rs8099917 28 cases (65.1%). The triple therapy was continued

for 12 weeks, and then switched to PEG/RBV for additional

12 weeks. The initial dosage of PEG and RBV was determined based

on BW and the ratio of systemic clearance relative to bioavailability

(CL/F). The initial dose of TVR was determined as 2250 mg or

1500 mg with reference to gender, BW and Hb level.

Results: Thirty three cases (76.7%) achieved rapid viral response at

4 weeks (RVR) and 41 (95.3%) achieved viral response at 8 weeks.

RVR rate in fibrosis score F4 patients was significantly lower than those

in F0-3 patients (42.9% vs. 84.4%, p = 0.018). Three patients (7.0%)

discontinued all drugs within 12 weeks due to malaise and anorexia,

severe anemia, and acute pelvic infection. The end of treatment

response (ETR) rate was 86.0% (37/43). One patient discontinued due

to viral breakthrough at 16 weeks. Six of the 37 patients are under

prolonged treatment with PEG/RBV and sustained viral response rate at

4 weeks post-treatment (SVR4) was 80.6% (25/31).

Conclusion: Higher SVR4 rate can be achieved by the triple therapy

with TVR.
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Hepatitis C virus and diabetes: the dilemma confounding
the relationship with each other in an observational study
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Abdullah Al Mamoon3, Indrajit Kumar Datta3, Abdullah Saeed
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1Department of Gastroenterology and Hepatology, BIRDEM General

Hospital and The Liver Centre, 2Department of Hepatology, The

Liver Centre, 3Department of Gastroenterology and Hepatology,

BIRDEM General Hospital, Dhaka, Bangladesh

Introduction: Many pioneer studies show that there is increased

prevalence of Type 2 diabetes (T2D) in hepatitis C virus (HCV)

positive cirrhosis and it is now well established that HCV is able to

induce insulin resistance directly. In general population of Bangla-

desh prevalence of HCV infection is around 1% and the prevalence of

T2D among urban population is 11.2% whereas in rural population is

4.0%. Aims and objectives: To investigate the relationship of HCV

infection and T2D among patients attending two tertiary care diabetes

and liver centres in Dhaka, Bangladesh.

Methods: A cross-sectional study (group A) was conducted to

determine the HCV seroprevalence in 1025 newly detected T2D

patients (579 male, 446 female), mean age (45.0 ± 10.5 years) and

retrospective data (group B) of 1569 HCV positive cases (1174 male,

395 female), mean age (45.1 ± 14.2 years) were analyzed for the

prevalence of T2D. HCV screening was performed in both groups

using enzyme immunoassay.

Results: In group A, only 5 diabetic patients (0.48%) were found to

be HCV-infected. However in group B, 399 (25.4%) HCV positive

patients had T2D. Serum ALT (mean ± SEM IU/L) were 41.8 ± 2.8

vs 104.8 ± 4.9 among group A and B (p = 0.001) respectively.

History of risk factors of HCV transmission was similar in both

groups (p = NS).

Conclusion: Our study shows that seroprevalence of hepatitis C virus

among newly detected diabetic patients is as common as general

populations of Bangladesh but type 2 diabetes is highly prevalent

among HCV positive cases. Further research is needed to explore the

effect of HCV on pancreatic beta cells what happens in case of

hepatitis.
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Histology of chronic hepatitis B & C : safety and adequacy
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Introduction: Liver biopsy is the gold standard for grading and

staging chronic hepatitis B & C related liver injury. Literature sug-

gests an expanding role for image guided liver biopsies and a

declining trend for blind percutaneous liver biopsies. In our center, a

prospective audit of blind percutaneous outpatient liver biopsies

demonstrated its safety and adequacy.

Aim: To prospectively audit and determine the safety and adequacy

of our practice of blind outpatient percutaneous liver biopsies done

for the histological assessment of chronic hepatitis B and C.

Methods: Patients requiring grading/ staging of chronic hepatitis B and

C routinely undergo blind outpatient percutaneous liver biopsies in our

unit, unless there is an indication for image guidance. We prospectively

analyzed 436 patients, over a period of one year from June 2010 who

underwent blind non image outpatient liver biopsies for adequacy of the

specimens for histological assessment and safety of the procedure. All

patients underwent procedure as outpatients by experienced gast-

roenterologists and were discharged after 4 hours of observation in the

recovery room. All biopsies were performed via transcostal approach

using Menghini technique under local anaesthesia.

Results: 436 patients were referred for blind percutaneous liver

biopsies, of which 431(98.9%) had adequate liver tissue aspirated by

Menghini technique. Mean length of specimen 2.644 cms ± 0.88 and

the Mean number of passes was 1.192 ± 0.487.

There were 5 or more portal tracts in 401 patients (93.3%) sug-

gesting adequacy of the specimen for a fair histological assessment.

All 436 patients were discharged after 4 hours of observation in the

recovery room as outpatients and there were no major complications,

requiring hospitalization.

Conclusion: Blind outpatient percutaneous liver biopsies are safe and

sufficient for routine histological assessment of chronic hepatitis B &

C. Image guided biopsies should be reserved for specific indications,

thus saving significant cost and time.
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Efficacy and safety of combination therapy of interferon beta
and ribavirin in chronic hepatitis C patients with injection
drug use

Hiroyasu Morikawa1,2, Ritsuzo Kozuka1, Hideki Fujii1, Shuji
Iwai1, Masaru Enomoto1, Akihiro Tamori1, Shinobu Saito2,
Norifumi Kawada1

1Osaka City University Graduate School of Medicine, 2Osaka

Socio-Medical Center Hospital, Osaka, Japan

Aim: The aim of this study was to evaluate the efficacy and safety of

combination therapy using natural human interferon-b and ribavirin

(IFN-b/RBV) for chronic hepatitis C patients who were injection drug

users (IDUs).

Methods: Twenty four IDUs with serotype 2 chronic hepatitis C

received combination therapy of IFN-b/RBV. Clinical profiles were

as follows: median age, 63 years; male, 24 (100%); mean HCV-RNA,

5.8 log IU/ml; fibrosis stage 0/1/2/3/4, 3/14/4/2/1 and activity grade

1/2/3, 13/10/1. The psychiatrist in charge evaluated the scores of the

Zung Self-rating Depression Scale (SDS), a self-rating scale based on

20 questions. Univariate logistic regression analyses were used to

determine the factors that significantly contributed to complete

treatment and a sustained virological response (SVR).

Results: Twelve of the 24 patients achieved SVR according to the

intention to treat analysis. All patients with a rapid virological response

achieved SVR. No patient required a reduced dose of RBV, because of a

decrease in their hemoglobin level, or of IFN-b, because of a low level

of white blood cells and platelet count. Two patients had psychological

side-effects and stopped the therapy early in the treatment; one patient

had depression and the other had anxious depression. Univariate logistic

regression analyses indicated that the stage of fibrosis was the only

factor that contributed to SVR, and that the SDS test and past drug abuse

contributed to completion of the treatment.

Conclusions: We performed IFN-b /RBV combination therapy for

twenty four IDUs with serotype 2 chronic hepatitis C. IFN-b /RBV

combination therapy, which was reported to be safe in patients with

depression, was proved to be safe and effective in the IDUs in this study.
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Impact of single nuleotide polymorphisms of IL28B on SVR
in treatment chronic hepatitis C genotype 6 in Vietnamese
patients

Thuy Thi Thu Pham, Dat Tan Ho

Hepatology, Medic Medical Center, Ho Chi Minh, Vietnam

Aims:

– To determine the relationship between IL28B single nucleotide

polymorphisms (SNPs) and sustained virologic response (SVR)

rates to combination therapy of Peginterferon alfa and Ribavirin.

– Comparing SNPs alle frequencies in relation to other factors such

as age, BMI, gender, AST/ALT ratio, viral load, EVR, RVR and

fibroScan.

Method: The study is designed as a retrospective review of the

medical records of chronic HCV patients with genotype 6 . SNP of

IL28B (rs12979860) was identified by real-time polymerase chain

reaction analysis of samples from 89 patients who were treated with

Peginterferon alfa and Ribavirin. The duration of treatment was

48 weeks.

Results: Patients with CC had higher rates of rapid virologic response

(RVR) (84.44% vs. 50%, p = 0.017), but SVR rates were similar

between those with CC and CT (88.31% vs. 75%, p = 0.42). In the

multivariable analysis (IL28B, age, BMI, gender, AST/ALT ratio,

viral load, EVR, RVR and fibroScan), EVR and RVR predicted SVR,

IL28B polymorphism did not affect the SVR. RVR remains the best

predictor of SVR.

Conclusion: An IL28B polymorphism was associated with an RVR

in patients infected with genotype 6. But IL28B did not predict SVR .

So determination of how IL28B will be used for treatment decisions

in patients with genotype 6 remains to be further studied.
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Background: The pattern of genotypes distribution has a remarkable

diversion in geographic regions. The interaction of hepatitis C virus

(HCV) and lipid metabolism is not determined obviously so far. We

conducted this study to determine the demographic and genotyping of

HCV infection as well as metabolic profile among Iranian patients.

Materials and Methods: All of patients with HCV infection were

enrolled consecutively (1998 to 2009) in a referral center. Demo-

graphic, epidemiologic, body mass index (BMI) and virologic

features as well as triglyceride, cholesterol and liver biochemistry of

patients were evaluated.

Results: A total of 83 patients (61 male and 22 female) with a mean age

of 46.5 ± 12.8 were evaluated. HCV genotype 1 was seen in 64% of

patients; the most frequent subtype was 1a followed by 1b and 29.3 %

of them were genotype 3. The mean of patients’ BMI was 24.98 ± 3.9

kg/m2. Hypertriglyceridemia (serum triglyceride [ 150 mg/dl) and

hypercholesterolemia (total cholesterol C 240 mg/dl) was seen in

24.4% and 7.3% of patients, respectively.

Conclusion: Demographic and epidemiologic features of HCV

infection are similar to previous studies in Iran and different to the

other countries in the Middle East region. Iranian patients with HCV

infection have not higher serum cholesterol and triglyceride concen-

trations and higher BMI than normal population.
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Prediction of response to telaprevir-based triple therapy
by 4-week lead-in with peginterferon plus ribavirin

Shoko Suzuki

Gastroenterology, Musashino Red Cross Hospital, Tokyo, Japan

Background: Sustained virological response rate to telaprevir based

therapy is higher in prior relapsers to peg-interferon and ribavirin

(PR) than in null responders. The aim of the present study was to

analyze the association between the early HCV dynamics and

response to PR and to further evaluate the value of lead-in PR therapy

for predicting response to telaprevir -based therapy.

Methods: In 772 genotype 1b patients, association between the

decline of HCV RNA at week 4 of PR therapy and virological

response (VR) was determined. VR was defined as undetectable HCV

RNA at the end of therapy. In 41 patients treated with telaprevir-

based triple therapy with 4-week lead-in PR, association was analyzed

between the decline of HCV RNA during lead-in and the rate of

undetectable HCV RNA after the add-on telaprevir.

Result: The probability of VR was closely associated with the early

HCV dynamics; the rate of VR in patients who had \ 1 log, 1.0-1.9

log, and [ 2.0 log decline in HCV RNA at week 4 was 25, 56, and

96%, respectively. A 2.0 log decline predicted VR with high

accuracy (sensitivity 87%, specificity 84%, PPV 96%, NPV 57%).

The best cut off value of HCV decline by lead-in for the prediction

of undetectable HCV RNA at day1 and day7 after the add-on

telaprevir was 3.3 log and 2.0 log, respectively. The proportion of

patients with undetectable HCV RNA at day1 and day7 was 58%

and 100% in patients with more than 3.3 log decline of HCV RNA

by lead-in, 8% and 92% with 2.0-3.3 log decline, and 0% with less

than 2.0 log decline.

Conclusions: A 2 log decline in HCV RNA at week 4 of lead-in PR

therapy is a significant predictor of response to subsequent telaprevir-

based triple therapy.
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Insights into hepatocellular carcinoma occurrence and long-term
outcomes in patients with chronic hepatitis C infection
after successful antiviral treatment

Chun-Hsiang Wang, Kuo-Kuan Chang, Ruey-Chang Lin,
Jen-Juan Kuo

Hepatogastroenterology, Tainan Municipal Hospital, Tainan, Taiwan

R.O.C.

Backgrounds: Although antiviral therapy of hepatitis C virus (HCV)

might prevent hepatocellular carcinoma (HCC) occurrence in patients

with chronic HCV infection, HCC still occasionally develops after

achieving sustained viral response (SVR). The study was aimed to

identify determinants for development of HCC after eradication of

HCV and its prognosis.

Patients and methods: A total of 138 patients (male: 75; female: 63;

mean age: 56.4 ± 9.5 years old) with chronic HCV infection were

treated with pegylated interferon-a(peg-IFN) plus ribavirin (RBV).

We established pre-treatment clinical, biochemical, virological, and

histological parameters to determine risk factors for HCC develop-

ment. Patients with HCC were diagnosed, treated and followed up

according to practice guidelines.

Results: 111 patients (80.4%) achieved SVR after Peg-IFN/RBV

therapy. There were 10 (7.3%) non-responders and 17 (12.3%)

relapsers. Over an eight-year period, 15 (13.5%) HCV patients with

SVR developed HCC. Four (23.5%) relapsers developed HCC. Two

(20%) nonresponders developed HCC. There is no significant dif-

ference (p = 0.518) of HCC incidence rate among three antiviral

therapeutic outcomes. In HCV patients with SVR, univariate analysis

showed that older age (]56 y/o) (p \ 0.0001), higher baseline AST

level (]100U/L) (p = 0.038), and higher baseline fibrosis score (]
3) (p = 0.002) were predictors for subsequent HCC occurrence.

Based on multivariate logistic analysis, older age (p \ 0.0001), and

higher fibrosis score (p = 0.005) were independent predictors for

subsequent HCC occurrence. Cumulative proportion surviving anal-

ysis based on Kaplan-Meier procedure showed that HCV patients

with SVR and following HCC development who have lower AST

level (^100 U/L)(p = 0.011), and higher HCV RNA level

(]600,000)(p = 0.001) have better survival rate than those without.

Conclusion: In the current cohort study of HCV patients with erad-

ication of HCV, older age and advanced hepatic fibrosis significantly

predict HCC occurrence. Furthermore, lower pretreatment AST level,

and higher HCV RNA level warrant good HCC treatment results.
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To elucidate the influence of quasispecies on virological response
and disease severity in chronic hepatitis C

Abdul Malik Moinuddin1,2, Deepak Kumar3, Abdulmajeed
Albanyan4, Syed Akhtar Husain5, Premashis Kar2
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Background: Hepatitis C is a noncytopathic hepatotrophic virus

causing acute, chronic hepatitis and hepatocellular carcinoma. It is
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established that the genetic heterogeneity extends throughout the

entire HCV genome which allows the HCV infection to persist. The

hypervariable region quasispecies may have important biological

consequences for the persistence of hepatitis C viral infection and

severity of liver disease.

Methods: Quasispecies were screened in 47 patients (CAH-32, Cir-

rhosis-9, HCC-6) by SSCP in the HVR and NS5B gene of hepatitis C

virus. The 41 patients excluding HCC were on therapy and followed

up for a year with the determination of virological response and

histological improvement. The randomly selected 23 patients (NR-11,

SVR-12) were sequenced for assessment of mutations.

Results: The occurrence of quasispecies was proportionately higher

in patients of HCC and cirrhosis than CAH showed the significant

correlation of molecular evolution of quasispecies with the severity of

disease in hepatitis C. Significant correlation (p \ 0.05) of occurrence

of complex quasispecies was observed with the virological response

which leads to persistence of infection. Significant difference

(p \ 0.05) was observed in the viral load of complex quasispecies

(CQS) with simple quasispecies (SQS) and no quasispecies (NQS)

patients after 12 weeks and 24 weeks in HVR and NS5B region

respectively. The HAI scoring of the patients was significantly

associated with the viral load during the therapy. The non responder

strains showed close pairing on phylogeny of NS5B region while

distance was observed in the phylogeny of HVR region. This revealed

the possibility of selected resistant strains for evolution of quasispe-

cies in NS5B.

Conclusion: Viral quasispecies may be an important marker for

prediction of virological response to combination therapy in chronic

hepatitis C. Complex quasispecies and resistant strains may lead to

high viral load during therapy showing concerted effect on disease

severity.
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Using boceprevir in a clinical setting - the Australian experience
from named patient program (NPP)

Saroja Nazareth1, Vince Fragomeli2, Anton Colman3,
Sue Mason4, Brenda Morales5, Tracey Jones6, Deborah
McIntyre7, Mary Fenech7, Rosalie Altus8, Cheryl Sendall9,
Sherryne Warner10
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Background: In patients with genotype 1 HCV infection, bocepre-

vir(BOC) in combination with pegylated interferon plus ribavirin(PR)

in phase 3 trials has demonstrated superior efficacy in treatment naı̈ve

and previously treated patients. However treatment with Boc/PR vs

PR has been associated with higher rates of anaemia(49 vs 29%),

dysgeusia(37 vs 15%), neutropenia(23 vs 18%), thrombocytopenia(4

vs 1%) and dose modifications(39 vs 24%). Serious adverse

events(SAEs)(11 vs 9%), discontinuations(13 vs 12%) and rash/skin

eruption (27% vs 30%) occurred with similar frequency to PR.

We report interim Australian experience with Boc/PR in patients

enrolled in NPP from June-December 2011.

Objective: 1. To assess the frequency and management of adverse

events.

2. To assess the adherence (defined as [ 80% of drugs for [ 80% of

time) of patients treated with boceprevir in a clinical setting.

Methods: Retrospective study of HCV genotype 1 treatment naı̈ve

and relapsers, null-responder and breakthrough patients from 10

major hospitals in Australia. 33 patients, 22 with advanced fibro-

sis(66.6%) were treated with Boc/PR. Data restricted to patients with

a minimum of 12 weeks of treatment(mean 34 weeks).

Advanced fibrosis was defined on biopsy based on Fibrosis score [ 3

on Scheuer or [ 3 Metavir on liver biopsy or [ 11 on fibroscan.

Results: Mean age was 52.4, mean weight 85.6 kg with 7

females(21.2%) and 26 males(78.7%). 17 patients(51.5%) had anae-

mia(\ 10.0 g/dl) and 11 had ribavirin dose reduction(64%), 2

EPO(12%) and 3 blood transfusion(18%). 25 patients(75.7%) had

neutropenia and 8(32%) had interferon dose reduction and 1(4%)

GCSF. 8(24.2%) patients had thrombocytopenia. 28 patients(84.8%)

had dysgeusia requiring no intervention. 9 patients(27.2%) had rash.

There were no SAEs or deaths. Adherence to treatment duration was

80%. No missed doses of boceprevir were reported.

Conclusion: Adverse events with triple therapy are common resulting

in dose reduction but no discontinuation. Adherence to therapy is

good. Frequent monitoring is required.
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Effect of vegetarian diet on treatment efficacy of peginterferon
plus ribavirin on chronic hepatitis C - A preliminary
observational study

Chia-Liang Ma, Kuan-Fu Liao, Chung-Yi Lin, Fang-Chuan Hsu

Gastroenterology, Buddhist Tzu Chi General Hospital, Taichung,

Taiwan R.O.C.

Aim: Peginterferon plus ribavirin co-therapy is currently the standard

of treatment for patient with chronic hepatitis C infection. In this

preliminary observational study, we aimed to observe the effect, if

any, of having a vegetarian diet on the treatment efficacy of pegin-

terferon plus ribavirin co-therapy on patient with chronic hepatitis C.

M&M: From 2009 to 2011, 110 patients with (+)Anti-HCV and

elevated transaminases, who were receiving peginterferon plus riba-

virin therapy, were included in this study. Of the included patient

sample, 39(35.5%) were strictly vegetarian and 71(64.5%) were

omnivorous; 63(58%) received Peginterferon alfa-2a (Pegasys) and

47(42%) received Peginterferon alfa-2b (Peg-Intron). The compliance

and effectiveness of the therapy were monitored by specialty nurses

and the Rapid Virological Response (RVR), the Early Treatment

Response (ETR), and the Sustained Virological Response (SVR) were

recorded for each individual patient. The collected data was then

analyzed by comparing differences in therapeutic efficacy of vege-

tarian vs. non-vegetarian group.

Results: Our results had indicated that patients on strict vegetarian

diet have lower SVR rate compared with the non-vegetarian group

(74.3% vs 84.5%). On subgroup analysis, Pegasys appeared to be

more effective in helping patients reaching SVR status compared to

Peg-intron in both vegetarian and non-vegetarian groups [veg(75% vs

73.3%) vs non-veg(94.8% vs 71.8%)]. However, the difference

appeared to be more pronounced in omnivorous group than in veg-

etarian group.

Conclusion: Patients on a strict vegetarian diet appear to have infe-

rior peginterferon plus ribavirin treatment efficacy for chronic

hepatitis C infection compared to omnivorous or non-vegetarian

patients.

S368 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Topic: 9.b Clinical

Absno: 786

Escitalopram is effective for prevention of psychiatric adverse
events during pegyleted interferon based treatment of chronic
hepatitis C

Yuanping Zhou, Minghua Qi, Bin Zhou, Hao Zhang, Jian Zhang,
Junjie Wang, Yanru Zhang, Wei Li, Jinlin Hou

Department of Infectious Diseases, Nanfang Hospital, Southern

Medical University, Guangzhou, China

Objectives: Treatment of hepatitis C with pegylated interferon

(Peg-IFN) based regimen is associated with psychiatric side-effects,

frequently necessitating dose reduction or therapy cessation. This

study is to evaluate risk factors resulted in these symptoms and to

assess the efficacy of prophylactic escitalopram to prevent the

psychiatric side-effects during combined Peg-IFN and ribavirin

treatment.

Methods: Fifty nine Chinese patients with chronic hepatitis C (CHC)

were assessed at baseline, 4, 8, 12, 24 weeks, or when psychiatric

abnormal clues were found during interferon-based treatment by

psychologists according to the DSM-IV and SCL-90, and determined

whether major depression was occurred. Escitalopram was used for

patients with major depression and SCL-90 scoring was assessed at

the forth and eighth week after escitalopram treatment.

Results: Male, 1b genotype and intravenous abuse are the risk factors

of major depression. The morbidity rate of interferon based depres-

sion was 32.2%, corresponding morbidity rate of hostility, anxiety,

depression and sensitivity was 19.7%,9.2%,5.26% respectively. The

total score of SCL-90, and scores for hostility, anxiety, depression and

sensitivity were significantly declined after escitalopram treatment.

Conclusions: Psychological symptoms are commonly seen in CHC

patients receiving interferon based treatment and regular psycholog-

ical assessment should be conducted, especially to those patients with

drug abuse. Using escitalopram in the early stage is effective in

Chinese CHC patients with major depression or other psychological

symptoms.
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Introduction: The hepatitis C virus (HCV) infection, which infects

over 170 million patients worldwide, can have a variety of long-term

consequences. However, its subtler health outcome effects can often

be overlooked in comparison with other significant virologic condi-

tions, such as viral hepatitis B (HBV).

Objective: The objective of the current study is to compare the

burden of HCV infection with the burden of HBV infection.

Methods: Using data from the 2011 United States National Health

and Wellness Survey, patients who reported an HCV diagnosis (HCV

only; n = 617) were compared with patients who reported an HBV

diagnosis (HBV only; n = 360) on measures of health status (using

the SF-12v2), work productivity (WPAI questionnaire), and health-

care resource use in the past six months using regression modeling to

control for sociodemographics, health history, and comorbidities.

Results: Among other differences, patients in the HCV-only group

were more likely to be non-Hispanic black, have lower socioeco-

nomic status, and have poorer health behaviors than the HBV-only

group (all p \ .05). Adjusting for these group differences, HCV-only

patients reported significantly worse health status (PCS: 41.57 vs.

45.00; MCS: 45.14 vs. 46.92, all p \ .05) and significantly greater

activity impairment (36.96% vs. 30.74%, p \ .05) than HBV-only

patients. No differences were observed with respect to work-related

impairment. HCV-only patients also reported significantly more

healthcare provider visits (5.90 vs. 4.54, p \ .05) and emergency

room visits (0.44 vs. 0.25, p \ .05) than HBV-only patients in the

prior six months.

Conclusions: These results suggest that those with a diagnosis of

HCV may have worse health status and higher direct costs than those

with a diagnosis of HBV. Thus HCV treatment regimens that can

provide a cure may be well-justified.
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Is conventional interferon out from HCV genotype 3 treatment?
South East Asian experiment

Prem Kumar, Sadik Memon, Zain Islam Arain

Gastroenterology, Isra University Hospital, Hyderabad, Pakistan

Introduction: In south East Asia conventional and pegylated inter-

feron are widely used depending upon the choice of patient’s

affordability for the treatment of Chronic Hepatitis C genotype -3.

Conventional interferon is half of the price of pegylated interferon

and produce almost as equal response to pegylated interferon.

Aims: To determine whether use of conventional interferon produces

same SVR and ETR after treatment in naı̈ve chronic hepatitis C virus

genotype 3 positive patients.

Methodology: This cost effective study done at Gastroenterology

center of Isra University Hospital, Hyderabad from November 2009

to March 2012. Patients included aged form 17 years - 60 years those

who diagnosed for HCV genotype 3 for the very first time. Diagnosis

of Hepatitis C was made on the basis of positive anti-HCV antibodies,

HCV RNA (detected by using quantitative PCR for evidence of

Viremia) and liver biopsy. Choice of treatment with Conventional or

pegylated interferon was completely on patients choice.

Results: A total of 600 patients having mean age and SD of

41.09 ± 9.50 in which 54.4% were male and 45.6% were females

completed the treatment for six months. A significantly higher pro-

portion of patients preferred conventional interferon for HCV

genotype 3 treatment than pegylated interferon (36.29 percent vs. 7.29

percent P- 0.01). Insignificant difference noticed in SVR after six

months of treatment with conventional and pegylated interferon (58.1

percent vs. 68.3 percent P- 0.12). The predictors for treatment are

RVR p-value 0.00,EVR p-value 0.15 and the quantitative PCR at

6 months of treatment with p-value 0.00. While other factors
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including demographic data, cirrhotic vs. non cirrhotic patients, and

blood chemistry are not associated with significant association.

Conclusion: Use of economic conventional interferon in the treat-

ment of HCV genotype 3 produce noteworthy SVR which is not

significantly differ from pegylated interferon.
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Does good patient compliance increase the sustained virological
response in chronic hepatitis C genotype 1 infection ?
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Selim Sırrı Eren, Pınar Ongürü, Hurrem Bodur

Infectious Diseases and Clinical Microbiology Department, Ankara

Numune Education and Research Hospital, Ankara, Turkey

Backgrounds: HCV genotype is one of the strongest predictors of

sustained virological response (SVR) in chronic hepatitis C (CHC).

SVR rates are higher in genotype-2 and 3 (65-82%) infections than in

genotype-1 (40-50%). This study was performed to indicate the SVR

rate in full-compliant patients and find the factors effecting SVR in

genotype-1 infections.

Methods: We evaluated 50 adult patients with genotype-1b CHC

whose attended regular follow up appointments during treatment,

showed maximum compliance to therapy and followed at least one

year after SVR. Patients with co-infections, autoimmune hepatitis or

cirrhosis were excluded from the study. SVR was described as

undetectable HCV-RNA during the 6 months after treatment.

Results: Three patients were relapsers and 47 were naive. Mean HAI

was 6.2 ± 3.1, mean fibrosis1.8 ± 1.4, mean ALT 57 ± 38.7 IU/L

and mean HCV-RNA 8x105 ± 2.6x106 IU/ml. Three patients were

given standard interferon-a and 47 were given pegylated-interferon-a
in combination with ribavirin (1000-1200 mg/day). Due to severe

side effects treatment duration was shorter than 48 weeks (6/

9 months) in 8(%16) patients and dose reduction was performed in

21(42%) patients. SVR was achieved in 34(68%) patients which is

higher than expected for genotype-1. In these patients undetectable

HCV-RNA continued during the follow-ups (mean follow-up peri-

od:57.2 ± 31.6 months). Six(12%) patients were non-responders.

Ten of 44 responders (23%) relapsed after treatment. Younger age,

rapid virological response (RVR, 64%) and early virological response

(EVR, 84%) were predictors of SVR (p \ 0.05). Most of HVR-

achieved patients (96.3%) had SVR. Dose reduction and short treat-

ment duration decreased SVR rate (p \ 0.05). Higher HAI (C 9) or

fibrosis (C 3) scores, increased serum HCV RNA level ([ 600 IU/ml)

and pegylated-interferon type had no significant effect on SVR

(p [ 0.05). RVR was the only independent predictor of SVR

(Table 1).

Conclusion: Good patient compliance can increase SVR in genotype-

1 infection and RVR is the most important predictor of SVR.
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Prevalence and association of metabolic syndrome in thai patients
with chronic hepatitis B infection

Wariya Intalapaporn, Kamonwan Soonklang, Jiraporn Dechma

Chulabhorn Hospital, Bangkok, Thailand

Background: Metabolic syndrome (MS) has been recognized as a

major public health problem worldwide and associated with liver

related mortality in HCV infected patients. However, the association

between MS and chronic hepatitis B (CHB) infection remains

controversial.

Objective: We aimed to evaluate the prevalence of MS and its related

components in Thai CHB infected patients.

Methods: A prospective observational study was conducted at Chu-

labhorn Hospital. A total of 2,229 CHB subjects, aged 20-65 years,

were recruited. We defined metabolic syndrome as the present

of at least three of five components, including overweight

(BMI [ 25 kg/m2); TG 150 mg/dl or greater or under therapy;

HDL \ 40 mg/dl in male, \ 50 mg/dl in female; BP 130/85 mmHg

or greater or be diagnosed as hypertension; FBS 100 mg/dl or greater

or be diagnosed as diabetes.

Results: In 155 (7%) CHB patients with MS and mean age 51.6

+7.9 years, there were 96(61.9%) males, 108(69.7%) no recent

alcohol consumption, 132(85.2%) no recent smoking, 62(40%) high

HBV DNA ([ 2000 IU/ml.), 21(13.5%) increased ALT level

([ 60 mg/dl.), and 12(7.4%) HBeAg-seropositive. MS was signifi-

cantly associated with male gender, older age (p = 0.001), and

HBeAg-seropositive (p = 0.002), but not related to alcohol con-

sumption, smoking, HBV DNA and ALT level. After being adjusted

by alcohol consumption, smoking, HBV DNA, ALT level and

HBeAg-seropositive, older age (OR, 0.11, 95% CI, 0.09-1.13,

p = 0.001) and male gender (OR, 2.2, 95% CI, 1.5-3.1, p = 0.001)

were both significantly associated with MS in CHB patients.

Conclusion: Despite low prevalence of MS in Thai CHB infected

patients, older age and male gender were found significantly associ-

ated with MS in these populations. Nonetheless, the precise

association between MS and CHB should be asserted for additional

MS therapies, especially in male and elder patients, to decelerate the

progression of liver disease.
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Seroprevalence of HCV infection in hemodialysis patients
in Tabriz, Iran

Mohammad Hossein Somi1, Maryam soleimanpour1, Jalal
Etemadi2, Morteza Ghojazade1, Mehrasa Faramarzi1, Sanaz
Foroutan1

1Liver & Gastrointestinal Disease Research Center of Tabriz

University of Medical Sciences, 2Chronic kidney Disease Research

Center of Tabriz University of Medical Sciences, Tabriz, Iran

Background and Aims: Hepatitis C virus (HCV) infection is sig-

nificant health problem, as it can lead to liver disease in patients with

end-stage renal disease (ESRD) treated by dialysis. Epidemiological

studies among hemodialysis (HD) patients in Iran reported that the

prevalence of HCV is from 5.5% to 55.9% in different cities while the

reported prevalence in the general population in Iran is less than 1%.

The aim of this study was to evaluate the risk factors for HCV

seroconversion in hemodialysis patients.

Table 1 Predictors of SVR in genotype 1 chronic hepatitis

Factors SVR achieved

patients (n, %)

Nonresponders/

relapsers (n, %)

P values

Mean age (years) 40.68 ± 10.7 52.8 ± 7.2 0.047

Rapid virological response 26 (76.5) 1 (6.25) \0.001

Early virological response 33 (97.1) 9 (56.25) \0.001

Dose reduction 10 (29.4) 11 (68.8) 0.009

Discontinuation of treatment 2 (5.9) 6 (37.5) 0.004
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Methods: A retrospective analysis was performed on 455 hemodi-

alysis patients. Patients from five dialysis units in Tabriz located in

northwest Iran. The following data was collected: age,sex, duration of

hemodialysis treatment, frequency of dialysis, history of diabe-

tes,history of blood transfusions, kidney transplantation, war injury,

surgical interventions (except renal transplantation and AV fistula

placement), multiple sex partners, and possible household contact

with hepatitis.Then we analyzed them to find out which factors play

important role to be positive seroconversion.

Results: 18(3.95%) patients were positive seroconversion and

437(96.04%) patients detected without seroconversion. History of

renal transplantation (44.4%, p \ 0.0001), Surgical intervention

(Except renal transplantation and AV fistula placement) (94.4%,

p = 0.03) and Mean duration of dialysis (106.06 ± 55.519,

p \ 0.0001) had strong significant associations with positive sero-

conversion. Other factors were not statistically significant.

Conclusions: This study gives added evidence of increased risk for

HCV infection of CRF patients under dialysis with the mean duration

of hemodialysis, history of renal transplantation and Surgical inter-

vention which may be reduced by early transplantation and

Considering the immune insufficiency in such patients who receive

several interventions, serious education about sanitation to patients

and medical staff will be of assistance.
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Risk of cirrhosis and hepatocellular carcinoma in chronic
hepatitis C; long term outcome and prognostic factors

Sun Jae Lee, Jong Eun Yeon, Hyun Jung Lee, Eileen L. Yoon,
Sang Jun Suh, Ji Hoon Kim, Yeon Seok Seo, Hyung Joon Yim,
Soon Ho Um, Ho Sang Ryu, Kwan Soo Byun

Department of Internal Medicine, Korea University College of

Medicine, Seoul, Republic of Korea

Background/Aims: We evaluated the cumulative incidence of cir-

rhosis and hepatocellular carcinoma (HCC) in chronic hepatitis C

(CHC) during 10 years.

Methods: From 2002 to 2010, medical records of 315 CHC patients

were reviewed.

Results: 270 patients (85.7%) received antiviral therapy and 45

patients (14.3%) did not receive antiviral therapy. Cirrhosis already

existed in 46 patients (14.6%) before antiviral therapy. After antiviral

therapy, 198 patients (74.7%) achieved sustained virologic response

(SVR). SVR was more frequent in patients with non-genotype 1 than

genotype 1 (89.7% vs. 59.4%, p = 0.000). Cirrhotic patients showed

lower SVR rate (50%) than non-cirrhotic patients (77.2%)

(p = 0.004). There was no difference in SVR rate according to

treatment regimen. Median follow up period after the end of antiviral

therapy was 45.3 months. During follow up period, cirrhosis devel-

oped in 14 from 269 patients who had not cirrhosis initially.

Cumulative rate of cirrhosis development in 5 years was higher in

patients without antiviral therapy (28.1%) than patients with antiviral

therapy (8.7%) (p = 0.004). Cumulative rate of developing cirrhosis

in 5 year was also higher in patients without SVR (27.6%) than

patients with SVR (0%) (p = 0.000). Treatment regimen or genotype

did not affect in cirrhosis development. During follow up period,

HCC occurred in 13 patients. Cumulative rate of developing HCC in

5 years was higher in patients without antiviral therapy (46.7%) than

patients with antiviral therapy (2.2%) (p = 0.000). Among patients

with antiviral therapy, only 4 (1.5%) developed HCC. All these 4

patients had pre-existing cirrhosis before antiviral therapy. In patients

with antiviral therapy, occurrence of HCC was not affected by SVR,

genotype or treatment regiment probably due to very low incidence.

Conclusions: In CHC, risk of cirrhosis significantly increased in

patients who did not antiviral therapy or not achieved SVR. But

occurrence of HCC was relatively low in patients with antiviral

therapy.
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All oral sofosbuvir-based 12-week regimens for the treatment
of chronic HCV infection

Ed J Gane1, Robert H Hyland2, Philip Pang2, X. Ding2, William
Symonds2, Catherine A Stedman3

1New Zealand Liver Transplant Unit, Auckland City Hospital,

Auckland, New Zealand, 2Gilead Sciences, Foster City, CA, USA,
3Gastroenterology Department, Christchurch Hospital, Christchurch,

New Zealand

Background: Sofosbuvir (SOF), a potent uridine nucleotide analog in

Phase 3 development, administered with ribavirin (RBV) to patients

with HCV genotype 1 demonstrated 84% SVR12 in treatment-naı̈ve

patients and 10% SVR12 in prior null responders. We hypothesized

that the addition of another oral agent, either GS-5885 (NS5A

inhibitor) or GS-9669 (non-nucleotide NS5B inhibitor) to the regimen

would improve rates of SVR.

Methods: Patients with HCV genotype 1 were enrolled to receive

12-week regimens: i) 25 treatment-naı̈ve patients received SOF+GS-

5885+RBV, ii) 9 prior null responders received SOF+GS-5885+RBV,

iii) 25 treatment-naı̈ve patients received SOF+GS-9669+RBV, and iv)

10 prior null responders received SOF+GS-9669+RBV.

Results: Enrollment to each arm is complete and the available effi-

cacy data are tabulated.

SOF+GS-5885+RBV SOF+GS-9669+RBV

Treatment-

naı̈ve

n=25

Prior null

responded

n=9

Treatment-

naı̈ve

n=25

Prior null

responders

n=10

RVR 25/25 (100%) 8/9 (88%) 23/25 (92%) 10/10(100%)

EOTR 25/25 (100%) 9/9 (100%) 25/25 (100%) 6/6 (100%)

SVR4 25/25 (100%) 9/9 (100%) 22/24 (92%) Pending

At the time of abstract submission, no virologic breakthrough

had been observed in any treatment group. Preliminary safety

review revealed one discontinuation due to the only SAE observed

thus far (unrelated to treatment). This treatment-naı̈ve patient who

received SOF+GS-5885+RBV has achieved SVR12. Grade 3/4 lab

events included low haemoglobin, hematuria, and prolonged PT.

The overall adverse event profile was consistent with that antici-

pated for a RBV-containing regimen. SVR12 data for all arms will

be presented.

Conclusions: All-oral regimens containing sofosbuvir provided rapid

and consistent antiviral suppression in treatment-naı̈ve patients and

prior null responders. High sustained viral response rates in these

arms employing a second agent with a different mechanism of action

and promising safety profiles support the continued exploration of

sofosbuvir in 2- or 3-drug oral regimens in patients with HCV.

Disclosure of Interest Statement: Dr Gane attended International

Advisory Board for Gilead, Janssen and Roche.
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Whole-body insulin resistance and IL28B polymorphism are
independent factors contributing to SVR in PEG/RBV
of HCV-infected patients with genotype 1

Yasunori Kawaguchi, Toshihiko Mizuta, Yuichiro Eguchi,
Toshikazu Kohira, Saori Kamachi, Takuya Kuwashiro, Satoshi
Oeda, Shunya Nakashita, Shinji Iwane, Yasushi Ide, Iwata Ozaki

Saga Medical School, Saga, Japan

Background/Aims: We showed the efficacy of Whole-body Insulin

Sensitivity Index (WBISI) as a predictive marker for sustained viro-

logical response (SVR) to peginterferon plus ribavirin (PEG/RBV)

therapy in HCV-infected patients with genotype 1 and high viral load

(Dig Dis Sci 2010;55:183-9). Here, we analyzed clinical factors

useful for predicting SVR, including IL28B polymorphism and

WBISI.

Methods: We retrospectively investigated 106 HCV-infected patients

with genotype 1b and high viral load, and who received PEG/RBV

therapy and underwent IL28B genotyping. Four patients taking anti-

diabetic drugs were excluded. Genotyping of the polymorphisms in

the IL28B gene region (rs8099917) on chromosome 19 was deter-

mined using the quenching probe method. WBISI was calculated as

10,000 / [fasting plasma glucose (PG) 9 fasting serum insulin

(SI) 9 mean PG 0-120 9 mean SI 0-120]0.5. In 69 patients who

underwent abdominal computed tomography, visceral fat area (VFA;

cm2) was measured at the umbilical level and calculated using Fat

Scan software.

Results: Sustained responder, relapser, and non-responder were 39

(38%), 45 (44%), and 18 (18%), respectively. The optimal cut-off

value of WBISI for SVR was 5.66 using receiver operating charac-

teristic analysis. Multivariate analysis identified the IL28B TT

genotype (OR = 4.6, 95%CI 1.1-18.9, p = 0.035) and the WBIS-

I C 5.66 (OR = 3.3, 95% CI 1.2-9.2, p = 0.023) as significant,

independent pretreatment predictors of SVR. The relationship

between WBISI and VFA showed a significant negative correlation

(r = -0.50, p \ 0.0001).

Conclusions: Both WBISI and IL28B polymorphism are independent

factors contributing to SVR in PEG/RBV therapy of HCV-infected

patients with genotype 1 and high viral load. Although the gene

factors never change, visceral fat reduction by lifestyle modification

might ameliorate the anti-viral effect of IFN-based therapy through

the improvement of WBISI.
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Hepatitis C virus core mutation is associated with Peg-IFN/RBV
treatment resistance and hepatocarcinogenesis presumptively
via apoptosis resistance

Wenwen Li1, Zhongjie Hu1, Ryosuke Muroyama1, Kaku Goto1,
Norie Kowatari1, Ryo Nakagawa1, Tadashi Goto2, Masaya Sato2,
Haruhiko Yoshida2, Qiang Li3, Masao Omata4, Kazuhiko Koike2,
Naoya Kato1

1Unit of Disease Control Genome Medicine, Institute of Medical

Science, The University of Tokyo, 2Department of Gastroenterology,

Graduate School of Medicine, The University of Tokyo, Tokyo,

Japan, 3Jinan Infectious Disease Hospital, Shandong University,

Jinan, China, 4Yamanashi Prefectural Hospital Organization,

Yamanashi, Japan

Background/Aims: Hepatitis C virus (HCV) core protein codon 70

substitution [Arg (70 W) to Gln (70 M)] was associated with Peg-

IFN/RBV treatment failure and hepatocarcinogenesis in HCV geno-

type 1b-infected patients. However, their dynamics and their

mechanisms of the association with PEG-IFN resistance and

hepatocarcinogenesis are unknown.

Patients/Methods: Thirty four HCV 1b infected Japanese patients

who received a 48/72 W Peg-IFN/RBV treatment were enrolled in

this study. 1) The 70 W/M viral dynamics before/during/after treat-

ment were evaluated by a 70 W/M specific real time PCR. 2)

Predictors for SVR were analyzed by including 70 M ratio and IL28B

(rs8099917) polymorphism. Moreover, factors associated with 70 M

ratio were analyzed. 3) The effect of each core proteins (70 W/M) on

Bcl-xL expression was analyzed.

Results: 1) Before treatment, 25 (74%) patients were mix-infected with

70 W/M. During treatment, 70 W/M showed similar sensitivity to Peg-

IFN/RBV treatment, and the 70 M ratio didn’t change significantly.

However, relapsers with 70 W predominant showed 70 M predominant

at the early stage of relapse while later returned to 70 W predominant. 2)
Higher 70 M ratio was significantly associated with lower possibility of

SVR (p = 0.02). Although multivariate logistic regression showed

IL28B was the strongest predictor for treatment response, 70 M ratio

was independent predictor for treatment response. Higher 70 M ratio

was significantly associated with IL28B minor (treatment resistant)

genotypes (p = 0.04). 70 M could enhance Bcl-xL expression more

strongly than 70 W in transfected hepatoma cells.

Conclusions: Intracellular circumstances determined by IL28B may

affect 70 M ratio. 70 M-infected cells may be harder to be eliminated

compared to 70 W-infected cells possibly due to stronger Bcl-xL

upregulation and consequently apoptosis resistance. This could

explain 70 M associations with Peg-IFN/RBV treatment resistance

and hepatocarcinogenesis.

Topic: 9.b Clinical

Absno: 887

100% SVR in Japanese genotype 1 patients with IL28B TT allele
treated with 4 weeks faldaprevir and 48 weeks PegIFN/ribavirin

Shuhei Nishiguchi1, Makoto Kuboki2, Yoshiyuki Sakai1,
Nobuhiro Aizawa1, Tomoyuki Takashima1, Kazunari Iwata1,
Naoto Ikeda1, Hironori Tanaka1, Yoshinori Iwata1, Hirayuki
Enomoto1, Masaki Saito1, Hiroyasu Imanishi1, Hiroko Iijima1,
Masao Omata3

1Hyogo College of Medicine, Nishinomiya, 2Kurashiki Medical

Center, Kurashiki, Kurashiki, 3Yamanashi Central Hospital,

Kofu, Japan

Background/aims: We reported Phase II study results with falda-

previr (BI 201335) and PegIFN/ribavirin (RBV) for Japanese chronic

hepatitis C (CHC) patients at APASL 2012. The aim of this analysis

was to evaluate efficacy according to IL28B genotype in the Phase II

cohort.

Methods: The Phase II study was a randomised, double-blind, pla-

cebo-controlled trial investigating faldaprevir 120 mg and 240 mg

once daily (QD) in treatment-naı̈ve patients, and 240 mg QD in an

open-label group of treatment-experienced patients. In all groups,

faldaprevir (or placebo) plus PegIFN/RBV was administered for

4 weeks, followed by PegIFN/RBV for 44 weeks. Among the 18

patients enrolled in the Phase II trial and administered faldaprevir,

IL28B (rs8099917: TT, TG, or GG) genotyping was conducted on 15

patients (mean age 54.1 ± 11.3 yr; 9 males, 6 females).

Results: The IL28B major allele (TT) was found in 8 patients and the

hetero/minor allele (TG/GG) was found in 7 patients. Sustained

S372 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



virological response (SVR) rates for TT and TG/GG were 100% (8/8)

and 42% (3/7), respectively (p = 0.026). Four patients whose IL28B

was TG/GG could be assessed for HCV Core 70 amino acid substi-

tution: all of them were R70Q, and the SVR was 25% (1/4).

Conclusions: Treatment with 4 weeks faldaprevir plus PegIFN/RBV

followed by 44 weeks PegIFN/RBV produced a high SVR rate in

Japanese genotype 1 CHC patients with the IL28B major allele. The

ongoing global Phase III study with 12 weeks’ faldaprevir plus

PegIFN/RBV may improve the SVR rate for patients with the IL28B

hetero/minor allele.
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The effect and influencing factors of anti viral therapy in patients
with HCV recurrence after liver transplantation

Min Zhang, Su Hai-bin,LIU Zhen-wen, GAO Yin-jie, HE Xi,
ZHANG Da-li, TANG Ru-jia, ZHOU Xia, XIANG Yi

Liver Transplantation Center, 302 Hospital, Beijing, China

Objective: To study the effect and influencing factors of anti viral

therapy in patients with HCV recurrence after liver transplantation.

Methods: 21 cases with HCV recurrence after liver transplantation

were treated with low accelerating dosage regimen of IFN combined

with ribavirin. RVR, cEVR, ETVR, SVR and side effect of anti viral

therapy were observed.

Results: The time from OLT to the start of anti viral therapy

were 2 to 59 months. Standard treatment, full duration treatment

and incomplete treatment were achieved in 5 patients (23.8%), 4

patients (19.1%) and 12 patients (57.1%), respectively. ETVR and

SVR were achieved in 16 patients (76.2%) and 5 patients

(23.8%), respectively. 4 patients were treated with standard

treatment and 1 patient was treated with full duration in the 5

patients with SVR. No one was achieved SVR in patients with

incomplete treatment. 2 patients with low pretreatment viral load

achieved SVR. During anti viral treatment, 10 patients needed

G-CSF to maintain treatment and 2 patients were diagnosed with

acute rejection.

Conclusion: Anti viral treatment can achieve SVR but tolerability is

poor in patients with HCV recurrence after liver transplantation.

Pretreatment viral load and treatment duration and dosage are very

important to achieve SVR.
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Homocysteine and folate serum levels are important
for responses to the treatment of chronic
Hepatitis C

Fehmi Ateş, Serkan Yaraş, Zuhal Altıntaş, Bünyamin Sarıtaş,
Engin Altıntaş, Orhan Sezgin

Mersin University, Faculty of Medicine, Mersin, Turkey

Aim: The gold standart treatment choice is Pegile-Interferon (Peg-

IFN) and Ribavirin for the Chronic Hepatitis C (CHC).

Hyperhomocysteinemia is releated with hepatosteatosis and liver

fibrosis. Methylentetrahydrofolate reductase is the key enzyme in the

homocystein metabolism, converting 5,10 methylentetrahydrofolate

to tetrahydrofolate . The purpose of this study to investigate the

relationship between response to the standard CHC treatment and the

serum levels of homocysteine serum level, vitamine B12, folate and

MTHFR gene polymorphism,as well.

Materials-Methods: 110 consecutive patients with CHC, naive to

therapy, at the clinics of Gastroenterology, Mersin University

Medical Faculty,Turkey included in the study. All patients were

given PegIFN alpha-2a or 2b,sc and Ribavirin po. Treatment

duration was determined 24-48 weeks, by the viral genotypes.

Sustained viral response (SVR) defined if serum HCV RNA neg-

ative, 6 months after the end of the therapy. Serum transaminases,

homocysteine, vit B12 and folate, anti HCV, HCV RNA, MTHFR-

C677T mutation established. Patients classified as three groups

according to their MTHFR polymorphisms (C677C, C677T and

T677T) and also classified as two groups as SVR and non-SVR

groups.

Results: There was no statistically important differences between

these three MTHFR polymorphism groups according to their serum

homocysteine levels (15.9 mmol/L, 16.8 mmol/L ve 17.2 mmol/L,

respectively, p [ 0.05) There was no differences on MTHFR poly-

morphism and vitamine B12 level between the SVR and non-SVR

groups. (p [ 0.05).). Only the serum homocysteine and folate levels

were found to be related with SVR. Serum homocysteine level found

to be higher in non SVR group than SVR group (17.4 mmol/L and

15.9 mmol/L,respectively, p = 0.045) Folate level found to be lower

in non SVR group than SVR group (8.7 ng/mL and 10.1 ng/mL,

respectively, p = 0.01).

Conclusions: High homocysteine and low folate levels may affect the

response to the combined PegIFN and Ribavirin therapy in patients

with CHC, worsely.
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Activity of sovaprevir against genotype-3 hepatitis C virus

Guangwei Yang, Steven Podos, Joanne Fabrycki, Dharaben Patel,
Yongsen Zhao, Wengang Yang, Heather Robison, Lisa Robarge,
Avinash Phadke, Elizabeth Olek, Milind Deshpande, Mingjun
Huang

Achillion Pharmaceuticals, New Haven, CT, USA

Background: Sovaprevir (formerly ACH-1625) is a potent HCV NS3

protease inhibitor currently in phase 2a. We reported previously that

viral suppression continued for 7 days following 5-day monotherapy

in genotype-1 HCV patients despite the presence of resistant variants.

Additionally a clinical proof-of concept trial in genotype-3 HCV

patients showed a mean maximal HCV RNA reduction of 2.43 log10

IU/mL ([ 3 log10 IU/mL in 3 out of 7 patients) following 400 mg

BID administration for 5 days. Here we report on the in vitro activity

of sovaprevir against genotype-3 HCV and on the in vitro selection of

genotype-3 resistant variants.

Methods: Sovaprevir was evaluated against a panel of NS3 proteases

and chimeric replicons carrying genotype-3 NS3 protease. Resistant

replicon variants were obtained following exposure to sovaprevir.

Results: Sovaprevir Ki values were similar against NS3 proteases

from genotypes 1 through 6 with the exception of 75-fold reduced

activity against genotype-3 enzyme. Chimeric replicons carrying

genotype-3 NS3 protease displayed similar reduced susceptibility to

sovaprevir. In vitro selection with sovaprevir in the cell line harboring

these replicons led to a mutation at NS3 position 166, which elevated

EC50 by an additional ten-fold. Two of the seven patients in the

genotype-3 clinical trial showed baseline NS3 variants at position

166; recombinant NS3 protease prepared from these two samples

showed the least susceptibility to sovaprevir. Yet, one of these two

patients responded with [ 3 log10 IU/mL reduction in HCV RNA.
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Conclusions: Sovaprevir has shown reduced yet still significant

activity against genotype-3 HCV in vitro and in a clinical proof-of-

concept study. The data presented here demonstrate the potential of

sovaprevir to inhibit HCV of different genotypes, warranting further

clinical investigation in patients infected with non-genotype-1 HCV.
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Hepatitis C disease awareness and access to care in India:
a multicenter, national survey

Samir R. Shah1, P.N. Rao2, S.K. Sarin3, Abhijit Chowdhury4

1Global Hospitals, Mumbai, 2Asian Institute of Gastroenterology,
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4Institute of Post Graduate Medical Education And Research,

Kolkata, India

Background: Infection with the hepatitis C virus (HCV) poses a

significant public health burden in India, where it is estimated

that * 20 million people are chronically infected. Furthermore only a

small proportion of patients have been diagnosed and fewer still

undergo evaluation either with or without treatment. Understanding

patient demographics, disease characteristics and awareness is critical

to implement effective nation-wide efforts to control chronic hepatitis

C (CHC).

Methods: This observational study enrolled 500� patients with HCV

infection at 19 centers across India. Centers were selected based upon

geographic region and type of clinical practice. Patients representa-

tive of each center who were not receiving HCV therapy were

enrolled over a 2 month period. At a single clinic visit, blood was

collected for hematology, chemistry, HCV virology and future

genomic DNA studies. Medical history was obtained and physical

examination performed. A NHANES-based questionnaire concerning

disease awareness, access to care and family/community consider-

ations was completed.

Results: Baseline characteristics and key questionnaire findings are

shown in the Table 1.

Conclusions: Awareness of hepatitis C is low among this patient

population broadly representative of the different geographic areas in

India. Following the diagnosis of CHC, steps to improve awareness

among patients are needed. Financial considerations appear to be a

key central factor limiting access to care.
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Telaprevir with adjusted dose of ribavirin in naive CHC-G1:
Efficacy and treatment in CHC in hemodialysis population.
TARGET C (RCT)
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1Columbia School of Physicians and Surgeons, 2Forest Hills Hospital,
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Objective: Chronic hepatitis C (CHC) in Hemodialysis population is

3%. Standard of care (SOC) offers reduced dose of Peg IFN Alfa

(p-IFNa) and very low doses of Ribavirin which elicits sub optimal

SVR of 27%. Morbidity and mortality of CHC has impact on liver

kidney transplant and graft failure. Triple therapy is SOC in CHC.

Telaprevir is not cleared renally and hence is safe in dialysis popu-

lation. This study evaluated the triple therapy in naı̈ve CHC-G1 in

hemodialysis in Respond Guided Therapy (RGT).

Methods: Thirty five patients (n = 35) naı̈ve CHC-G1 were recrui-

ted. Group A-(n = 18): p-IFNa 135mcg once weekly, Telaprevir

750 mg two tablets-TID four days and three tablets BID post dialysis

for three days; along with RBV 400 mg daily for 12 weeks followed

by p-IFNa 135mcg plus RVB 400 mg till 24 weeks.

Table 1 HCV characteristics and questionnaire summary

North South East West Overall

# Centers 4 5 5 5 19

# Subjects 119 125 125 125 494�

Mean Age (SD); yrs 43 (12.1) 53 (10.4) 38 (12.9) 47 (11.9) 45 (13.1)

% Male 74.8 70.4 67.2 49.6 65.4

Mean weight (SD); kg 68.6

(14.02)

66.4

(11.28)

59.4

(9.85)

63.4

(13.88)

64.4

(12.80)

Liver Biopsy (%) 15.1 8.0 1.6 11.2 8.9

Aware of HCV before diagnosis (%) 18.5 20.8 40.8 12.8 23.3

Reasons tested for HCV (%)

Results from routine labs indicated hepatitis 21.8 24.0 26.4 33.6 26.5

Symptoms of fever disease 33.6 26.4 26.4 28.8 28.7

Blood Donation 11.8 7.2 10.4 9.6 9.7

Risk factors for HCV infection 3.4 5.6 11.2 7.2 6.9

Other 29.4 36.8 25.6 20.8 28.1

Years since awareness of infection (%)

\1 yr 43.7 52.0 51.2 48.8 49.0

2-5 yrs 27.7 27.2 31.2 32.8 29.8

[5 yrs 14.3 8.0 4.8 11.2 9.5

Other 14.3 12.8 12.8 7.2 11.7

Thought HCV vaccine was available (%) 37.0 16.8 42.4 17.6 28.3

Aware HCV is treatable (%) 72.3 62.4 84.8 63.2 70.6

Recerved HCV treatment (%) 11.8 16.8 9.6 18.4 14.2

How do you access health care; % patients

Private Doctor 47.1 81.6 50.4 64.8 61.1

Government Program or Hospital 31.9 6.4 48.0 29.6 28.9

Community Clinic 16.8 6.4 1.6 2.4 6.7

Other 4.2 5.6 0.0 3.2 3.2

Barriers to medical care access (%)

Financial implications 63.0 44.0 63.2 51.2 55.3

Distance to Clinic/Hospital 13.4 11.2 9.6 7.2 10.3

No Time/Work Schedule 5.0 6.4 2.4 4.0 4.5

Other 18.5 38.4 24.8 37.6 30.0

Government education for HCV is sufficient

(%)

34.5 15.2 31.2 31.6 25.5

�Data on 494 of 500 patients available at the time of abstract submission

Table 1

AVR

1 week

VRVR

2 weeks

RVR

4 weeks

EVR

12 weeks

MTVR

18 weeks

ETVR

24 weeks

SVR

48 weeks

SVR 72

weeks

Group A

n=18 VL

820 k

IL28B CC

5 TT 5 CT

8 SVR

24 weeks

TOTAL G1a 8

G1b 10

10/18

(55%)

4/8

(50%)

6/10

(60%)

12/18

(67%) 5/8

(63%)

7/10

(70)

12/18

(67%)

13/18

(72%) 6/8

(75%)

7/10

(70%)

13/18

(72%)

13/18

(72%)

13/18

(72%) Or

ETVR

48 week

Group B

n=17

VL 968 k

IL28B CC

5 TT 4

CT 8 SVR

48 weeks

TOTAL G1a 7

G1b 10

9/17

(53%)

3/9

(33%)

6/9

(67%)

9/17

(53%)

11/17

(65%)

4/7

(57%)

7/10

(70%)

12/17

(70%) 5/7

(71%)

7/10

(70%)

12/17

(70%)

12/17

(70%)

12/17

(70%)

11/17

(65%)

{Relapse

1/17(6%)}
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Group B-(n = 17) p-IFNa 135 mcg once weekly with Telaprevir

same as Group A with RBV 200 mg for 12 weeks followed by

p-IFNa 135mcg with RBV 400 mg till 48 weeks. Viral load to follow

RGT.

Result: Table 1.

Conclusion: This study demonstrates higher SVR comparing tradi-

tional SOC on hemodialysis CHC-G1 patients. Extended 48 weeks

had no benefits. Multi-center trials to follow.
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Safety of telaprevir in absence of interferon and/or ribavirin:
analysis of on-treatment data from ZENITH
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Shelley George4, Robert S. Kauffman4, Adrian M. Di Bisceglie5,
Mark S. Sulkowski6

1New Zealand Liver Transplant Unit, Auckland City Hospital,

Auckland, New Zealand, 2Weill Cornell Medical College, New York,

NY, 3University of Florida College of Medicine, Gainesville, FL,
4Vertex Pharmaceuticals Incorporated, Cambridge, MA, 5Saint Louis

University School of Medicine, Saint Louis, MO, 6Johns Hopkins

University School of Medicine, Baltimore, MD, USA

Background/aims: ZENITH assessed safety, tolerability, and anti-

viral activity of VX-222 (100-mg or 400-mg BID) with telaprevir

(TVR; 1125-mg BID) alone (DUAL), with ribavirin (RBV; TRIPLE),

or with peginterferon-alfa-2a (Peg-IFN) and RBV (QUAD) in chronic

HCV genotype-1 treatment-naı̈ve patients. Safety was compared at

the VX-222 400-mg dose through Week 12 across regimens.

Methods: Patients were treated with DUAL (n = 47), TRIPLE

(n = 46), or QUAD (n = 59) regimens. Adverse events (AEs) were

collected from time of consent; results were analyzed through Week

12 (TVR/VX-222 period). DUAL arms were discontinued per pro-

tocol due to [ 25% vBT with mean durations of 3.5 (100-mg) and

8.9 weeks (400-mg).

Results: TRIPLE AEs were generally mild or moderate; most com-

mon were diarrhea (50%), rash (37%), nausea (30%), pruritus (30%),

and fatigue (24%). 2/46 (4%) patients discontinued treatment prior to

Week 12 due to AEs. Incidence and severity of rash were lower in

TRIPLE vs QUAD. The linearized incidence of rash over 12 weeks

was lower for DUAL vs TRIPLE, after adjusting for treatment

duration. Mean changes in hemoglobin (Hgb) were lowest in DUAL

and lower in TRIPLE than QUAD. Incidence of Hgb \ 10-g/dL was

3% (DUAL), 15% (TRIPLE), and 40% (QUAD); Hgb \ 8.5-g/dL

observed only in QUAD (7%). Table 1.

Conclusions: In RBV- and/or IFN-free arms (DUAL/TRIPLE), fre-

quency of selected AEs was lower and, notably, incidence/severity of

rash and mean Hgb change were lower. The safety profile of tela-

previr-based regimens, administered with VX-222, with/without

ribavirin in the absence of interferon, appears to be improved. These

findings should be confirmed in larger studies.
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No differences in the pharmacokinetics of sofosbuvir (GS-7977)
and sofosbuvir/ledipasvir (GS-7977/GS-5885) fixed dose
combination between Japanese and Caucasians

Brian Kirby, Polina German, Gong Shen, Jenny Yang, Diana
Chung, William T. Symonds, Brian P. Kearney, Anita Mathias

Gilead Sciences, Foster City, CA, USA

Background: Sofosbuvir (SOF, GS-7977), a potent NS5B nucleotide

inhibitor, and Ledipasvir (LDV, GS-5885), a potent NS5A inhibitor

are being developed for the treatment of HCV infection. Prior to

conducting efficacy trials in Japan, the potential for differences in the

pharmacokinetics (PK) of SOF, administered as a single agent or as

the fixed dose combination (FDC) of SOF 400 mg/LDV 90 mg, were

evaluated in Japanese and Caucasian healthy subjects.

Methods: Single doses of SOF (200 mg, 400 mg or 800 mg), or the

SOF/LDV FDC were administered to 8 unique Japanese and Cauca-

sian subjects. Plasma (SOF and FDC groups) and urine (SOF group)

PK analyses was performed for SOF, GS-331007 (predominant cir-

culating metabolite), and LDV (FDC only). Geometric Mean Ratios

(GMRs, Japanese/Caucasian) were calculated for SOF and GS-

331007 AUCinf, Cmax and Clrenal and LDV AUCinf, and Cmax, as

applicable.

Results: SOF and FDC were well tolerated; all 64 subjects completed

the study. The GMRs and associated 90% CIs are below; similar PK

of SOF, GS-331007, and LDV were observed between Japanese and

Caucasian subjects (Table 1).

Table 1 Rash and Hemoglobin Level According to Treatment Group

DUAL* regimen TRIPLE regimen QUAD regimen

400 mg VX-222 n/N (%) 400 mg VX-222 n/N (%) 400 mg VX-222 (%)

Rashb 5/29 (17) 17/46 (37) 18/30 (60)

Mild 5/29 (17) 17/46 (37) 13/30 (43)

Moderate 0 0 3/30 (10)

Severe 0 0 2/30 (7)

Hgb Reduction (g dL)

Mean change 1.9 2.6 3.8

Day 1-Wk 12

Hgb\10 1/29 (3) 7/46 (15) 12/30 (40)

Hgb \8.5 0/29 (0) 0/46 (0) 2/30 (7)

a
Mean treatment durations were 8.9 weeks for DUAL. 11.0 weeks for TRIPLE, and 10.9 weeks

for QUAD arms

b
Rash was assessed with the use of related terms to identify all dermatologic events

Table 1 Statistical comparison of PK parameters

Japanese/Caucasian %GMR (90% CI)

200 mg SOF 400 mg SOF 800 mg SOF SOF/LDV 400 mg/

90 mg

SOF AUCinf 97.1(64.7,

146)

121 (91.7,

161)

107 (83.2,

137)

90.8 (54.9, 150)

SOF Cmax 102 (62.9,

164)

107 (76.3,

150)

96.4 (62.2,

149)

93.8 (64.5, 136)

SOF Clrenal 116 (90.1,

150)

103 (80.4,

132)

100 (84.2,

120)

-

GS-331007

AUCinf

82.5 (67.6,

101)

95.5 (79.8,

114)

84.4 (75.1,

94.8)

85.4 (64.0, 114)

GS-331007

Cmax

72.7 (57.9,

91.4)

113 (91.1,

141)

102 (73.5,

143)

94.3 (68.0, 131)

GS-331007

Clrenal

100 (79.8,

125)

116 (96.3,

141)

114 (94.4,

137)

-

LDV AUCinf - - - 107 (69.1, 165)

LDV Cmax - - - 126 (83.8, 188)
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Conclusions: There are no clinically significant differences in the

safety or pharmacokinetics of SOF, GS-331007, or LDV between

Japanese and Caucasians supporting use of SOF 400 mg or SOF/LDV

FDC 400 mg/90 mg in Japanese patients.
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Treatment efficacy of peginterferon plus ribavirin in Korean
patients with genotype 1 chronic hepatitis C

Byung Seok Kim, Dae Young Yun, Jung Suk Kwon, Jung Nam
Cho, Tae Won Kim, Kyung Ho Ha, Ji Suk Kim, Chang Hyeong
Lee
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School of Medicine, Daegu, Republic of Korea

Background/Aims: In recent updated guidelines, the addition of a

protease inhibitor to peginterferon and ribavirin combination therapy

is accepted as the optimal treatment for genotype 1 chronic hepatitis

C (CHC) patients. However, protease inhibitors for CHC treatment

are not yet available in Korea. The aims of this study were to assess

the efficacy of peginterferon and ribavirin combination therapy and

baseline predictor of sustained virological response (SVR) to treat-

ment in genotype 1 CHC patients.

Methods: We reviewed the medical records of patients with CHC. A

total of 158 patients, who were treated with peginterferon and riba-

virin combination and followed up for at least 6 months after

cessation of treatment, were enrolled in this study. Predictive factors

of SVR to treatment were analyzed.

Results: The mean age was 48.2 years and 98 (62.0%) patients were

men. 17 (10.8%) patients had liver cirrhosis. The overall SVR rate

was 86.7% (137/158). SVR rates were 79.5% (62/78) in genotype 1

and 92.5% (74/80) in genotype non-1. In genotype 1 group, SVR rate

was significantly lower in the elderly patients (C 60 years) than non-

elderly patients (50.0% vs. 83.8%, P = 0.040) and SVR rate was

significantly lower in the women than men (67.9% vs.86.0%,

P = 0.032). However, there were no significant differences on SVR

rates according to baseline HCV RNA level, cirrhosis, hepatic stea-

tosis in genotype 1 group. In multivariate analysis, no baseline factor

was found to be significantly associated with SVR in genotype 1 CHC

patients.

Conclusions: Although the addition of a protease inhibitor to pe-

ginterferon and ribavirin combination therapy could become the

optimal treatment for genotype 1 CHC in recent updated guidelines,

protease inhibitors for CHC treatment are not yet available in Korea.

Our data suggest that the peginterferon and ribavirin combination

therapy may be sufficiently effective in Korean patients with geno-

type 1 CHC.
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Efficacy and safety of adefovir dipivoxil for the treatment
of elderly patients with chronic hepatitis B infection

Wen Jin Zhang, Ying Jie Ji, Zhen Ping Fan, Sheng Qiang Luo,
Shao Ping Cai, Hai Yan Zhang

302, Hospital of PLA, Beijing, China

Objective: To evaluate the efficacy and safety of adefovir dipivoxil

therapy in elderly patients with chronic hepatitis B infection.

Patients and Methods: We picked up 30 patients aged C 65 years

with chronic HBV infection as the study group and 60 patients aged

\65 years as the control group. All patients has been given adefovir

dipivoxil 10 mg daily, we detected the hepatic functions, serum

HBV-DNA levels, renal function, glucose, total cholesterol, complete

blood counts and observed the underlying disease on the bases of

routine and 4 weeks, 8 weeks, 12 weeks, 24 weeks, 36 weeks,

48 weeks after therapy respectively, then compared these data

between two groups.

Results: After therapy for 48 weeks, the rates of normalization of

hepatic functions in 17 patients aged C 65 years and 35 patients

aged \ 65 years were 76% versus 80%, which spent on 77.73 ±

72.87 days and 68.65 ± 52.91 days respectively. The respective rates

of loss of HBV-DNA were 83%(25/30) versus 73%(44/60), the average

time that serum HBV-DNA was suppressed to undetectable levels by

PCR assays was 124.00 ± 75.00 days and 145.21 ± 76.18 days

respectively, all of the differences was not significant(p[0.05). Creat-

inine was been detected to be beyond the upper limit of normal on 2

patients of control group and non in study group, the average levels of

creatinine always was not significant difference between the two

groups. There is no other adverse events was observed among all

patients.

Conclusion: Our results suggest that treatment with adefovir dipiv-

oxil is both well tolerated and efficacious in elderly patients with

chronic HBV infection.
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ETR of study of safety and efficacy of RENESSANS alone
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Background: Chronic HCV is one of the commonest ailment in

Pakistani community.Standard interferon and ribavirin is considered

to be standard of care in view of cost and convenience for the patients.

Iodine Complex(RENESSANS) have long been used in central Asian

states for chronic HCV. No clinical data is available to prove this

claim. This study has been conducted to evaluate safety and efficacy

of RENESSANS in HCV.

Methods: Patients have been divided in three groups, Group I

ORALRENESSAN 5gm. TDS,Group II a,ORAL RENESSAN 5gm

TDS + INTERFERON ALPHA 2b 3 MU + RIBAVIRIN 15 mg/kg,

Group II b INTERFERON ALPHA 2b 3 MU +RIBAVIRIN 15 mg/kg.

30patients for each arm have been randomized in response guided

therapy i-e RVR and EVR will be treated for 6 months and 12 months

respectively.

Results: Biochemical response as mean decline in ALT at baseline

and end of treatment in all three groups are. Group I - 76 IU to 40 IU,

Group IIa - 76 to 20 and Group IIb - 80 to 21 IU. Antiviral response

as RVR in Group II a is 80%, Group IIb is 66.7% neither of the

patient in group I achieve RVR, EVR IN Group IIa 96.6%, Group IIb

is 87.6% and Group I is 3.3 and ETR in group IIa is 90%,in group IIb

76.90% and in group I is 3%.%. 10% in Group IIa are nonresponder

as compared to 23.10% in group IIb. Two of patients in group IIa had

SAE one had grade IV Thrombocytopenia and other had acute psy-

chosis and two of patients in group II b had SAE one had grade IV

thrombocytopenia and other had Atypical Pneumonia. These SAEs

completely resolved after medical treatment.
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Conclusions: Iodine Complex (RENESSANS) is safe and has a

beneficial role when added to the standard of care therapy for Chronic

HCV Patients.
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The relationship between the changes of serum iron profiles
and side effects in treatment of chronic hepatitis C patients
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R.O.C., 4Department of Developmental and Regenerative Biology,
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Background/aims: 30 to 40% of the chronic hepatitis C (CHC)

patients have elevated serum ferritin which is positively related to

liver inflammation. When CHC patients are treated with interferon

and Ribavirin, common side effects include fatigue, sleep disorders,

weight loss, depression, skin lesions, influenza-like symptoms, loss of

appetite and gastrointestinal symptoms. These side effects are posi-

tively related with inflammation response. Whether this is related to

the changes in iron status is unclear.Thus, this study aims to inves-

tigate the relationship between the changes of serum iron profiles and

side effects during treatment.

Methods: Fifty CHC subjects were collected with no history of

chronic liver failure, chronic hepatitis B, liver cirrhosis or hepato-

cellular carcinoma. Subjects were to take 180 lg of peginterferon

a-2a once a week and a daily dose of 1000 to 1200 mg ribavirin for

6 months. Throughout the course of treatment, blood samples were

taken to measure iron status, liver inflammation profiles. Scores of

side effects (physical symptoms questionnaire) were also determined.

Results: From the results of iron profiles, only ferritin increased

during treatment (p \ 0.01). Approximately 30% of the subjects had

excessive levels of ferritin at 12th week during treatment. We also

found positive correlations between the level of alanine aminotran-

ferase (ALT) and side effects scores (p \ 0.01). This study also

shows that ferritin, ALT levels and scores of side effects decreased at

4th week post-therapy. Our results suggest that levels of ferritin levels,

liver inflammation and scores of side effects are positively correlated.

Conclusion: Increased ferritin is positively correlated with liver

inflammation and side effects during the treatment in CHC patients.

Findings suggest the level of ferritin could act as a predictor of liver

inflammation and side effects. The future study will investigate the

attenuated ferritin status may decrease side effects, improve compli-

ance and treatment efficacy.
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on re-treatment for Chinese non-response chronic hepatitis C
patients with PEG-INFa-2a plus Ribavirin
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9Military hospital of China, Beijing, 10Nanjing Medical University,
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Hospital, Huhehaote, 18The Third Hospital of Qinhuangdao,
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Background: DAAs have not been widely applied in Asian-pacific

region, and dual therapy is still the standard of care. This study aims

to evaluate efficacy and safety profile of extended treatment duration

for non-responder patients re-treated with Peg-IFN a-2a plus

Ribavirin.

Methods: Patients who were previously non-respond to Conventional

Interferon a or Peg-IFN a based therapy were included. Patients were

randomized into two groups who were treated with Peg-IFN a-2a

180ug/wk plus Ribavirin 10.6-15 mg/kg/d for 72 weeks and

96 weeks, respectively. The interim analysis describes baseline

characteristics of subjects and on-treatment response to week 12 (per

protocol analysis).

Results: At the time of analysis, 81 patients with 50 (61.7%) male

from 18 Chinese hospitals were enrolled. The mean age was

45.4 ± 14.2 years. 70 (86.4%) patients were genotype1, 7 (8.7 %)

patients were genotype2/3 and 4(4.9%) patients were genotype6.

Overall, 19(23.5 %) patients reported RVR (TagMan undetectable

level: 15 IU/ml), 37(45.7%) patients reported cEVR, 26 (32.1%)

patients showed null response at week 12. For genotype 1 patients, the

rate for RVR, cEVR and null-response were 22.9%, 44.3% and

31.4%, respectively. For non-G1 patients, the rate for RVR, cEVR

and null-response were 27.3%, 54.5% and 36.4%, respectively.

Patients non-responded to Peg-IFN based treatment showed lower

RVR and cEVR and higher null response rate compared with patients

non-responded to C-IFN based treatment (17.1% vs. 28.3%, 22.9%

vs. 63%, and 51.4% vs. 17.4%, respectively). 38 patients reported

adverse events, of whom sixhad dose reduction, one had treatment

interruption and one discontinued treatment.

Conclusion: As an important treatment population for future triple

therapy in Asian area, on-treatment viral response were reported in

this interim analysis. Non-response patients re-treated with Peg-IFN

alfa-2a didn’t achieve very high cEVR as naı̈ve or relapse patients.

Further analysis of the impact of IL28B on viral response is on-going.
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Background: Hepatitis C virus (HCV) is an important human path-

ogen affecting around 3% of the human population. The prevalence of

hepatitis C virus (HCV) infection is high (8% of the population) in

Pakistan Genotyping and assessment of the viral load in HCV patients

is important for designing the therapeutic strategies. Thus this current

study was designed to determine HCV genotypes in chronic hepatitis

patients and their association with the viral load, age and gender.

Material and method: HCV antibody positive patients were tested

for presence of HCV RNA. Patients who were found to be HCV RNA

positive were subjected to genotype determination using RFLP and

type specific PCR followed by direct sequencing. PCR was also done

to check the viral load of the patients.

Results: Out of 151 PCR positive samples these 81 (53.64%) were

females and 70(46.36%) were males.The genotype 3a was observed in

124 (82.12%) patients, 3b was found in 21 (13.91%), 1a was seen in 2

(1.32%), 1b in 1 (0.66%), mixed infection with 1b + 3a in 1 (0.66%),

1b + 3b in 1 (0.66%)and 3a + 3b was also found in 1 (0.66%) patients.

Viral load quantification was carried out in all 154 HCV RNA positive

patients and was compared between the two groups of genotypes. The

mean viral load of the patients infected with genotype 1a was 2.75x106,

1b was 3.9x106, 3a was2.65x106, 3b was. 2.51x106, 1b + 3a was

3.4x106 1b + 3b was 2.7x106 and 3a + 3b was 3.5x106.

Conclusion: Further studies should be carried out to determine viral load

and genotype so that suffecient data is available can be used to determine

type and duration of therapy needed, and predict disease outcome.
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Virological response and adverse events of telaprevir
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1Department of Gastroenterology and Nephrology, 2Department of

Molecular Virology, Chiba University, Graduate School of Medicine,

Chiba, 3Kikkoman General Hospital, Noda, Japan

Background/Aims: In Japan, new standard of care (SOC) with

telaprevir has become available for HCV genotype-1 patients since

November, 2011. We report here our experiences and analyzed

virological responses and adverse events in patients treated with

telaprevir.

Methods: We started to use telaprevir-included regimen for 45

patients with chronic hepatitis C genotype-1 by October 30 and these

patients (average age is 57.4 ± 8.5 years; males, 69%) were included

in the present study. HCV RNA levels were high titer (C 5logIU/mL)

in all except one. Treatment-naı̈ve and treatment-experienced cases,

respectively, were 22 and 23 (relapser, 20; and non-responder 3). Age

of treatment-experienced cases was older than that of treatment-naı̈ve

cases (P \ 0.05). Three cases had past-histories of treatment for

hepatocellular carcinoma. We also determined IL28Brs8099917

genotypes by TaqMan SNP assay and HCV RNA by Taqman PCR.

Virological response and adverse events were also evaluated.

Results: The initial doses of telaprevir: 2250 mg daily and 1500 mg

daily were administered in 14 and 31 cases, respectively. Rapid

virological response (RVR) was obtained in 70.7%; early virological

response in 86.4%; extended rapid virological response in 67.5%; and

end of treatment response in 73.9%. We observed no different

virological responses between treatment-naı̈ve and treatment-experi-

enced groups. Patients with RVR tended to have lower platelet counts

(P = 0.079) and higher AFP levels (P = 0.189) than those without

RVR. One and eight patients stopped treatments due to adverse events

after 12 weeks and before 12 weeks, respectively, and one stopped by

virological breakthrough. We observed no patients who stopped

treatment due to skin rash at this moment.

Conclusions: Telaprevir-included regimen seemed to induce a stronger

virological response than old SOC in chronic hepatitis C patients. On

the other hand, since this therapy has more adverse events, more careful

attention and managements should be paid to adverse events.
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Background: We are presenting the initial results of an ongoing

prospective study in which standard interferon (SIFN) and low dose

ribavirin (RBV) therapy has been used for the management of hep-

atitis C (HC) infected hemodialysis (HD) patients.

Methods: All adults, non-cirrhotic HD patients suffering from HC with

prior naı̈ve treatment status were consecutively enrolled. The clinical,

laboratory and radiological data was obtained. All the patients were

started on SIFN 3 MIU and low dose RBV 200 mg after dialysis. The

dose and duration of therapy was based on the primary diagnosis (acute

vs. chronic), HCV genotype (GT), and response to treatment.

Results: From June 2011 to May 2012, 173 patients were started on

treatment. The overall GT prevalence rates were found to be 56.6% for

GT 3, 35.8% for GT 1, 5.8% for mixed GT (1 and 3), 0.6% for GT 4

and the GT was unknown in 2 patients. Till August 2012, 39 patients

have completed treatment. The end of treatment response (ETR) rate in

GT 3 (n = 33) is found to be 81.8%, with 100% ETR in acute HC

(n = 8) and 76% in chronic HC (n = 19) patients. All patients with

acute HC also achieved sustained virological response (SVR). Out of

the 4 patients with GT 1, one patient with acute HC achieved both ETR

and SVR, while 3 patients with chronic HC were labeled as non

responder (NR). One patient with mixed GT (1 & 3) was also labeled a

NR while one patient whose GT was unknown was treated as HCV

GT3 and achieved both ETR and SVR. The overall discontinuation rate

was 9.8%, based on loss to follow up, non-compliance and intolerance.

Conclusion: Initial results showed that SIFN along with low dose RBV

is effective for GT3 HC infected HD patients especially in acute HC.
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48 weeks of therapy might not be needed for the patients
with HCV genotype 2 without RVR like EASL guideline
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Background and aims: EASL guideline recommended that patients

who have an early virological response (EVR), i.e. HCV RNA which

is detectable at week 4 but undetectable at week 12 should be treated

at 48 weeks regardless if the HCV genotypes. However the relevance

of that remained unclear. The aim of this study was to investigate the

need of 48 weeks of therapy in the patient with EVR without rapid

virological response (RVR) in genotype 2.

Methods: 283 patients chronically infected with the HCV genotype 2

were treated with peg-interferon- a and ribavirin in Pusan Paik

Hospital. The patient without RVR were treated for 24 weeks and the

patient with RVR were treated for 24 or 16 weeks. Retrospective

review about medical records was performed.

Results: Overall, 248 (87.6%) patients achieved RVR and 278

(98.2%) patients achieved cEVR. Sustained virological response

(SVR) in the patients with RVR was higher than in the patient without

RVR (92.3% vs 80%, p = 0.018). In the 35 patients without RVR, 30

patients achieved cEVR. SVR was obtained in 27 of 30 patients

(90.0%) with cEVR and 1 of 5 patients (20%) without cEVR

(p \ 0.001). Among the 278 patients with cEVR, there was no sig-

nificant difference in SVR between RVR + group and RVR - group

(92.3% vs 90.0% p = 0.655).

Conclusions: Even if they didn’t have RVR, the patients with cEVR

might be treated successfully with 24 weeks of therapy in Korea. A

comprehensive analysis is still needed.

Topic: 9.b Clinical

Absno: 1051

Good on-treatment response in relapse CHC Patients—an interim
analysis of prospective study on re-treatment for relapse patients

Xinyue Chen1, Huiying Rao2, Lai Wei2, Jia Shang3, Zhiliang
Gao4, Qing Xie5, Xiaoguang Dou6, Xiaoyuan Xu7, Guozhong
Gong8, Guofeng Chen9, Jun Li10, Dazhi Zhang11, Junqi Niu12,
Hong Chen13, Yinong Feng14, Jinlin Hou15, Hong You16,
Yun Wu17, Peili Zhao18

1Beijing YouAn Hospital, Capital Medical University, 2Peking

University People’s Hospital, Beijing, 3Henan Province Peoples

Hospital, Zhengzhou, 4Sun YatSen University, Guangzhou,
5Shanghai Jiao Tong University Ruijin Hospital, Shanghai, 6China

Medical University, Shenyang, 7Peking University First Hospital,

Beijing, 8The Second Xiangya Hospital of Central South University,

Changsha, 9Military Hospital of China, Beijing, 10Nanjing Medical

University, Nanjing, 11The Second Affiliated Hospital Chongqing

Medical University, Chongqing, 12Jilin University, Changchun,
13Lanzhou University, Lanzhou, 14Shanxi Medical University,

Taiyuan, 15Nanfang University, Guangzhou, 16Beijing Friendship

Hospital, Beijing, 17The Affiliated Hospital of Inner Mongolia

Medical Hospital, Huhehaote, 18The Third Hospital of Qinhuangdao,

Qinhuangdao, China

Background: DAAs have not been widely applied in Asian-pacific

region, and dual therapy is still the standard of care. This study aims

to compare efficacy and safety profile of 48 weeks with 72 weeks

treatment duration for relapse patients.

Methods: Patients who previously relapsed to Conventional Inter-

feron a or Peg-IFN a based therapy were included. Patients were

randomized into two groups who were treated with Peg-IFN a-2a

180ug/wk plus Ribavirin 10.6-15 mg/kg/d for 48 weeks and

72 weeks, respectively. The interim analysis describes baseline

characteristics of subjects and on-treatment response to week 12 (per

protocol analysis).

Results: At the time of analysis, 125 patients with 67 (53.6%) male

from 18 Chinese hospitals were enrolled. The mean age was 46.62 ±

12.51 years. 100(80.0%) patients were genotype1, 16(12.8%) patients

were genotype2/3 and 9(7.2%) patients were genotype6. Overall, 60

(48%) patients reported RVR (TagMan undetectable level: 15 IU/ml),

86(68.8%) patients reported cEVR, 54 (43.2%) patients reported

eRVR, 7 (5.6%) patients showed null response at week 12. For

genotype 1 patients, the rate for RVR, eRVR and cEVR were 45.0%,

41.0%, and 69.0%, respectively. For genotype 2/3 patients, 62.5%

patients achieved RVR, 62.5% patients achieved cEVR and 50.0%

patients had eRVR. For genotype 6 patients, the rate for RVR, cEVR

and eRVR were 55.6%, 77.8% and 55.6%, respectively. For patients

who relapsed to C-IFN based treatment (n = 78), the rate for RVR,

cEVR and eRVR were 46.2%, 66.7% and 41.0%, respectively. 47

patients relapsed to Peg-IFN based treatment, the rate for RVR, cEVR

and eRVR were 51.1%, 72.3% and 46.8%, respectively. 76 patients

reported AE, of whom seven were given dose reduction, seven

interrupted and three stopped therapy.

Conclusion: Good on-treatment viral response were reported in this

interim analysis, probably due to good IL28B genotype in Chinese

population and previous C-IFN based treatment.
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Background and aim: Triple therapy including peginterferon, riba-

virin and telaprevir (TVR), could lead to 70 and 85% sustained

virological response rates in treatment-naı̈ve and previous treatment-

relapsers, respectively. It is well known that resistance mutations

against HCV NS3/4A inhibitors could appear in HCV G1a patients

more frequently than HCV G1b. We examined resistance mutations in

HCV NS3/4A genes as well as the prevalence of HCV G1a in TVR

treatment-naı̈ve HCV G1 patients in Japan.

Method:

(1) We directly sequenced HCV NS3/4A domain in TVR

treatment-naı̈ve HCV G1 patients with high viral loads

(N = 89, M/F = 43/46).

(2) HCV subgenotype was determined in HCV NS5B domain

(N = 80, M/F = 39/41) using genotype-specific MGB probe

by real-time PCR genotyping method reported by Nakatani

et al. (PLoS ONE 2010) and certain cases were confirmed by

ultradeep pyrosequencing.

(3) TVR-resistance amino acid mutations (position: V36, T54,

V55, Q80, R155, A156, D168, V170) were analyzed

in 88 patients. (4) TVR-resistance amino acid mutations were

also examined in 74 GenBank-deposited nucleotide sequences.

Results:

(1) At NS3/4A domain, 1 (1%) and 88 (99%) of 89 patients (1%)

were diagnosed as HCV G1a and HCV G1b, respectively.

(2) One of 80 (1%) was diagnosed as G1a in NS5B domain

because ultradeep pyrosequencing revealed that several muta-

tions at the location of MGB probe led to the genotyping

errors.
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(3) T54S resistance mutation was 6 (6/88, 6.8%); Q80L was 19

(19/88, 21.5%); D168 N was 1 (1/88, 1.1%); resistance

mutation at 155 was not seen.

(4) (4) Among sequences extracted from GenBank, one T54S and

one Q80 K resistance mutation were observed (2/74; 0.34%).

Conclusion: HCV G1a exists in 1% of HCV G1 patients in Japan.

TVR-resistant amino acid mutations also existed before TVR

administration. Attention should be paid to certain cases before the

use of HCV NS3/4A inhibitors.
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Background and objective: The fibrosis progression or therapeutic

outcome of hepatitis C virus related liver disease was accelerated or

altered in co-infected patients with HBV and/or HIV compared to

those with HCV alone. We aimed to determine seroprevalence of

co-infection with HBV and/or HIV in HCV liver disease patients.

Methods: We studied 189 HCV related liver disease patients who

visited the Infection Ward of the West China Hospital 2011. Demo-

graphic information, relevant laboratory variables were obtained.

Hepatitis B surface antigen (HBsAg), antibodies against HCV (Anti-

HCV) and HIV (Anti-HIV1/2) were measured by electrochemilumi-

nescence immunoassay assay (ECLIA). HCV infection was confirmed

by reverse transcription -polymerase chain reaction (RT- PCR), and

HIV infection was confirmed by Western blot assay or PCR when

necessary.

Results: Of 189 patients with HCV in this study, 97 patients (51.3%)

were men and 92 patients (48.7%) were women. 28 patients (14.8%)

were HBV positive, 10 patients (5.3%) were HIV positive, and 4

patients (2.1%) had co-infection with all 3 viruses. Co-infection HBV

and/or HIV in HCV related liver disease patients is more common seen

in China than that in Australia, where 3.7% were notified with HBV,

0.8%with HIV and 0.04% with HCV/HBV/HIV, and than that in Korea,

where 2.37%(18/ 758) HCV patients were positive for HBsAg.

Conclusions: It is strongly recommend routine test for HCV in

addition to HBV and HIV, especially in China. We also recommend

individualized counseling to identify those at risk and testing for those

who want it. Improved periodic epidemiological studies will have to

be undertaken to monitor and prevent these blood-borne viruses.
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Background/aims: ALT abnormalities are often observed, and severe

hepatic damage is occasionally reported during peginterferon and

ribavirin therapies. We examined the different effects of peginterfe-

rons alfa-2a and -2b on ALT levels during combination therapies for

HCV genotype-1 patients.

Methods: One hundred and one HCV genotype-1 patients treated

with peginterferon alfa plus ribavirin at Chiba University Hospital

between 2004 and 2012 were investigated. They consisted of 41

patients treated with peginterferon alfa-2a plus ribavirin (Group 2a)

and 60 patients treated with peginterferon alfa-2b plus ribavirin

(Group 2b). ALT levels during treatment and the efficacy of treatment

were compared between the two groups.

Results:

(1) The baseline characteristics of the two Groups were similar.

Adherence, early virological response rate or sustained virological

response (SVR) rate did not significantly differ between the two

Groups. However, the rapid virological response rate in Group 2a

was higher than that in Group 2b (21% vs. 5%; p = 0.023).

(2) ALT levels during treatment did not differ between the two

Groups.

(3) Among patients who achieved SVR or had non-response (NR),

ALT levels also did not differ significantly between the two

Groups.

(4) In Group 2a, ALT levels at 1 and 12 months in SVR patients

were lower than those of NR patients (p = 0.020; p = 0.020).

(5) In Group 2b, ALT levels at 1, 6 and 12 months of treatment in

SVR patients were lower than those in NR patients (p = 0.032;

p = 0.021; p = 0.042).

(6) Among SVR patients, the elevations of ALT from 0 to 1 month

were more frequent in Group 2a than in Group 2b (25% vs. 0%;

p = 0.016).

Conclusions: ALT levels in SVR patients were lower than those in

NR patients in peginterferon alfa plus ribavirin treatment. Most of the

ALT abnormalities during treatment are mild and transient, but

careful attention still should be paid.
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3Université Paris XII, Hôpital Henri Mondor, Créteil, France, 4Liver

Institute of Virginia, Richmond and Newport News, VA, USA,
5University of British Columbia, Vancouver, BC, Canada, 6Asesor del

Departamento de Inmunoanálisis, Médico Especialista en Medicina

Interna, Mexico, Mexico, 7Dipartimento di Scienze Mediche e

Chirurgiche, University of Bologna, Bologna, 8Liver Unit, Azienda

Ospedaliera Fatebenefratelli e Oftalmico, Milan, Italy, 9Medical

University of Vienna, Vienna, Austria, 10J.W. Goethe University

Hospital, Frankfurt/Main, Germany, 11Hoffmann-La Roche Inc,

Nutley, NJ, USA, 12Roche Product Development - Asia Pacific,

S380 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Shanghai, China, 13Genentech, South San Francisco, CA, USA,
14Roche Products Ltd, Welwyn, UK

Background: Within certain Asian countries, the predominant HCV

genotype is 1b and IL28B genotype, CC. We report safety and effi-

cacy of DNVr + P/R in treatment-naive G1/4 patients, including

those with G1b-infection and IL28B CC genotype.

Methods: Non-cirrhotic G1/4 patients were randomised to DNVr

200/100 mg (Arm A), 100/100 mg (B), or 50/100 mg (C) for

24 weeks, or 100/100 mg for 12 or 24 weeks (D), combined with

P/R; or P/R for 48 weeks (E). Arm D patients with an eRVR2 (HCV

RNA \ 15 IU/mL through weeks 2-10) stopped treatment at week

12; otherwise continued to week 24. SVR24 = undetectable HCV

RNA (\ 15 IU/mL) after 24 weeks of untreated follow-up (Table 1).

Results: Of 417 treated patients, 32% had G1b infection, 29% an IL28B
CC genotype and 3% were Asian. Overall, SVR24 rates of up to 90%, 97%

and 100% were achieved in DNVr-treated G1a, G1b and G4 patients,

respectively (observed cases). All (100%; 32/32) G1b/CC patients

achieved SVR24 (observed cases), including those who received 12 weeks

of therapy (Arm D). For G1b/non-CC patients, high SVR24 rates (95-96%)

were achieved with 24 weeks of DNVr 200 mg or 100 mg. Withdrawal

rates from DNVr due to AEs ranged from 3-8% across all arms. No DNVr-

related ACTG Grade 3/4 ALT elevations were observed.

Conclusions: DNVr + P/R achieves high SVR24 rates in treatment-

naive G1/4 patients. Among patients with one of the more prevalent

HCV subtypes/IL28B genotypes in Asia (G1b/CC), maximal SVR24

rates can be achieved with as little as 12 weeks therapy.

Funding: Roche/Genentech.
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Objective: To investigate the association of rs12979860 variation in

IL28B and curative effect of hepatitis C treatment in the Chinese Han

population.

Methods: 254 cases of hepatitis C virus (HCV)-infected patients were

administered complete pegylated interferon-a and ribavirin combi-

nation therapy for a period of 48 weeks. The association of

rs12979860 variation and end-of-treatment response (ETR), sustained

virologic response (SVR) was analyzed.

Results: The ETR of the patients with rs12979860 genotype CC and

N-CC was 87.05% and 33.33%, respectively (P \ 0.01), and the SVR

was 89.64% and 39.22%, respectively (P \ 0.01). HCV subtype and

the rs12979860 genotype CC were associated with a substantial dif-

ference in ETR (P = 0.023 and P = 0.001, respectively), and in SVR

(P = 0.021 and P = 0.006, respectively).

Conclusion: The rs12979860 genotype CC in IL28B is associated

with positive outcomes of anti-HCV treatment, which could be used

as a predictive marker for anti-HCV treatment response in the Chi-

nese Han population.
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Objectives: To investigate epidemiology of HCV genotypes in West

China, and their association with the viral load.

Methods: 622 HCV infected patients attending West China Hospital

from 2009 Aug to 2012 Mar were enrolled. Genotyping was deter-

mined by direct sequencing of 5’-UTR of HCV genome. HCV viral

load was detected by RT-PCR.

Results: Diverse HCV genotypes were found including genotypes 1,

2, 3, 5 and 6, of which genotype 1 (76.2%, 474 / 622) was predom-

inant, followed by genotype 3 (14.1%, 88 / 622) and genotype 2

(5.8%, 36 / 622), moreover, genotype 6 accounted for 3.7% (23 /

622). When going deep into subtypes, we found 11 subtypes, they

were 1b (74.8%, 465 / 622), 3b (10.5%, 65 / 622), 2a, 3a, 6a, 2i, 1c,

1a, 3 k, 5a, 6b in sequence, 1 patient with mixed genotypes 2c/2a was

also found. We found that HCV genotypes related to gender

(P = 0.019), genotype 3 was more inclined to infect males. Fur-

thermore, age of patients also showed significant difference among

the genotypes (P \ 0.001), patients who were infected by genotype 3

and 6 (mean age: 35.52y and 33.91y, respectively) were much

younger than those infected by genotype 1 and 2 (mean age: 44.54y

and 45.47y, respectively). However, viral load showed no significant

differences between the genotypes.

Conclusions: Our study revealed that diverse HCV genotypes and

subtypes existed in West China and genotype 1 accounted for 76%.

Prevalence of genotype 3 and 6 in west China was higher than most of

the other areas in China, except Kunming, Chongqing and Hongkong,

and the patients infected by the two genotypes were much younger.

Since the two genotypes were related with drug abusing, increasing

teenagers abusing drugs should be paid more attention.

Table 1 SVR24 rates by treatment arm using observed-cases and intent-to-treat analyses*,�

SVR24, % Arm A DNVr

200/100 mg + P/R 24

wks n=92

Arm B DNVr

100/100 mg + P/R 24

wks n=93

Arm C DNVr

50/100 mg + P/R 24

wks n=94

Arm D DNVr

100/100 mg + P/R

12/24 wk RGT n=94

Observed cases ITT Observed cases ITT Observed cases ITT Observed cases ITT

All patients 93 89 83 79 69 66 71 69

G1a 90 84 74 70 65 60 60 59

G1b 97 97 96 93 73 73 81 78

G4 100 100 100 88 100 100 100 100

IL28B CC 96 96 88 82 88 82 92 92

IL28B non-CC 92 86 81 77 62 60 63 61

G1a/CC 95 95 81 81 81 72 83 83

G1a/non-CC 88 78 70 65 58 55 53 51

G1b/CC 100 100 100 86 100 100 100 100

Glb/non-CC 95 95 96 96 63 63 72 69

* Data for Ami E (P/R) are pending � SVR24 rates are shown for both the observed-cases analysis and the intent-to-

treat (ITT) analysis. Observed-cases analysis: patients lost to follow-up who had undetectable HCV RNA (\15 IU/

mL) at last visit, but with missing SVR12/24 data were not included (n=4, 5, 4 and 2 in Arms A, B, C and D,

respectively)

Intent-to-treat (ITT): patients with missing HCV RNA data were considered non-responders. DNVr = ritonavir-

boosted danoprevir; P/R = peginterferon alfa-2a (40KD) ribavirin; RGT = response-guided therapy
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Background and aims: Boceprevir (BOC) combined with peginter-

feron alpha-2b (Peg-IFN2b)/ribavirin (RBV) for previously failed

patients, achieved a 59-66% sustained virologic response rate (SVR).

However, the experience in Asia was limited.

Methods: Only previously failed therapy patients were enrolled. We

initiate therapy with Peg-IFN2b (1.5 ug/kg/wk) and weight-based RBV

for 4 weeks (lead in phase) and add BOC 800 mg orally three times daily

at wk 5. After lead in phase, Peg-IFN2b + RBV + BOC 32 wks, then

Peg-IFN2b + RBV 12 wks were given for patients without cirrhosis; and

Peg-IFN2b + RBV + BOC 44 wks for patients with cirrhosis. Stopping

rules include (1) HCV RNA [ 100 IU/ml at week 12 (2) Detectable

HCV RNA at Week 24 after the beginning of treatment. Liver cirrhosis

was diagnosed with either liver biopsy or fbroscan.

Results: There were 64 HCV genotype 1 patients enrolled, including 51

cirrhotic, and 13 non-cirrhotic patients. In the previous treatment, nine

were treatment 24 wks relapsers, thirty-nine 48 wks relapsers, fourteen

non-responders, and two null-responders. After treatment, 3, 3, and 1

patients were withdrawn before 12 wks, 12-24 wks and after 24wks

respectively due to adverse events. The virological response at 12 wks is

36/47 (76.6%) of undetectable HCV RNA, detectable RNA

but \ 100 IU/ml in 5/47 (10.7%), and detectable RNA[ 100 IU/ml in

6/47 (12.7%). The 24 wks virological response is 21/21 (100%). In the 6

patients with HCV [ 100 IU/ml at 12 wks, the baseline information was

5/6 were high viral load ([ 800000 IU/ml), 4/6 were cirrhotic, 5/6 were

IL28B genotype CT, 4 were previously 48 wks relapsers, 1 null respon-

der, and 1 non-responder. No treatment related mortality occurred.

Conclusions: Triple therapy with Peg-IFN2b + RBV + BOC pro-

vides a relatively good virological response at 12 wks and 24 wks for

Taiwanese patients who previously failed therapy. Patients tolerate

well without severe adverse event.
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Isabel Nájera1

1Hoffmann-La Roche Inc, Nutley, NJ, 2Genentech, South San

Francisco, CA, USA, 3Roche Product Development - Asia Pacific,

Shanghai, China, 4Roche Products Ltd, Welwyn, UK

Background/aims: DNVr is a potent HCV protease inhibitor boosted

with ritonavir to allow reductions in DNV dose while maintaining

antiviral activity. Treatment with DNVr + P/R achieved SVR24 rates

of up to 89% (intent-to-treat) in treatment-naive G1/4-infected

patients (DAUPHINE) and 67% in G1-infected prior null-responders

(phase 1b, NP22660). We report the overall DNVr-resistance profile

from these studies.

Methods: In DAUPHINE, DNVr-treated patients received 24 weeks’

twice-daily DNVr (200/100 mg, 100/100 mg or 50/100 mg) + P/R;

or response-guided (12/24 weeks) DNVr (100/100 mg) + P/R. In

NP22660, prior null-responders (\ 2-log10 reduction in HCV RNA at

week 12 of P/R) received 12 weeks’ DNVr + P/R followed by

36 weeks’ P/R. NS3/4A was sequenced in patients with viral break-

through (C 1-log10 increase HCV RNA above nadir); partial response

(viral load stabilisation and/or HCV RNA C 1,000 IU/mL at/after

week 4); non response (\ 0.5-log10 reduction by week 2); or relapse.

Results: In DAUPHINE, 24/342 G1-infected patients experienced

breakthrough/partial response/non response on DNVr + P/R (3, 5, 12

and 4 patients, respectively, on DNVr 200/100 mg, 100/100 mg,

50/100 mg and response-guided 100/100 mg). NS3 R155 K was

detected in all (18 G1a; 4 G1b) patients analysed with breakthrough/

partial response. A G1a non-responder had no evidence of DNV

genotypic/phenotypic resistance. 41/304 patients relapsed: 31 G1a (28

R155 K; one R155 K/R-D168D/E; two D168E), and 10 G1b (two

with R155Q/D168A or R155 K/R-D168D/E; one Q80 K; six D168A/

E/H/V/G/T; one unknown). Among null-responders treated with

DNVr + P/R, breakthrough occurred in 4/8 G1a and 1/16 G1b

patients, and 2/4 G1a patients relapsed. R155 K was the only common

mutation observed in all seven cases.

Conclusions: DNVr + P/R demonstrates high efficacy overall and a

low rate of DNV-resistance in G1-infected patients. Treatment failure

occurs more frequently in G1a-infected patients, most of whom have

R155 K mutation, versus G1b-infected patients. Higher SVR24 rates

achieved with DNVr + P/R in G1b-infected treatment-naive and

-experienced patients are most likely due to the genetic barrier to

selection of R155 K.

Funding: Roche/Genentech.
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Boceprevir triple therapy in patients with mixed
cryoglobulinemia

Alessio Fabbrizzi, Monica Monti, Umberto Arena,
Jessica Ranieri, Teresa Urraro, Patrizio Caini, Elisa Triboli,
Laura Gragnani, Carlo Giannini, Alessia Piluso, Elisa Fognani,
Giacomo Laffi, Anna Linda Zignego

Department of Internal Medicine, University of Florence, Florence,

Italy

Background: HCV may induce mixed cryoglobulinemia (MC). At

least asymptomatic MC is observed in the majority of HCV patients

and a MC syndrome (MCS) in 5 - [ 30% of MC. No data exist

concerning the effects of DAA on MC.

Aim: To evaluate the effect of Boceprevir (BOC) triple therapy on

MC patients.

Patients and Methods: 35 HCV G1 patients who previously failed

SoC treatment (20 men; mean age 57.5) were consecutively treated

with BOC + SoC according to the NPP program. 24/35 had MC

(mean cryocrit 4.8%), including 10 MCS (mild/moderate). The cry-

ocrit values were evaluated at least monthly. The mean duration of

this ongoing analysis was 34 weeks (range 27-38).

Results: No significant difference was observed among groups for

discontinuation of treatment (due to side effects or virological

breakthrough) or overall tolerability of the therapy. During the lead-in

phase, cryocrit scored negative in 5, remained stable in 11 and

increased in 8 (4/8 MCS). The addition of BOC induced a rapid
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cryocrit negativization in these 8 cases and accelerated cryocrit

decrease in remaining patients. Overall, cryocrit scored negative in

19/24 MC after 4-8 weeks of BOC. In spite of the confounding effect

of therapy on the clinical assessment, purpura disappeared and

arthralgia generally improved. During the study, the cryocrit was

generally consistent with the virological response. Interestingly, in 2

patients the rise of cryocrit preceded the viraemia rise.

Conclusions: This ongoing analysis strongly suggests that the BOC

triple therapy is safe and effective in MC. The dramatic effect of BOC

on cryocrit further stresses the key role played by HCV replication in

MC and suggests the interest for MC detection. The reappearance of

MC before the rise of viraemia in some cases suggests that the

underlying clonal B cell expansion could be triggered by minimal

intracellular (liver/B cell) replication.
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Chronic hepatitis C patients with diabetes mellitus and its risk
factors

Ying Liu, Zhixin Zhao, Chaoshuang Lin, Xiaohong Zhang

Department of Infectious Diseases, The 3rd affiliated hospital of

SYSU university, GUANGZHOU, China

Background and aims: Resent research indicated that the incidence

of type 2 diabetes mellitus of chronic hepatitis C patients exceed that

of normal population. The aim of this study is to investigate the

relationship of chronic hepatitis C (CHC) patients combined with

diabetes mellitus and its risk factors.

Methods: Clinical data of 200 patients with CHC combined with

diabetes mellitus (CHC + DM group) and 242 patients with barely

CHC (CHC group) was collected and analyzed retrospectively, the

comparative data including alanine aminotransferase(ALT), aspartate

aminotransferase(AST), c-glutamyltransferase(GGT), total biliru-

bin(TB), fasting blood glucose(FBG), fasting blood insulin(FBI),

blood triglycerides(BT) and other related indicators, hemeostasis the

model assement of insulin resistance (HOMA-IR = FBG*FBI/22.5),

serum hepatitis C virus (HCV) RNA was also detected. All clinical

data were compared according to the severity of CHC.

Results: (1) FBG, FBI, HOMA-IR, AST, ALT and GGT of CHC +

DM group were significantly higher than those of CHC group

(p \ 0.05). (2) The incidence of liver cirrhosis and hypertension in

CHC + DM group was significantly high than those of CHC group

(24.00% vs. 3.31%, p \ 0.05 and 29.00% vs. 2.07%, p \ 0.05,

respectively). (3) The proportion of moderate, severe, liver cirrhosis

and liver cancer in CHC + DM group was significantly high than that

of CHC group (p \ 0.05), the incidence of patients older than

50 year-old in CHC + DM group overran that of CHC group. (4)

Multi-regression analysis showed that age, ALT, GGT, liver cirrhosis,

hypertension and insulin resistance index are risk factors for CHC

patients combined with diabetes mellitus (p \ 0.05).

Conclusion: CHC patients with diabetes mellitus is correlated with age,

ALT, GGT, HOMA-IR, liver cirrhosis, hypertension and liver cancer.
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Genotype analysis of chronic hepatitis C combine
with type 2 diabetes mellitus patients

Ying Liu, Zhxin Zhao, Chaoshuang Lin
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of SYSU university, GUANGZHOU, China

Background and aims: An increasing number of research indicated

that the incidence of type 2 diabetes mellitus of chronic hepatitis C

(CHC) patients exceed that of normal population, further study

indicated that the phenomenon was related with hepatitis C virus

(HCV) genotype 1b and 3, this study aims to understand the genotype

and clinical characteristics of chronic hepatitis C combine with type 2

diabetes mellitus patients.

Methods: Genotype distribution analysis was taken place in 44

patients with chronic hepatitis C combine with type 2 diabetes mel-

litus (CHC + T2DM Group) and 770 patients with barely chronic

hepatitis C (CHC Group), comparison has been made retrospectively

upon glycosylated hemoglobin, fasting blood glucose, fasting insulin,

aspartate aminotransferase, alanine aminotransferase, c-glutamyl-

transferase,total bilirubin, hepatitis C virus RNA viral load and blood

triglycerides, as well as investigating diabetes mellitus diagnosis time

and antivirus therapy status.

Results: (1) The occupation ratio of HCV 3a genotype in CHC +

T2DM group was significantly higher than that in CHC group

(11.36% vs. 3.38%, p \ 0.05, Table 1); (2) Liver function indicators,

triglycerides, HCV RNA viral load and blood glucose related indi-

cators were similar upon every HCV subtypes. (p [ 0.05); (3)

Diabetes mellitus diagnosis time precede antivirus therapy in most of

patients.

Conclusion: Patients infected with HCV genotype 3a would be more

likely to develop type 2 diabetes. CHC patients, especially of HCV

genotype 3a are advised to monitor blood glucose and screen for

diabetes mellitus on time.
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The important role of CD4 + cells intrahepatic in liver damage
of HCV-HIV co-infection patients

Rino Alvani Gani1, Ening Krisnuhoni2, Evy Yunihastuti1,
Sjamsurizal Djauzi1, Laurentius A. Lesmana1

1Internal Medicine, 2Patology Anatomy, University of Indonesia, DKI
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Co-infection of hepatitis C virus (HCV) and human immunodefi-

ciency virus (HIV) is frequent condition especially in injection drug

user (IDU). Patients with HCV-HIV co-infection tend to have a more

progressive liver damage and more severe liver damage. The

Table 1 Genotype distribution of both groups

Genotype CHC+T2DM

Group

CHC Group v2 p

value

NO. Ratio NO. Ratio

1b 20 45.45%(20/

44)

376 48.83%(376/

770)

0.190 0.757

6a 12 27.27%(12/

44)

214 27.79(214/

770)

0.006 1.000

2a 7 15.91%(7/

44)

102 13.25%(102/

770)

0.254 0.647

3a 11 11.36%(5/

44)

26 3.38%(26/770) 7.248 0.022

Others 0 0.00(0/44) 52 6.75%(52/770) 1.3531 0.630
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mechanism regarding this is not well understood. We study the liver

biopsy sample of HCV-HIV co-infected patients with severe stage of

HIV infection and compare it with samples from HCV monoinfection.

Method: Liver biopsy samples from 48 HCV-HIV co-infected

patients and 30 HCV monoinfection were compared. The samples

were stained with standard staining and immunohistochemistry

staining for CD4 + and CD8 + . HCV and HIV viral load were

determined with CobasAmplicore RT-PCR. Blood CD4 + in HIV

patients were determined with fluocytometry.

Results: Patients with monoinfection were significantly older and

have a higher ALT compare to patients with HCV-HIV co-infection.

Their HCV-RNA were not significantly different. Patients with HCV-

HIV co-infection have very low blood CD4 + (median 25.5 cells/uL,

range : 1-182 cells/uL). Necroinflammation and fibrosis score were

significantly higher in monoinfected HCV patients compare to co-

infected HCV-HIV patients. There were no significantly different

between HCV monoinfection and HCV-HIV co-infection patients on

the number of CD4 + cells in the portal (29.2 vs 30.2 cells, respec-

tively) and lobular (21.0 vs 21.5 cells, respectively) of the liver. No

significantly different HCV moninfection and HCV-HIV co-infec-

tionon on the number of CD8 + in the portal (42.3 vs 55.9 cells,

respectively) and in the lobular (30.0 vs 32.3 cells, respectively).

Conclusion: Patients with HCV-HIV co-infection was still preserve

the immunological activity in the liver despite of severe immunode-

ficiency in the periphery. This mechanism partly can lead to

continuous destruction of microarchitecture of the liver.
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Treatment of hepatitis C through an in-prison specialist clinic

Ahmed Shalabi, Aik Guan Lim, Lai Ting Tan

Department of Gastroenterology, Epsom and St. Helier University

Hospitals NHS Trust, Surrey, UK

Introduction: There is a high prevalence of hepatitis C virus (HCV)

among inmates in UK prisons. Treatment of prisoners in hospital

clinics proved to be logistically complex and expensive and resulted

in high levels of treatment failures. Our aim was to establish specialist

hepatitis C treatment clinics entirely within prison facilities and to

evaluate their efficacy.

Methods: Clinics were established in two prisons, HMP High Down

(Capacity of 1103 inmates) and HMP Downview (capacity of 364

inmates) and run twice a month. The specialist team collaborated with

the prison healthcare team to diagnose, investigate and treat HCV

entirely within the prison setting. Link nurses would refer inmates

with positive antibodies for further investigation including detailed

virology and ultrasound scan. Suitable patients were offered treatment

and monitired for progress and side effects.

Results: 163 inmates with an average age of 40 were referred to the

clinic. 62.6% were females and 37.4% were males. 73 patients

received genotyping, 50.68% were genotype 1, 43.84% were genotype

3, 2.74% were genotype 2 and 2.74% were genotype 4. Out of the

patients who completed treatment data is available on 58%. To date,

85% of patents who completed treatment tested negative after com-

pletion of treatment (EOT). 100% of patients who received follow-up

testing acheived a sustained viral response (SVR) at 6 months. 9.5% of

patients withdrew from treatment because they left prison. 1 patient

withdrew as a result of side-effects (severe thrombocytopenia).

Conclusion: An in-prison treatment service reduced the number of

failed attendances at our hospital service. We were very successful in

completing therapy for patients serving longer sentences in prison

with good eradication rates. As the prison population is mobile, more

effective collaboration between different prisons and community

teams are needed to improve treatment and follow up of HCV

infected prisoners.

Topic: 9.b Clinical

Absno: 1158

Up to 91% SVR rates with ritonavir-boosted danoprevir (DNVr)
plus PegIFN alfa-2a (40KD)/ribavirin(P/R) in HCV genotype
(G)1b-infected prior partial/null-responders

Graham R. Foster1, Jordan J. Feld2, Ira M. Jacobson3, Donald M.
Jensen4, Stanislas Pol5, Edward J. Gane6, Regine Rouzier7, Alicja
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Saba Shadad10, Rohit Kulkarni11, Mercidita T. Navarro11,
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Chicago Hospitals, Chicago, IL, USA, 5Hôpital Cochin, Université

Paris Descartes and INSERM U1610, Paris, France, 6Auckland

Clinical Studies, Auckland, New Zealand, 7Phase I/II Center, CAP
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Immunodeficiencies, Warsaw Medical University, Warsaw, Poland,
9Hoffmann-La Roche Inc, Nutley, NJ, USA, 10Roche Products Ltd,

Welwyn, UK, 11Genentech, South San Francisco, CA, USA

Background/aims: DNVr is a potent HCV protease inhibitor boosted

with ritonavir that yields high SVR rates in treatment-naive

G1-infected patients when combined with P/R. This analysis

describes the efficacy of DNVr + P/R in G1a/1b prior P/R partial/

null-responders in a multiple ascending dose (MAD; NP22660) study

and in an ongoing phase 2 trial (MATTERHORN).

Methods: Both studies enrolled non-cirrhotic G1 patients. In

NP22660, prior null-responders received triple therapy (DNVr + P/R)

for 12 weeks, followed by P/R for 36 weeks. In MATTERHORN,

treatment regimens in prior partial-responders included DNVr + P/R

or quadruple (QUAD) (DNVr + mericitabine[MCB] + P/R) therapy

for 24 weeks (Table 1); null-responders received QUAD

therapy. SVR12 (MATTERHORN) and SVR24 (NP22660) rates are

reported.

Table 1 SVR rates overall and according to HCV subtype

%

(n/N)

NP22660 Null-res

ponders

MATTERHORN Partial-responders MATTERHORN

Null-responders

TRIPLE + P/R tail

DNVr+P/R, 12 wks

P/R tail, 36 wks

TRIPLE DNVr+

P/R 24 wks

QUAD DNVr+

MCB+P/R 24 wks

QUAD DNVr+MCB+

P/R 24 wks

SVR24 SVR 12* SVR 12* SVR 12*

Overall 67 (16/24) 56 (27/48) 86 (43/50) 84 (62/74)

G1a 25 (2/8) 30 (8/27) 75(18/24) 73 (32/44)

G1b 88(14/16) 91 (19/21) 96 (25/26) 100 (30/30)

* SVR24 rates for MATTERHORN are pending

Partial response C2 log10 reduction in HCV RNA at week 12 of P/R treatment, but detectable HCV

RNA at end of treatment. Null response* B2 log10 reduction in HCV RNA at week 12 of P/R

treatment

DNVr = ritonavir-boosted danoprevir (100 mg/100 mg bid); MCB = mercitabin (1000 mg bid); P =

180 lg weekly; R = 1000/1200 mgTopic: 9.b Clinical
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Results: Among G1b patients who received DNVr + P/R, 88% (14/16)

of null and 91% (19/21) of partial-responders achieved an SVR24 and

SVR12, respectively. In contrast, 25% (2/8) of G1a null and 30% (8/27)

of G1a partial-responders achieved SVR24 and SVR12, respectively.

Addition of MCB to DNVr + P/R increased SVR12 rates in G1a partial-

responders from 30% to 75% (45% absolute increase). SVR12 rates

were comparable in G1b partial-responders treated with DNVr + P/R

and QUAD therapies (91% vs. 96%). All regimens were well-tolerated

and discontinuations due to AEs were infrequent (NP22660 [n = 2];

MATTERHORN: DNVr + P/R [n = 2]; QUAD arms combined

[n = 3]).

Conclusions: DNVr + P/R (triple therapy) demonstrates high SVR

rates (up to 91%) in G1b-infected, non-cirrhotic, prior null/partial-

responders. Addition of a second direct-acting antiviral (MCB)

(QUAD therapy) was necessary to achieve an SVR12 in the majority

of the more difficult-to-cure G1a non-responder patient population.

Funding: Roche/Genentech.
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Is there any association between early decline of hemoglobin
and sustained response in treated HVC carriers?
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laboratory (LBRCE), Medical School of Medicine and pharmacy,

University Mohammed Vth Souissi, Rabat, Morocco

Introduction: Treatment-related anemia in hepatitis C has been

shown to be associated with sustained virological response (SVR).

We aimed to evaluate the association of early hemoglobin decline

(with or without anemia) during the first two and four weeks of

treatment (W0-2, W2-4) and SVR rates.

Patients and methods: We included prospectively consecutive HCV-

cariers treated during the last 03 years with pegylated interferon and

ribavirin with at least 24 weeks (24 W) of follow-up after treatment.

All patients were naı̈ve. Considered data were: gender, genotype,

baseline hemoglobin rates, Hemoglobin concentration at the second

and fourth weeks of treatment (W0- W4) and response 24 W after

treatment. We calculate Hemoglobin decline from baseline during the

2 first weeks and the 4 first weeks. Diagnostic performances of

hemoglobin and impact on SVR were studied statistically.

Results: Eighty one patients were included: 50% (n = 40) were

genotype 1 and 50% (n = 41) were genotype 2. In genotype 1

patients, hemoglobin decline in both first two weeks and first four

weeks was not significantly associated to SVR. SVR was obtained in

all patients with an hemoglobin decline [ 1,4 g/dl between W0 and

W2 (specificity = 100%; sensibility = 32%; positive predictive

value = 100%) and in 83% of patients with hemoglobin decline [
2,8 g/dl between W0 and W4 (Specificity = 84%; sensibility = 42%;

positive predictive value = 84.6%). In genotype 2, decline of

hemoglobin concentration in the first 2 weeks were not associated to

SVR but it was significantly associated to SVR in the 4 first weeks

(p = 0.05). Hemoglobin decline [ 1 g/dl during this period had a

positive predictive value of 96.4% (Sensitivity = 80%;

specificity = 75%).

Conclusion: The aim of this study was to evaluate predictive value of

early hemoglobin decline in treatment response even without anemia.

In genotype 2 patients, a difference [1 g/dl in the first four weeks

was significantly associated to SVR. In genotype 1, hemoglobin

variations were not associated to SVR.
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Prevalence of vitamin D deficiency among non-cirrhotic Pakistani
patients with chronic viral hepatitis

Furqaan Ahmed

Gastroenterology, South City Hospital, Karachi, Pakistan

Background: There is a growing body of evidence to suggest that

vitamin D deficiency is common among patients with chronic viral

hepatitis and that it may impact treatment outcomes. Hepatitis B and

C are major health problems in Pakistan with 4.5 million and 9

million people affected, respectively. There is no published data on

vitamin D levels in Pakistani patients with chronic viral hepatitis.

Objective: To determine the prevalence of vitamin D deficiency in

Pakistani patients with chronic viral hepatitis B and C.

Methods: Patients with chronic viral hepatitis B and C but not cir-

rhosis were prospectively tested for vitamin D levels. Patients with

malabsorption, inflammatory bowel disease, and tuberculosis were

excluded as were those using certain medications (steroids, chole-

styramine, and antiseizure, antifungal and HIV medications).

Results: Of the 196 patients enrolled in the study, 73 (37%) had

chronic hepatitis B and 123 (63%) had chronic hepatitis C. 110 (56%)

patients were male and 86 (44%) were female. Overall, 79 (40%) had

vitamin D deficiency (\ 10 ng/ml), 98 (50%) had vitamin D insuf-

ficiency (10-30 ng/ml), and 19 (10%) were vitamin D sufficient

([ 30 ng/ml). Among chronic hepatitis C patients, 38 (31%) were

vitamin D deficient and 70 (57%) were vitamin D insufficient. Of

chronic hepatitis B patients, 41 (56%) were vitamin D deficient and

28 (38%) were vitamin D insufficient.

Conclusion: Vitamin D deficiency and insufficiency affects 90% of

non-cirrhotic, chronic viral hepatitis patients in Pakistan. Further

studies are needed to assess this problem in a larger cohort of patients

and in cirrhotic patients, and to determine its impact on treatment

outcomes in Pakistani patients.
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Florence, 2SPARC Consulting, Milan, Italy

Objectives: HCV infection is closely related to the development of

mixed cryoglobulinemia (MC). Although MC is present in the

majority of HCV patients, only a minority manifests a MC syndrome

(MCS). The possible influence of MC/MCS on the results of anti-

HCV treatment is still matter of debate.

Aim: To prospectively analyze whether the presence of MC influ-

ences the response to the standard peg-IFN + ribavirin therapy (SoC)

in HCV + patients.

Patients: 425 HCV-positive patients were consecutively treated with

SoC/PegIFN and ribavirin therapy. These included: 121 (28.5%)

patients with MCS (HCV + MCS), 132 (31.1%) with MC without

MCS (HCV + MC) and 159 (37.3%) without MCS nor MC or other
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autoimmune/lymphoproliferative disorders (HCV). 13 patients (3.1%)

with uncertain classification were excluded from the study. MC/MCS

data and virological response were regularly assessed during treat-

ment and in a 6-month post-treatment follow-up. The IL28B genotype

was detected by allele-specific real-time PCR.

Results: The statistical analysis showed that HCV + MCS group was

associated with older age (p = 0.0151), severe liver disease(p = 0.02),

female sex(p \ 0.00005) and re-treatment(p = 0.0168). No differences

were observed in viral genotype distribution, pre-treatment viral load,

IL28B allele distribution. During treatment, no differences were observed

for both RVR and EVR. However, when SVR was considered, a statis-

tically significant difference was observed between HCV + MCS vs.

HCV patients(p = 0.012) and also HCV + MC vs HCV(p = 0.045).

The multivariate analysis showed that HCV + MCS was an independent

risk factor of non-response (O.R. 2.48; CI 1.24-6.3; p = 0.013).

Conclusions: In the present study, the virological response of a large

number of HCV + patients with and without MC/MCS was prospec-

tively studied. Results suggest that MCS represents a negative

prognostic factors of response to anti-HCV SoC. This doesn’t appear

related to a significantly modified early viral kinetics. It may be

hypothesized that the higher prevalence of persisting infection in lym-

phocytes, previously shown in MCS + vs. MCS- patients, plays a role.
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Positive effect of hepatitis C public awareness campaigns
on knowledge and practices of roadside barbers in Karachi,
Pakistan

Furqaan Ahmed, Abdul Moid
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Background: Pakistan, with a population of 180 million, has a 5%

prevalence of hepatitis C, which translates into 9 million afflicted

Pakistanis. In addition to risk factors seen in the West, there are other

factors more unique to developing countries like Pakistan, including

the practice of reusing razor blades by roadside barbers. Previous

studies have shown low levels of HCV-related knowledge and high

rates of razor blade reuse amongst barbers in Pakistan.

Objective: Toassess current knowledgeand practices of roadsidebarbers

regarding hepatitis C and razor blade reuse and to assess the impact of

hepatitis C-related public awareness campaign on these roadside barbers.

Results: 50 roadside barbers (average age 30 years, 70% with no

education) were interviewed and their practices monitored. The barbers

had an average of 9 clients per day. All 50 used razor blades on every

client. 22 (44%) also performed abscess drainage and 1 did circumci-

sions. 34 (68%) had knowledge of hepatitis C and 46 (92%) changes

razor blades after every client. 26 (52%) disposed of their razor blades

on the roadside and 24 (48%) threw them into general use waste bins.

Conclusions: Compared to historical controls, current roadside bar-

bers demonstrate improved levels of HCV awareness and lower rates

of razor blade reuse. This can be attributed to the effect of HCV-

related public awareness campaigns. More work is needed to further

improve HCV-related awareness, lower razor blade reuse practices

even further, and address safe razor blade disposal.
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Background and aims: Chronic hepatitis C is the major cause of

liver disease in patients with hereditary bleeding disorders. The cur-

rent standard therapy of chronic hepatitis C in hemophilic patients is a

combination of pegylated interferon alpha (PEG-IFN) and ribavirin

(RBV). Recent studies revealed that the genetic variation of IL28B

region can influence the sustained virologic response (SVR) in hep-

atitis C virus (HCV) infected patients. Here, we evaluated the

influence of IL28B genotypes on response to antiviral therapy in

Iranian hemophilic patients with chronic hepatitis C.

Patients and methods: One hundred and ten Iranian hemophilic

patients (M/F: 102/8) with chronic hepatitis C, who were infected

with HCV genotype 1 were enrolled in the present study. They were

treated with PEG-IFN alpha-2a and RBV for 48 weeks, during

2008-2009. Two common polymorphisms of the IL28B gene

(rs8099917 and rs12979860) were genotyped by PCR-RFLP method.

Results: This study showed that the rs12979860 CC genotype is a

strong predictor of achieving SVR (P = 0.005). The SVR rates were

71.4%, 54.5% and 30% for the CC, CT and TT genotypes, respectively.

Also, the rs8099917 TT genotype was associated with achieving SVR

(P = 0.006). In addition, 66.7% of patients with the rs8099917 TT

genotype achieved SVR vs. 41.5% and %37.55 in the GT and GG

genotypes, respectively. Also, other predictors of SVR including

younger age (P = 0.0001), male sex (P = 0.32), complete EVR

(P = 0.0001) and patients without cirrhosis (P = 0.18) were assessed.

Conclusion: In hemophilic patients the rs8099917 and rs12979860

polymorphisms are two important predictors of response to PEG-IFN

and RBV therapy. Liver biopsy in these patients is contraindicated, so

the use of degree of liver fibrosis as a predictor of SVR is limited. As a

result, clinicians can predict SVR with assessment of these two poly-

morphisms combined with other response predictors in these patients.
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1Department of Hepatogastroenterology ‘MédecineC’, Ibn Sina

Hospital, 2Biostatical, clinical research and epidemiological

laboratory (LBRCE), Medical School of Medicine and pharmacy,

University Mohammed Vth Souissi, Rabat, Morocco

Introduction: Hepatitis C (HVC) have significant impact on quality

of life (Qol). The SF-36 health survey questionnaire allows mea-

surement of perception of health. We aimed to define parameters

influencing Qol in HVC-carriers and to assess biopsychosocial pre-

dictors of health-related Qol.
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Patients and methods: It’s a prospective, descriptive and analytic

study using an adapted and validate Arabic version of SF-36. We

included 98 consecutive HVC-carriers attending our department since

May 2011 to July 2011.Patients with heavy co-morbidities were

excluded. Analysis of associations among clinical variables and

subscales of SF-36 were determined using analysis of variance, and

Kruskal- Wallis tests; p value B 0.05 was considered statistically

significant.

Results: Female gender (p = 0.004) and older age (p = 0.005) were

significantly associated to lower scores of physical functioning PF.

Female gender (p = 0.047), relapse and treatment failure (p = 0.05)

were significantly associated to lower Role physical (RP) scores.

Employment (p = 0.009), intolerance to treatment (p = 0,041) and

older age (p = 0.001) were significantly associated to lower bodily

pain BP scores. High educational level (p = 0.038), intolerance to

treatment (p = 0.007) and both relapses and treatment failure

(p = 0.001) were significantly associated to decreased scores of

General health GH. Female Gender (p = 0.0001), initial viral loads

(p = 0.026) and high fibrosis degree (p = 0.001) were significantly

associated to vitality score VT. High body mass index (p = 0.019)

was significantly associated to lower scores of social functioning SF

and role emotional (p = 0.001). Independent variants significantly

associated to Medical health scores were: employment (p = 0.045),

high educational level (p = 0.004) and female gender (p = 0.008).

Sedentary participants and sustained virological responders had the

best scores.

Conclusion: HVC had a significant impact on Qol. Sustained viro-

logical response when achieved improves health-related Qol.

Including SF- 36 survey in the follow-up seems interesting in HVC

approach especially in subgroups of female patients, employed and

non responders.

Topic: 9.b Clinical

Absno: 1220
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1Hepatogastroenterology, Theodor Bilharz Research Institute,
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Background and aim: Pegylated interferon and ribavirin combina-

tion is still the standard of care in patients with chronic hepatitis C

(CHC). Hematological adverse events are frequent during this treat-

ment and may necessitate dose reduction with a subsequent impact on

sustained virological response (SVR). The aim of this work is to

assess the role of erythropoietin in the management of anemia which

is an important adverse event of this treatment.

Methods: The study included 276 patients with CHC eligible for

treatment according to national protocol. All patients received

pegylated interferon a 2-a 160 lg weekly in combination with riba-

virin 1200 mg/day. Early responders after 12 weeks completed a

course for a total of 48 weeks. Regular monitoring for anemia was

performed at 2 weeks interval and patients with anemia (hemoglobin

level below 10 g/dL) received 4000 units of erythropoietin subcuta-

neously once weekly till end of treatment. Dose reduction of ribavirin

was considered when anemia could not be controlled with erythro-

poietin treatment. The SVR in patients who did not develop anemia

was compared to the SVR in anemic patients.

Results: Patients who developed anemia throughout treatment course

were 49 (17.8%). Dose reduction of ribavirin was not necessary in 43

patients (87.8%) of the whole anemic patients and hemoglobin level

was kept above 11 g/dL throughout treatment period. Overall SVR in

our series was 59.4% (164 patients). The SVR in anemic patients

treated with erythropoietin and did not require ribavirin dose reduc-

tion (62.8%) was statistically indifferent from the SVR in patients

who did not develop anemia (59.5%, p = 0.684).

Conclusion: Erythropoietin is effective in the management of anemia

related to treatment with pegylated interferon and ribavirin combi-

nation in patients with CHC with no necessity to ribavirin dose

reduction and this may be useful in improving the SVR.
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Background and aims: The HCV infection is the most prevalent

transfusion-transmitted infection in transfusion dependent thalassemic

patients but there is no data about the role of IL28B polymorphisms in

HCV treatment of thalassemic patients in the literature. In this study,

we decided to identify the role of IL28B polymorphisms in response

to IFN based treatment among Iranian thalassemic patients.

Methods: Sixty eight poly-transfused thalassemic patients with

chronic hepatitis C were evaluated six months after cessation of

treatment with Pegylated IFN Alpha 2a and Ribavirin. For IL28B

genotyping, genomic DNA was extracted from peripheral blood using

QIAamp DNA Mini Kit. Two IL28B common polymorphisms

(rs8099917 and rs12979860) were genotyped by PCR-RFLP method.

Results: From total of 68 thalassemic patients, 43 individuals were

infected with HCV genotypes 1 and 25 individuals with HCV geno-

types 3. The prevalence of the rs12979860 CC genotype in patients

with HCV genotype 1 who achieved sustained virologic response

(SVR) was significantly higher than in non-responder patients (P =

0.043). We didn’t observe such association between the IL28B

rs8099917 polymorphism and achieving SVR in HCV genotype 1

infected patients (P = 0.3). Also, in HCV genotype 3 infected

patients no association between the IL28B polymorphisms and treat-

ment response was observed. For HCV genotype 1 infected patients,

we detected an association between achieving complete early viro-

logic response (cEVR) and SVR (P \ 0.001). Also, the SVR rate in

HCV genotype 1 infection was significantly higher among patients

without cirrhosis comparing patients with cirrhosis (P = 0.002).

Conclusion: These results demonstrate that among HCV genotype 1

infected thalassemic patients, the rs12979860 CC genotype is

associated with higher rates of SVR. Identification of these poly-

morphisms in HCV infected thalassemic patients before treatment

can help physicians to predict the efficacy of Pegylated IFN and

Ribavirin therapy.
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Background: Hepatitis C virus (HCV) Genotypes and viral load are

important predictors for HCV treatment. We conducted a study to

determine the frequency of various HCV genotypes and its relation

with viral load, alanine aminotransferase (ALT) and risk factors for its

spread.

Methods: A descriptive analytical study conducted in Medical

Unit-2, Bahawal Victoria Hospital, Bahawalpur (South Punjab)

Pakistan (1st September 2007 to 31st August 2012). A total of 581

HCV PCR positive patients were included. Complete history,

physical examination and required laboratory tests were done. HCV

genotyping was done by using type-specific HCV genotyping. Viral

load was classified as low (\ 600000 IU/ml), intermediate

(600000-8000000 IU/ml) and high ([ 8000000 IU/ml) viral load.

Following variables were studied in this study: age, sex, area of

residence, BMI, risk factors, genotype, viral load, ALT. Chi Square

test was used to measure association between HCV genotypes,

viral load and ALT.

Results: Amongst 581 patients, majority were \ 40 years (57.5%),

male (54.7%), BMI\ 25 (52.2%), from rural area (77.6%), ALT C 40

(71.8%) and Low viral load (50.4%). Genotype frequency was geno-

type-3 (79.7%), untypable (10.7%), genotype-2 (6.2%), genotype-1

(2.2%) and mixed genotype (1.2%). Risk factors were: injections

(96.2%), blood transfusion (20.1%), surgical procedures (35.5%),

female ear piercing (99.9%), shaving by the barber (99.1%) in males,

dental procedures (22.0%) and family history of hepatitis (26.5%).

There was no significant association between various HCV genotypes

and ALT & Viral load (P[ 0.05). History of injections were signifi-

cantly associated with genotype-3 (P = 0.002), history of surgical

procedures with genotype 1 and genotype-2 (P = 0.002), and family

history of hepatitis with genotype-2 and mixed genotype (P = 0.012).

Conclusion: HCV Genotype 3 is the most common genotype in our

area. There is no relation of HCV genotypes with viral load or ALT.

Genotype 3 was significantly associated with history of injections.
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Background: Hepatitis C virus (HCV) has been postulated to be an

etiological agent for lymphoid malignancies. Whereas a high preva-

lence of HCV infection in non-Hodgkin0s lymphoma (NHL) patients

has been shown to exist in many geographical areas of high HCV

prevalence any form of association. Aim was to determine the asso-

ciation of HCV infection in patients with chronic lymphocytic

leukemia (CLL).

Methods: A total of 122 subjects were included, out of which, the

number of newly diagnosed consecutive patients with CLL sins 2001

to 2012. Serum HCV 1b RNA was detected in 12 cases.

Results: 12 of the patients tested positive for antibody to hepatitis C

virus (anti-HCV), serum HCV 1b RNA and 3 patients tested positive

for HCV proteins in tumor tissue. 12 patients were started combina-

tion therapy using interferon and ribavirin. 3 patients with markers of

hepatitis C in the tumor reached a complete molecular remission. 9

patients were treated without antitumor effect. These patients

underwent chemotherapy. Virological response was achieved in 7

patients.

Conclusions: In some cases HCV infection is associated with CLL

and play a major role in the pathogenesis of lymphoproliferative

disorders. In these cases treatment should begin with antiviral

therapy.
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Background: The antiviral therapy of HCV infection in patients with

advanced fibrosis and cirrhosis showed low response rate. The aim of

the study was evaluation of the virological response during treatment

with pegylated interferon and ribavirin in 105 cirrhotic patients with

chronic hepatitis C.

Methods: We reviewed a total 1288 patients with HCV infection,

treated with combination therapy, retrospectively. There were 105

(8%) patients with advanced cirrhosis (49- men), 68 (65%) of them

received pegylated interferon and ribavirin therapy (genotype 1). 34

patients (32%) of them were patients with diabetes mellitus or with

insulin resistance. Sustained virologic response (SVR) according to

the individual duration of the treatment and correction of insulin

resistance in cirrhotic patients were analyzed.

Results: Whereas SVR developed at 29 patients (43%) out of 68

patients assessed in our study. It was determined that SVR developed

at patients that had prolonged treatment duration (72 weeks). SVR

develop at 25 patients (74%) that received metformin, and when

compared with the patients that did not receive metformin there is

statistically significant difference between the groups (p \ 0,05).

Conclusions: In the present study, it was determined that SVR was

developed at the cirrhotic patients with prolonged treatment and with

correction of insulin resistance. Adding metformin to the standard

antiviral treatment significantly improves results of therapy.
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Background: Interferon-free treatment using combinations of direct-

acting antivirals (DAAs) is desirable for patients with chronic HCV

infection. We evaluated the combination of the NS5A replication

complex inhibitor daclatasvir (DCV), the NS3 protease inhibitor

asunaprevir (ASV), and the non-nucleoside NS5B polymerase

inhibitor BMS-791325 for 24 or 12 weeks in treatment-naı̈ve patients

with HCV GT1 infection.

Methods: In part 1 of this phase 2a, open-label study, 32 non-cir-

rhotic patients (baseline HCV RNA C 105 IU/mL) received ASV

200 mg BID, DCV 60 mg QD, and BMS-791325 75 mg BID for 24

(Group 1) or 12 (Group 2) weeks. Part 2, ongoing, is similar except

for use of a higher 150 mg BID dose of BMS-791325. The primary

endpoint is HCV RNA \ LLOQ (25 IU/mL) 12 weeks post-treat-

ment (SVR12). Part 1 results are reported.

Results: Groups were well balanced for demographic and disease

characteristics. All patients had HCV RNA \ LLOQ by Week 4 with

no virologic breakthrough or relapse; 94% of patients in both groups

achieved SVR4 (Table 1); two patients were lost to posttreatment fol-

low-up. There were no discontinuations due to adverse events (AEs).

The most common AEs were headache, diarrhea, and asthenia. One

serious AE (renal calculus, considered unrelated to study therapy) was

reported. No grade 3-4 ALT/AST or bilirubin elevations were observed.

Conclusions: Twelve weeks of DCV + ASV + BMS-791325 was

well tolerated and achieved a high rate of SVR4 and SVR12 in chronic

HCV-infected patients who were mainly GT1a and IL28B non-CC

genotype. Further investigation of this regimen for treatment of HCV

is warranted.
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Background: Vaniprevir is a peptidic non-covalently binding

inhibitor of the HCV NS3/4A protease. Vaniprevir has demonstrated

both safety and efficacy when administered as either monotherapy for

8 days or in combination with peg-interferon alfa2a (P) and ribavirin

(R) for 4 weeks in a global treatment-naı̈ve (TN) study and in a Japan

study with patients who have relapsed prior PR therapy. Plasma PK

was assessed following BID administration of vaniprevir in combi-

nation with PR for 24 or 48 weeks to non-cirrhotic GT1 HCV-

infected patients who are treatment-experienced (TE) to PR therapy.

Methods: GT1 TE patients were enrolled in a randomized, multi-

centered, double-blind, and placebo-controlled study with vaniprevir

administered in combination with PR in 4 treatment regimens: 600 mg

BID plus PR for 24 weeks, 600 mg BID plus PR for 24 weeks followed

by PR for 24 weeks, 300 mg BID plus PR for 48 weeks, 600 mg BID

plus PR for 48 weeks. Plasma samples for vaniprevir PK were collected

at select time points until the end of treatment.

Results: For both the 300 mg and 600 mg BID dose groups, mean

trough concentrations (C12hr) of vaniprevir decreased from Day 3 to

Week 4, with similar C12hr values from Weeks 4 to 48. These data

suggests that steady-state is achieved within 4 weeks of BID dosing to

TE patients, which is distinct from the attainment of steady-state within

3 days of BID dosing in healthy subjects. The decrease in exposures

coincides with the rapid reduction in HCV RNA within the first 4 weeks

of dosing in most patients.

Conclusions: Vaniprevir PK decreases during the first 4 weeks of BID

administration to TE patients and achieves steady-state at Week 4. The

time-dependent PK may be attributed to the presence of viral infection

in the liver potentially impacting the disposition of the compound.
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Table 1

n (%) Group 1 Group 2

24 weeks 12 weeks

(N=16) (N=16)

HCV GT1a 12 (75) 12 (75)

HCV RNA \LLOQ

Week 4 16 (100) 16 (100)

Week 12 15 (94)a 14 (88)b

EOT/Last on-treatment 15 (94) 16 (100)

SVR4 15 (94)a 15 (94)c

SVR12 - 15 (94)c

Virologic breakthrough 0 0

Relapse 0 0

a 1 patient discontinued before Wk 12 with HCV RNA \LLOQ; b2

patients missing Wk 12 results, both achieved SVR4; c1 patient

missing post-treatment result, HCV RNA undetectable at EOT
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Background: Oral combinations of direct-acting antivirals provide

new options for HCV-infected patients. We evaluated daclatasvir

(DCV) plus sofosbuvir (SOF), +/- ribavirin (RBV), in treatment-

naive patients with HCV genotype (GT) 1, 2, or 3.

Methods: This open-label study randomized 44 GT1 and 44 GT2 or 3

HCV-infected, non-cirrhotic patients (1:1:1) to SOF for 7 days, then

DCV + SOF for 23 weeks; DCV + SOF for 24 weeks; or

DCV + SOF + RBV for 24 weeks. 82 additional GT1 patients were

later randomized (1:1) to DCV + SOF with or without RBV for

12 weeks. DCV and SOF were dosed orally at 60 mg QD and 400 mg

QD (126 GT1; 44 GT2/3), respectively. RBV was dosed at

1000-1200 mg/d in GT1 and 800 mg/d in GT2/3 patients. The pri-

mary end point was HCV RNA \ 25 IU/mL (LLOQ) at 12 weeks

post-treatment (SVR12). Results of 24-week arms are described.

Results: Most (73%) GT1 patients were GT1a; GT2/3 patients were

59% GT2, 41% GT3. Mean HCV RNA was C 6.5 log10 IU/mL in all

groups. 100% (44/44) of GT1 and 91% (40/44) of GT2/3 patients

achieved SVR12 (Table 1). There was no difference in response by

GT1 subtype (1a/1b), IL28B genotype, or inclusion of ribavirin. The

most common adverse events ([ 20%) were fatigue, headache, and

nausea. The most common grade 3-4 laboratory abnormality was

anemia, which occurred only in patients receiving RBV.

Conclusion: 24 weeks of the all-oral, once-daily combination of

DCV + SOF achieved high rates of SVR12 in patients with HCV geno-

type 1, 2, or 3. SVR4 following 12-week treatment will be presented.
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Viral hepatitis C (VHC) is a public health problem worldwide.

Interleukin 28B (IL28B) polymorphism is a strong treatment response

predictor. The frequency of the minor allele (T) depends on the

ethnicity. None of the published studies has included patients from

Maghreb. Response rates in those patients are similar to Caucasians,

have they the same IL 28B polymorphism profile? Our aim: to

establish the IL28B genetic profile in Moroccan VHC patients and the

association to treatment response. Patients and methods: We included

outpatients with chronic VHC from Oct 2010 to Sept 2011. VHB or

HIV co infections were excluded. All genotypes were included.

Results: We included 62 pts, median age was 57,8 years and sex ratio

0,58. Viral genotypes (G) were G1 in 64%, G2 in 31%, G3 in 3% and G4

in 2%. 33 pts were treated and had SVR statutes. IL28B genotypes were

CC in 32% of pts, CT in 50% and TT in 18% (CT/TT 68%). We

observed in the CC group more G2, higher viral load, more normal

range liver enzymes, more F2 in METAVIR score and less F4.

Response to treatment by IL28B genotype CC compared to CT and TT:

RVR 70% vs 23% and 14%, EVR 100% vs 61% and 42%, SVR 50% vs

20% and 0%. Considering viral genotype, we observed an association

between IL28B CC with treatment response in G1, while in G2, IL28B

genotype was associated with RVR but not with EVR and SVR.

Conclusion: We conducted an original study defining IL28B profile in

Moroccan patients. This profile is similar to Caucasians. In our experience

IL28B genotype was associated with treatment response in G1 group. In

G2, CC genotype was associated with RVR but not EVR and SVR.
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Object: To analyze the relationship between IL-28B gene polymor-

phism and different types of response(SVR,RVR,EVR,EVTR) to IFN

treatment in genotype 1 and non-1 CHC patients.

Methods: PCR sequencing methods were used to analyze the fre-

quency of IL-28B gene rs12979860 allele in 335 CHC patients.

Results: Frequency of rs12979860 CC genotype in SVR(sustained

virological response) patients is 79.04%,which is higher than that of

rs12979860 CT(54.55%),but no significant difference was found in

those relapse patients. Results of Univariate and multivariate regression

analysis about age, weight,non-1 genotype,HCVRNA level showed that

rs12979860 CC genotype is the strongest correlation factor with SVR

regardless of HCV RNA baseline level. In genotype 1 CHC

patients,frequency of rs12979860 CC in EVR (early virological

response),ETVR (end of treatment virological response) patients is

94.2% and 92.75% respectively,higher than those of rs12979860 CT

(55% 45%). In RVR (rapid virological response)patients, frequency

of rs12979860 CC and CT is 46.38% and 25% respectively

(p[ 0.05),whereas in patients without RVR, frequency of rs12979860

CC and CT is 45% and 13.33% respectively(p\ 0.05). In non-1

genotype CHC patients,there is no significant difference was found

between rs12979860 genotype CC and CT regardless of SVR,EVR and

ETVR, but in relapse patients, frequency of rs12979860 CC and CT is

7.19% and 20.83%(p \ 0.05). Results of Univariate and multivariate

regression analysis about sex,age, weight, HCVRNA level showed that

lower baseline HCVRNA level and rs12979860 CC genotype are

independent predictive factors for RVR in non-1 CHC patients.

Table 1

HCV

RNA \
LLOQ,

n (%)

SOF 9 7 days,

then DCV + SOF

9 23 weeks

DCV + SOF 9

24 weeks

DCV + SOF +

RBV 9 24 weeks

(GT1a/

1b) (n =

15)

(GT2/3)

(n = 16)

(GT1a/

1b) (n =

14)

(GT2/3)

(n = 14)

(GT1a/

1b) (n =

15)

(GT2/3)

(n = 14)

Week 4 15 (100) 16 (100) 14 (100) 14 (100) 15 (100) 14 (100)

EOTa 15 (100) 15 (94)b 14 (100) 14 (100) 15 (100) 14 (100)

SVR4 15 (100) 14 (88)c 14 (100) 14 (100) 15 (100) 12 (86)d

SVR12 15 (100) 14 (88) 14 (100) 14 (100) 15 (100) 12 (86)

a End-of-treatment (EOT) includes patients who discontinued early,

with last visit considered EOT. b 1 patient with addition of peglFN/

RBV (rescue);c 1 relapse; d 2 lost to follow-up after week 18 and 24,

respectively—both had undetectable HCV RNA at the last visit
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Conclusion: rs12979860 CC and HCV baseline level are independent

predictive factors for SVR. In genotype 1 CHC patients, rs12979860

CC is not only predictive factor for SVR,RVR,EVR and ETVR,but

also predictive factor for SVR in those patients without RVR.

In genotype non-1 CHC patients, rs12979860 CC is related with

RVR, and maybe the important predictive factor for HCV relapse.
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Prevalence of HBV and HCV in maintenance hemodialysis
patients in a Chinese university hospital: the effect of isolation

Yuling Xiao1, Yunying Shi2, Tingting Wang1, Zhangxue Hu2,
Kening Yan1, Tingfu Yang1

1Department of Laboratory Medicine, 2Department of Nephrology,

West China Hospital, Sichuan University, Chengdu, China

Background: Maintenance hemodialysis (HD) patients are at high

risk of infection by blood-borne viruses, and the prevalence varies

among countries and among HD units within a single country. This

study aimed to investigate the prevalence of hepatitis B virus (HBV),

hepatitis C virus (HCV) and human immunodeficiency virus (HIV) in

HD patients in West China Hospital, compare with the previous

reported data and evaluate the effect of isolation.

Method: 293 adult patients on maintenance HD (171 male/122

female, mean age 54 [18-90] years, from March 2010 to September

2012) were screened for Hepatitis B surface antigen, anti-HCV and

anti-HIV (electrochemiluminescence assay) before admission. Sero-

positive patients were isolated and confined to dedicated dialysis

machines. The screening was repeated every two months.

Results: The HBV prevalence of the HD population was 8.87% (26/

293, 95%CI [confidence interval], 5.61%-12.13%), similar to Taiwan

(6.2%), Hong Kong (9.0%), India (7%) and Middle East (11.8%),

lower than Shanghai of China (14.5%), and higher than North

American (4.6%), Japan (1.2%). The positive rate of anti-HCV in HD

population was 7.17% (21/293, 95% CI, 4.22%-10.12%), similar to

North American (5.5-9.8%), Taiwan (9.5%), Hong Kong (9.0%),

Zhejiang of China (6.6%), lower than North Africa (20.5-76%),

Middle East (26.5-71%), India (46%), Western Europe (10-30%),

Beijing of China (16.7%), and higher than Australia (2.5%), Japan

(4.0%). HBV/HCV coinfection rate was 0.68% (2/293, 95% CI,

-0.26%-1.62%). No seroconversion and HIV positive patient was

detected during the observation period.

Conclusion: The prevalence of HBV in HD patients was similar to

general population (9.1%) in this study. Although positive rate of

HCV was still high, it was similar to most developed countries and

lower than other developing areas as well as Beijing of China. Strict

adherence to infection control practices such as isolation with dedi-

cated machines is effective in preventing HCV transmission in

hemodialysis facilities.
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Cost-effectiveness of boceprevir therapy in untreated adult
patients with chronic hepatitis C (HCV) genotype 1

Paul Mernagh1, Jun Feng1, Mark Del Cuore2

1OptumInsight, 2MSD, Sydney, NSW, Australia

Background: Boceprevir, an oral HCV-NS3 protease inhibitor, is

indicated for the treatment of chronic hepatitis C virus (HCV)

genotype 1 in combination with peginterferon-alpha and ribavirin

(RBV). Boceprevir plus peginterferon-alpha 2b and RBV

(PEGATRON) has been shown to significantly increase sustained

virologic response (SVR) rates in previously untreated adults with

chronic hepatitis C (CHC) genotype 1, compared to PEGATRON

alone (SVR: 63% versus 38%).

Objective: To determine the cost-effectiveness of triple therapy

including boceprevir compared to dual therapy in untreated adults

with HCV in Australia.

Methods: A semi-Markov model was constructed to capture the early

stages of CHC and the possibility of SVR, as well as important

downstream health states which impact on quality of life, survival and

resource utilisation. Early stages of liver disease were defined by

levels F0 to F4 of METAVIR scoring system. Advanced stages were

defined as compensated cirrhosis, decompensated cirrhosis, and

primary hepatocellular carcinoma.

Patients who moved from a baseline fibrosis score of F0-F3 to SVR

were assumed to be free of any further disease progression, remaining

in a viral-negative state until death. Patients who moved from a

baseline fibrosis score of F4 to achievement of SVR, were assumed to

retain some risk of liver complications due to pre-existing liver

damage. Subjects who failed to achieve SVR were assumed to be at

risk of disease progression until any cause mortality.

Costs and preference-based utility values varied by health state,

and were aggregated over the patients’ lifetimes to calculate an

incremental cost-utility ratio.

Results: The base case incremental cost-utility ratio was AU$38,712

per additional QALY in the treatment-naı̈ve population. The model

was robust to variations in the SVR rate and model duration.

Conclusion: The use of boceprevir for untreated chronic genotype 1

HCV is a cost-effective option for untreated adult patients with CHC

genotype 1.
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Severity of anemia and survival in HCV infected persons
and effect of HCV treatment

Arpan Mohanty1, Sebhat Erqou1, Adeel Butt2

1Internal Medicine, University of Pittsburgh Medical Center,

Pittsburgh, 2Internal Medicine, Division of Infectious Diseases,

University of Pittsburgh School of Medicine, USA, PA, USA

Background/aims: The association of Hepatitis C virus (HCV)

treatment on mortality in HCV infected individuals with baseline

anemia is poorly understood.

Patients/methods: 75,403 HCV infected Veterans (5,925 anemic and

69,478 non-anemic Veterans) with no other baseline or incident

co-morbidities were included in this study. The effect of treatment for

HCV on survival was compared among individuals with varying

severities of anemia (mild: 10-12 g/dl for women; 10-13 g/dl for men,

moderate and severe anemia: less than 9.9 g/dl) using Cox propor-

tional hazards and Kaplan Meir survival curves.

Results: In a follow-up period of 320,683 person-years, anemic HCV

infected Veterans had a higher all-cause mortality rate than their non-

anemic counterparts [78.8 per 1000 person-years (95% CI 75.1- 82.7)]

versus 24.0 per 1000 person-years (95% CI 23.4-24.6) respectively].

Among the anemic HCV infected Veterans, the mortality rate of treated

(for HCV) Veterans was lower than untreated Veterans [85.2 person-

years (95% CI 81.1- 89.4) versus 23.9 person-years (95% CI 18.2-31.4)

respectively]. After adjustment for socio-demographic and bio-chemical

factors, the hazard ratio for association of treatment of HCV with mor-

tality among Veterans with all anemia was 0.25(0.17, 0.36), mild anemia

was 0.27 (95% CI 0.18-0.39) and with moderate to severe anemia was

0.11(95% CI 0.03-0.45). Kaplan Meir curves depict improved survival

with HCV treatment among anemic Veterans (Fig. 1).
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Conclusion: Anemia is associated with increased mortality among

HCV infected persons. Treatment for HCV in those with pre-treatment

anemia improves survival. Research on strategies to treat anemia and to

improve treatment rates should be a priority in this population.
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Cost-effectiveness of boceprevir therapy in previously treated
adult patients with chronic hepatitis C (HCV) genotype 1

Paul Mernagh1, Jun Feng1, Mark Del Cuore2

1OptumInsight, 2MSD, Sydney, NSW, Australia

Background: Boceprevir, an oral HCV-NS3 protease inhibitor, is

indicated for the treatment of chronic hepatitis C virus (HCV)

genotype 1 in combination with peginterferon alpha (Peg IFN) and

ribavirin (RBV). Boceprevir plus Peg IFN and RBV has been shown

to significantly increase sustained virologic response (SVR) rates over

dual therapy in previously-treated patients with chronic hepatitis C

(CHC) genotype 1 from 21% to 59-66%.

Objective: To determine the cost-effectiveness of triple therapy

including boceprevir over dual therapy in previously treated adult

patients with chronic HCV genotype 1 in Australia.

Methods: A semi-Markov model was constructed to capture the early

stages of CHC and the possibility of SVR, along with important

downstream health states which impact on quality-of-life (QoL),

survival and resource utilisation. Early stages of liver disease were

defined by levels F0 to F4 of METAVIR scoring system. Advanced

stages were defined as compensated cirrhosis, decompensated cir-

rhosis, and primary hepatocellular carcinoma. Patients who achieved

SVR from a baseline fibrosis score of F0-F3 were assumed to be free

of further disease progression, remaining in a viral-negative state until

death. Patients who achieved SVR from a baseline score of F4 were

assumed to maintain some risk of liver complications due to pre-

existing liver damage. Subjects who fail to achieve SVR were

assumed to be at risk of disease progression until any cause mortality.

Costs and preference-based utility values varied by health state, and

were aggregated over the patients’ lifetimes to calculate an incre-

mental cost-utility ratio.

Results: The evaluation found that although boceprevir remains more

costly than dual therapy, it was associated with improvements in

health-related QoL. This occurred through the downstream avoidance

of serious health states and improvement in viral clearance.

Conclusion: At an incremental cost per QALY of AU$33,750, the

use of boceprevir for previously-treated chronic genotype 1 HCV is

cost-effective.
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Interferon-based therapy improves prognosis in elderly patients
with chronic hepatitis C regardless of their past history
of hepatocellular carcinoma
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Murata1, Mayumi Kodama1, Akihiro Iwamitsu1, Yasushi
Imamura3, Yukihiko Syou3, Yoshirou Baba3, Akio Ido2,
Hirohito Tsubouchi2

1Center for Digestive and Liver Diseases, Miyazaki Medical Center

Hospital, Miyazaki, 2Digestive and Lifestyle Diseases, Kagoshima

University Graduate School of Medical and Dental Sciences, 3Internal

Medicine, Kagoshima Kouseiren Hospital, 4Center for Digestive

and Liver Diseases, Kagoshima Teishin Hospital, Kagoshima, Japan

Aim: Interferon (IFN)-based therapy improves the prognosis in

chronic hepatitis C (CHC) patients, especially in patients with elim-

inating the hepatitis C virus (sustained viral response; SVR).

However, elderly patients are less likely to tolerate doses of IFN-

based therapy sufficient to achieve SVR. The aim of this study is to

elucidate the effects of IFN-based therapy on elderly CHC patients.

Methods: One hundred and fifty-nine CHC patients aged 65 years or

over who received IFN-based therapy were enrolled in this retro-

spective study, of whom 28 underwent prior curative treatment for

hepatocellular carcinoma (HCC). The association between the prog-

nosis and the effect of IFN-based therapy were investigated in the

total patient population, and in subgroups with (n = 28) or without

(n = 131) a past history of HCC. Transient viral responders (TVR)

are defined as those whose HCV RNA levels have been transiently

undetectable, and non-viral responders (NVR) had detectable levels

of HCV RNA throughout IFN-based therapy.

Results: During the follow-up period (29.8 ± 12.4 months), liver-

related death occurred in 13 patients. Past history of HCC, low

platelet count, NVR, and HCC occurrence after IFN-based therapy

were associated with liver-related death. In the subgroup without a

past history of HCC, the incidence of HCC was significantly lower in

patients with SVR/TVR as compared to NVR (3.8% vs. 13.7%,

P \ 0.05), and there was a trend towards fewer liver-related deaths in

patients with SVR/TVR compared to NVR (0% vs. 5.9%, P = 0.06).

Similarly, among elderly patients with a past history of HCC, the

incidence of HCC recurrence was significantly lower (41.7% vs.

81.3%, P \ 0.05) and there was a trend towards fewer liver-related

deaths (16.7% vs. 50%, P = 0.11) in patients with SVR/TVR com-

pared to NR.

Conclusions: IFN-based therapy improves survival and lowers HCC

occurrence in elderly CHC patients; such effects may depend on

virologic response.
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Pre-emptive antiviral therapy for hepatitis C in living donor
liver transplantation

Fig. 1 Severity of anemia and survival
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Background: From a global stand point, Japanese experience is

unique in two aspects. First, the majority is based on living donors.

Second, hepatitis C (HCV) is more common rather than hepatitis B

compared to other Asian regions. Recurrence of HCV is universal

after liver transplantation, and remains a significant challenge. Since

live donor liver transplantation (LDLT) is performed in a planned

manner at a lower MELD score, we have aggressively applied pre-

emptive INF/RBV in our series.

Patients/methods: Outcomes of 122 consecutive recipients with

HCV who underwent LDLT at The University of Tokyo Hospital

were studied. Treatment was applied as follows; to improve tolera-

bility, splenectomy was performed at LDLT. INF/RBV is initiated

promptly after improvement in general condition with low dosage,

followed by gradual increase. Finally, PegIFN 1.5ug/kg/W and RBV

800 mg/day are applied. INF/RBV is continued for 12 months (mo.)

after serum HCV-RNA becomes negative (defined as the end-of-

treatment response (ETR)). The response was considered to be a

sustained viral response (SVR) after another 6 mo. of negative

serologic results without INF/RBV.

Results: Median age was 55 yrs (23-66), majority were male (87 M/

35F). Median MELD score was 14 (6-48). The series included 72

HCC, and 6 HIV co-infected patients. Genotype was 1b in 98. Totally

63 had negative HCV-RNA results at least once, among which 42

reached ETR. At the time of data collection, 32 achieved SVR. At

5 years, negative HCV-RNA status was obtained in 65%, ETR in

56%, and SVR in 44%. Overall survival at five years was 79%. Five

year survival rate of those who achieved ETR was 97%.

Conclusion: Preemptive INF/RBV therapy after LDLT for HCV is

feasible with acceptable outcomes. However, a substantial group of

patients who do not experience permanent viral eradication remains.

Further study in LDLT with aggressive treatment options is

warranted.
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Long-term outcome after antiviral therapy of patients
with hepatitis C virus infection and compensated cirrhosis
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Objectives: Hepatitis C virus(HCV) infection frequently causes

chronic liver disease leading to cirrhosis and hepatocellular carci-

noma (HCC). There are few studies addressing the efficacy of

treatmenet with full-dose peginterferon-alpha plus weight-adjusted

RBV dose in compensated cirrhotic patients with HCV infection. We

compared long term outcomes and adverse event profiles between

cirrhotic patients with or without antiviral treatments.

Methods: This is a single centered, retrospective study of patients

with HCV-related cirrhosis who had received treatment from 2004. A

total of 57 patients were treated with PEG-IFN alpha-2a/ribavirin or

PEG-IFN alpha-2b/ribavirin and the treatment response was assessed

based on the sustained virologic response (SVR). And then we

followed up those patient at least 1 year. We compared several

variables such as overall survival, event free survival, liver-related

death and events rate of decompensation between cirrhotic patients

with or without antiviral treatments.

Results: Overall survival in patients with SVR was 93.1 % vs. 61.3 %

in control group (P = 0.005) and Overall survival in patients without

SVR was 85.7 % vs. 61.3 % in control group (P = 0.390).

Event-free survival was 89.3 % in patients with SVR vs. 32.3 % in

control group (P \ 0.001) and Event-free survival was 71.4 % in

patients without SVR vs. 32.3 % in control group (P = 0.089) During

the study, 14 patients died (11 in control group and 3 in treatment

group).

In control group, the cause of deaths are liver-related problems

such as HCC progression (5),HRS(3), SBP(1) and non-liver-related

problems such as pneumonia(1) and pleural effusion(1).

In treatment group, the cause of deaths are liver-related problems

such as HCC progression (2) and non-liver-related problems such as

cerebral hemorrhage (1).

Conclusions: Antiviral treatment in HCV-related compensated cir-

rhosis reduces the likelihood of clinical decompensation and

improves event free survival.
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All treated Japanese genotype 1 patients with IL28B TT allele
achieved SVR by 4 weeks faldaprevir and 48 weeks PegIFN/
ribavirin
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Background/aims: We reported Phase II study results with falda-

previr (BI 201335) and PegIFN/ribavirin (RBV) for Japanese chronic

hepatitis C (CHC) patients at APASL 2012. The aim of this analysis

was to evaluate efficacy according to IL28B genotype in the Phase II

cohort.

Methods: The Phase II study was a randomised, double-blind, pla-

cebo-controlled trial investigating faldaprevir 120 mg and 240 mg

once daily (QD) in treatment-naı̈ve patients and 240 mg QD in an

open-label group of treatment-experienced patients. In all groups,

faldaprevir (or placebo) plus PegIFN/RBV was administered for

4 weeks, followed by PegIFN/RBV for 44 weeks.

Among the 18 patients enrolled in the Phase II trial and administered

faldaprevir, IL28B (rs8099917: TT, TG, or GG) genotyping was

conducted on 15 patients (mean age 54.7 ± 11.6 yr; 9 males, 6

females).

Results: The IL28B major allele (TT) was found in 8 patients and the

hetero/minor allele (TG/GG) was found in 7 patients. Sustained vi-

rological response (SVR) rates for TT and TG/GG were 100% (8/8)

and 42% (3/7), respectively (p = 0.026). Four patients whose IL28B

was TG/GG could be assessed for HCV Core 70 amino acid substi-

tution: all of them were R70Q, and the SVR was 25% (1/4).

Conclusions: Treatment with 4 weeks faldaprevir plus PegIFN/RBV

followed by 44 weeks PegIFN/RBV produced a high SVR rate in

Japanese genotype 1 CHC patients with the IL28B major allele. The

ongoing global Phase III study with 12 weeks’ faldaprevir plus

PegIFN/RBV may improve the SVR rate for patients with the IL28B

hetero/minor allele.
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Usefulness of IL28Brs8099917 genotypes for prediction
of treatment effect of PEG-IFN&RBV combination therapy
in hepatitis C patients with normal ALT level
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Chiba University, Chiba City, Japan

Aims: It has been reported that interleukin lambda-3 (IL28B) is

useful for the prediction of treatment response in chronic hepatitis C

patients treated with peginterferon plus ribavirin. On the other hand,

we occasionally could not make decision to treat HCV-infected

patients with normal ALT level. In the present study, we report the

usefulness of the IL28Brs8099917 for the prediction of virological

response in chronic hepatitis C patients having normal ALT level

treated with peginterferon plus ribavirin

Method: One hundred and ninety-eight chronic hepatitis C patients

(age, 55 ± 11 years; Men, 50%; genotype-1, 82%), who agreed with

the analysis of IL28Brs8099917 genotypes and were treated with

peginterferon plus ribavirin in our hospital from February 2008 to

September 2012, were included into the present study. We defined

ALT \ 40 IU/L as normal ALT level. HCV RNA and IL28Brs

8099917 were determined by TaqMan PCR assay and TaqMan SNP

assay, respectively. We examined the effect of clinical backgrounds

including IL28Brs8099917 genotypes on the virological response in

chronic hepatitis C patients with normal ALT level.

Results: There were no significant differences of IL28Brs8099917

distribution in between normal ALT and abnormal ALT Groups.

Normal ALT Group had less hemoglobin level (p \ 0.05), less

genotype-1 patients and woman-dominant (p \ 0.05). Among geno-

type-1 patients with normal ALT level (p \ 0.05), g-GTP level was

significantly lower (p \ 0.05), and EVR and SVR rates were signif-

icantly higher in IL28Brs8099917 TT group, compared to the

IL28Brs809917 TG/GG group (p \ 0.05).

Conclusion: IL28Brs8099917 is also useful for prediction of SVR in

chronic hepatitis C patients who had normal ALT, treated with

peginterferon plus ribavirin. These findings could lead to making

decision to treat hepatitis C patients with normal ALT levels.
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their clinical profiles and response to pegylated interferon
and ribavirin
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Background: Hepatitis C (HCV) co-infection commonly occurs in

HIV patients. Anti-retroviral (ARV) therapy has markedly reduced

HIV-related morbidity and mortality. Liver disease now becomes a

cause of significant morbidity in HIVHCV co-infected patients.

Methods: Retrospective-prospective study of 38 patients who were

treated between 2006 and May 2011.

Results: The median age (minimum, maximum) was 41 years (24,

55) and BMI was 22 (18, 27). 97% are males and 76% had history of

intravenous drug use. The median CD4 was 513 cells/ul (239, 1667)

and 71% was on ARV. The baseline HCV RNA was [ 400,000 iu/ml

in 78% of cases, 71% had genotype 3 and the remaining were

genotype 1. Triple HIV/HCV/HBV infections occurred in 13%. Liver

biopsies were performed in 35 patients; the modified HAI fibrosis

scores were F0 = 1, F1 = 8, F2 = 7, F3 = 13, F4 = 1, F5 = 1,

F6 = 4. Twenty five patients completed 48 weeks pegylated inter-

feron and ribavirin, three completed 24 weeks, four had premature

discontinuation due to adverse effects, two discontinued due to lack of

response, three defaulted while on treatment and one declined treat-

ment. The adverse effects were neuropsychiatric in 3 and

hematological in 2 patients. Thirty six patients had completed post

treatment evaluations, the overall sustained virological response

(SVR) was 50% (18/36), genotype 3 = 56% (14/25), genotype

1 = 36% (4/11).

Conclusions: The majority of HIVHCV co-infected patients assessed

for HCV treatment had high baseline HCV RNA and significant liver

disease. The favourable factors were young age, low BMI and good

genotype. The SVR was reasonable but management was complicated

by frequent defaults and adverse effects causing premature discon-

tinuations. Providing HCV treatment for HIVHCV co-infected

patients should address these aspects of patient care.
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Effects of insulin resistance and oxidative stress on liver fibrosis
in patients with chronic c hepatitis
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Aim: Insulin resistance and oxidative stress may affect liver fibrosis

progression and treatment response in chronic hepatitis C (CHC). The

aim of this study is to determine insulin resistance (IR) and oxidant/

antioxidant status of patients with CHC and the effect of peginter-

feron/ribavirine therapy on these parameters.

Method: 39 biopsy proven CHC patients and 26 healthy controls

were enrolled. Biochemical parameters including oxidative stress

markers, antioxidants (8-OHdG, AOPP, NO, XO, Thiol, SOD,

GSHPx) and HOMA-IR were assessed after 12 hours fasting. On 24th

week, these parameters were measured again in 17 patients under

therapy. Statistical analyses were performed to assess associations

between the variables and compare parameters between control and

patient groups and between mild and severe fibrosis groups.

Results: Pretreatment HOMA, XO, Thiol, 8-OHdG and AOPP levels

increased whereas SOD and PON levels decreased in patient group as

compared with controls. On 24th week of therapy; HOMA IR,

8-OHdG and XO were lower than pretreatment levels. As compared

with patients who had mild fibrosis (F0-1-2), patients with moderate/

severe fibrosis had significantly lower values of antioxidant enzymes

SOD and GSHPx and higher levels of HOMA, XO, ferritine. Sig-

nificant correlation coefficients were also observed between AOPP

and ferritine. When the biopsies were graded according to modified

Knodell scoring system, fibrosis level significantly correlated with

HOMA, age, HAI and GSHPx.

Conclusion: CHC patients develop IR which could induce fibrosis

progression and interferon resistance at early stage of infection. These

patients are also under the influence of oxidative stress which is

associated with lower level of antioxidant enzymes. Oxidative stress

could contribute to fibrosis progression by increasing levels of oxi-

dants such as AOPP in addition to known mechanisms. Thus the

treatment of insulin resistance by decreasing hyperinsulinemia and

antioxidant therapy could improve response rates in CHC infection.
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Background: Standard treatment in patients with genotype 2 hepatitis

C virus (HCV) is the combination of peginterferon(PegIFN) a and

ribavirin(RBV) for 24 weeks. There were several studies to investi-

gate whether a shorter course treatment is as effective as a standard

24-week treatment. In spite of the short duration, several studies have

shown the sufficient efficacy, especially in patients who had a rapid

virologic response (RVR) at week 4. But another few studies have

reported conflicting results. We investigate the 16 weeks of treatment

with PegIFN and weight-based RBV is as effective as 24 weeks in

patients who achieve RVR with genotype 2 chronic hepatitis C

(CHC).

Methods: This is a prospective, randomized, controlled study.

Patients with genotype 2 HCV were treated with PegIFN a-2a

(180lg/week) and weight-based RBV 800-1200 mg/day. The only

patients who achieve RVR at week 4 were randomized in a 1:1 ratio

to 16 or 24 weeks. We are conducting the study and will enroll a total

of 148 patients. Now, 84 patients who have completed the study are

included in this interim analysis. The primary end point was sustained

virologic response (SVR) which was defined as not detectable HCV

RNA at week 24 after the completion of treatment.

Results: Fourty three patients had 16 weeks treatment and 41 patients

had 24 weeks. End of treatment virologic reponse was 100% in the

16 weeks treatment and 97.6% in the 24 weeks (P = 0.488). Relapse

rate was 9.3% in the 16 weeks treatment and 4.9% in the 24 weeks

(P = 0.676). There was no statistically difference in SVR (90.7% in

16 weeks vs. 92.7% in 24 weeks, P = 0.999).

Conclusions: A shorter course of therapy for 16 weeks with PegIFN

a-2a and weigh-based RBV is as effective as a 24 weeks treatment in

gentype 2 CHC patients who achieve RVR.
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Background and aims: Chronic hepatitis C is the major cause of

liver failure worldwide. Recently, several genome-wide association

studies found that the particular polymorphisms near IL28B gene such

as rs12979860 and rs8099917 polymorphisms are associated with

response to PEG-IFN and RBV therapy. Although few studies sug-

gested that the rs12979860 polymorphism is the stronger predictor of

SVR than the rs8099917 polymorphism, the exact impact of each of

these two polymorphisms on hepatitis C virus (HCV) treatment out-

come is unclear. Here, we assessed the impact of IL28B haplotypes,

which are tagged by the rs12979860 and rs8099917 polymorphisms,

on the HCV treatment response.

Methods: One hundred and ninety-nine Iranian patients with chronic

hepatitis C genotype 1 (M/F: 167/32), that have been treated with

PEG-IFN and RBV were enrolled in the present study. For IL28B

genotyping, genomic DNA was extracted from peripheral blood using

QIAamp DNA Mini Kit. Two IL28B common polymorphisms

(rs12979860 and rs8099917) were genotyped by PCR-RFLP method

and haplotype estimation of the IL28B gene was performed using

Expectation-Maximization Algorithm.

Results: We found three IL28B haplotypes (rs12979860-rs8099917)

in our patients including C-T, T-G and T-T haplotypes. We didn’t find

the C-G haplotype in any of our patients. The IL28B C-T haplotype

was associated with higher rates of SVR than the T-T haplotype

(P = 0.01, OR = 2.08) and than the T-G haplotype (P = 0.0001,

OR = 2.63). There was no significant difference in achieving SVR

between the IL28B T-T and T-G haplotypes (P = 0.487, OR = 0.79).

Conclusion: In the current study we showed that the IL28B C-T

haplotype is associated with favorable treatment outcome, while the

T-T and T-G haplotypes are associated with treatment failure. Also,

we found that there is no significant difference between achieving

SVR by the IL28B T-T and T-G haplotypes which also, show that the

IL28B rs12979860 polymorphism predict SVR stronger than the

rs8099917 polymorphism.
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Backgrounds: Racial and genetic factors play a role in the virologic

response to peginterferon and ribavirin in CHC. This study investi-

gated the effect of peginterferon dose reduction on the virologic

response and analysed single nucleotide polymorphisms (SNPs) of

several genes in Koreans with CHC genotype 1.

Methods: A total of 178 naı̈ve patients with CHC genotype 1 were

prospectively enrolled in a multicentre-study. All patients were ran-

domly assigned to undergo treatment with one of two regimens; 180-mg

peginterferon alfa-2a per week for 48 weeks (full-dose group, n = 92),

or 180-mg peginterferon alfa 2a per week during the first 12 weeks

followed by 135-mg per week for the next 36 weeks (dose-reduction

group, n = 86). All patients were treated with 1000-1200 mg ribavirin

per day for 48 weeks. SNPs related to the IL28B, ITPA, C20orf194 and

SLC29A1 were genotyped.

Results: The frequencies of major allele homozygote (rs12979860

CC and rs8099917 TT) of IL28B were over 80% in this study pop-

ulation. The rates of sustained virologic response (SVRs) in patients

with IL28B major allele homozygote were significantly higher than

those with IL28B heterozygote and minor allele homozygote

(P \ 0.05). However, for the ITPA, C20orf194 and SLC29A1 genes,

SVRs were not different as genotypes. The virologic response at

weeks 4, 12, 48, and 72 was not different between full-dose group and

dose-reduction group. However, for the patients containing IL28B
minor allele genotypes, the SVR in the dose-reduction group was

lower than that in the full-dose group.

Conclusions: Out data suggest that in Korean CHC genotype 1

patients, the major alleles of IL28B gene are prevalent and the most

significant predictors of SVR among several candidate genes. Addi-

tionally, the SVR was not different between full-dose and dose-

reduction group, even though full-dose treatment with peginterferon

is important in the patients with unfavourable IL28B genotypes.
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Background and aim: Chronic hepatitis C patients with advanced

fibrosis have unsatisfactory sustained virological response (SVR)

rates. Few data demonstrating the efficacy of combination therapy in

chronic hepatitis C patients with advanced fibrosis in South Korea are

available. The purpose of this study was to assess whether the stage of

fibrosis impacts the efficacy of combination therapy for chronic

hepatitis C.

Methods: We retrospectively reviewed data for a total of 109 patients

with chronic hepatitis C, treated with peginterferon alfa and ribavirin.

SVR according to the stage of liver fibrosis assessed by pretreatment

liver biopsy and genotype results were analyzed.

Results: Data from 66 genotype 1 patients (60.6%) and 43 genotype 2

or 3 patients (39.4%) among the 109 patients were analyzed. SVR

rates for the genotype 1 patients were significantly lower for the stage

3-4 group (32.1%) than the stage 0-2 group (78.9%; P \ 0.001). SVR

rates (92.0% for stage 0-2, 77.8% for stage 3-4, P = 0.184) of

genotype 2 or 3 patients were not significantly different according to

fibrosis stage. Likewise, the frequency of adverse events was not

significantly different according to fibrosis stage.

Conclusions: Compared to patients without advanced fibrosis, we can

anticipate good SVR rates for genotype 2 or 3 patients with advanced

fibrosis and they did not show an inferior tolerability for peginterferon

and ribavirin combination therpy. Our results suggest that active

treatment is needed for genotype 2 or 3 patients with advanced fibrosis.
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Introduction: HCV genotyping is very important in the determine of

the treatment protocols and is varies between different geographic

areas. This study aimed to research the most up-to-date risk factors for

the transmission of hepatitis C virus infection and their associated

with HCV genotypes in Turkey.

Methods: A total of 287 consecutive adult patients with chronic HCV

infection between January 2010 and April 2012 were included in this

study. Viral genotypes were determined by the reverse hibridizisyon

method (HCV-TS kit,Strip Assay).

Results: There were 141(49.1%) women and 146(50.9%) men with a

mean age of 48.15 ± 14.82 years (range 18-84). Genotype 1 was

detected in 248 of the 287 patients (86.41%). Of these, 241 patients

observed infection with subtype 1b (83.97%) and 7 patients with

subtype 1a(2.44%). Genotype 2 was found in 28(%9.76) patients.

Genotype 3 and genotype 4 were showed only in 2(%0.69) patients

and 9(%3.14) patients, respectively. In our patients, genotype 5 and

genotype 6 were not detected. No risk factor was identified in 38

patients (13.2%). The numbers and percentages of patients for the risk

factors were as follows; history of dental procedure, 153(53.3%);

history of surgery, 68(23.7%); long-term hospitalization, 62(21.6%),

history of blood and blood product transfusions, 52(18.1%); history of

the presence of HCV infection in the family, 49(17.1%); history of

tattooing, 43(15%); history of the medical abortus, 12(4.2%); history

of manicure and pedicure, 11(3.8%); hemodialysis, 8(9.2%); history

of i.v. drug use, 1(0.3%). All of the patients who were a history of

surgery or who had a history of the medical abortus were genotype 1b.

Conclusion: Genotype 1b was observed in the vast majority of

patients in Turkey. The results of this study demonstrated medical

interventions such as dental procedure and surgery were the most

frequently associated risk factors for HCV transmission in Turkey,

which can be preventable.
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Background and aims: Hepatitis C is a major cause of liver disease.

In children it is associated with a mild and often asymptomatic dis-

ease. Hepatitis C virus (HCV) infection is the most prevalent

transfusion transmitted infection in hemophilic and thalassemic

patients. Therapeutic trials in HCV infected children are still lacking,

especially in hemophilic and thalassemic children. So, we decided to

evaluate the virologic response to Pegylated interferon (PEG-IFN)

alfa among these two high risk groups of children comparing with

adults.

Methods: This study was carried out on 22 thalassemic children

patients and 28 hemophilic children patients in comparison with

another two groups of 144 thalassemic adult patients and 313

hemophilic adult patients that were similar in HCV genotypes, sex

and stage of liver disease. All patients were treated with the same

therapy regimen.

Results: In thalassemic children, there were 10 patients with HCV

genotype 1, 9 patients with genotype 3, and 2 patients with mixed

genotypes. There were 7 patients with liver cirrhosis in this group.

Among hemophilic children, there were 23 patients with HCV

genotype 1, and 3 patients with genotype 3. There was not any case of

cirrhosis in this group. In thalassemic patients, sustained virologic

response (SVR) was achieved in 78.9% of children, compared to

33.8% of adults (P \ 0.001, OR = 7.36, 95%CI = 3.24-9.87). In

hemophilic patients, SVR was achieved in 81.5% of children, com-

pared to 62.9% of adults (P = 0.043, OR = 2.6, 95%CI = 1.8-4.32).

Conclusion: These results show an improved SVR rate in HCV

infected children compared to reference series in adults with the same

regimen, especially in thalassemic children patients. Also, this result

is similar to the rate of SVR in non-hemophilic and non-thalassemic

children patients. Histological changes among HCV infected children

are mild and cirrhosis is rare which can explain the high virologic

response in children.
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Objective: To determine autoantibodies in chronic hepatitis C (CHC)

patients with clinical features and their antiviral efficacy of treatment,

and to understand the clinical features and efficacy of antiviral

treatment.

Method: A search in the Pubmed, Embase, CNKI, Wangfang and Vip

databases from January 1989 to December 2010 was made. Two

reviewers independent assessed the quality of the publication and

collected the data of basic information.Meta-analysis are processed

using RevMan software(version5.0.21) with odds ratio(OR) and

weighted mean differences as statistics. Selected fixed or random

model based on the heterogeneity test. Sensitivity analysis is done by

transform models, excluding the maximun and the minimus weght of

the studies. The publication bias is evaluated by funnel plots.

Results: 10 trails involving 1810 CHC patients were included by

Meta-analysis. 436 of them were positive for autoantibodiy.It showed

difference statistically between positived autoantibody and ages

(p = 0.02, WMD 3.38, 95%CI [0.50-6.26]) and gender (in male

p = 0.02, OR 0.77, 95%CI [0.50-6.26], in female p = 0.005, OR

1.37, 95%CI [1.10-1.72])in CHC patients. And the rate of positive

antibody raise with growing of age. And it was showed that there was

stastically different between the positive autoantibody and AST

(p = 0.010, WMD 19.32, 95%CI[4.69-33.94]) and ALT (p = 0.0001,

WMD 47.06, 95%CI[22.75-71.36]) level. In CHC patients with

positive autoantibody, AST and ALT level are higher than with

negative. There was no statistical difference between positived

autoantibody and HCV genotype and the efficacy of IFN antiviral

treatment in CHC patients in CHC patients(P [ 0.05).

Conclusion: The probability of positive antibody increased with

increasing age.It was lower in male and higher in female. There was no

association between autoantibody and HCV genotype. In CHC patients

with positive autoantibody, the AST and ALT level is higher than the

negative one.There is no association between the autoantibody and the

efficacy of antiviral therapy for CHC patients.
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Background and aims: IL28B polymorphism recognized as one of

the most prominent predictors of hepatitis C spontaneous and treat-

ment induced clearance. Interestingly, the favorable genotypes of

IL28B found to be more frequent in Asian ethnicity than Caucasian

and African populations, respectively. Also, few studies reported that

there is a mysterious association between the IL28B polymorphism

and the hepatitis C virus (HCV) genotype in patients with chronic

hepatitis C but they did not explain any mechanism for this phe-

nomenon. The main aim of this study was to compare the distribution

of IL28B genotypes between Iranian healthy individuals and patients

with chronic hepatitis C.

Methods: In this study, 921 patients with chronic hepatitis C and 142

healthy individuals were included. The IL28B rs12979860 and

rs8099917 polymorphisms were genotyped using the polymerase

chain reaction-restriction fragment length polymorphism (PCR-

RFLP) method.

Results: The differences in the distribution of IL28B rs12979860 and

rs8099917 genotypes between patients with chronic hepatitis C and

healthy individuals were not statistically significant. When we com-

pared the distribution of IL28B genotypes between the healthy group
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and the HCV infected patients by HCV genotype, we found 9.8% higher

frequency of rs12979860 CC genotype in the healthy individuals than

HCV genotype 1 infected patients (P = 0.03) but there was no signif-

icant difference in the distribution of rs12979860 genotypes between

the healthy and HCV genotype 3 infected groups (P = 0.46).

Conclusion: It seems that the impact of IL28B polymorphism on the

spontaneous clearance of HCV genotype 1 is more prominent than

HCV genotype 3 which results in the observation of higher

rs12979860 C allele frequency in chronic hepatitis C patients with

HCV genotype 3 than HCV genotype 1.

Topic: 9.b Clinical

Absno: 1438

The safety and efficacy of pegylated interferon treatment
for elderly patients with chronic hepatitis C

Hideo Yoshida, Hiroyoshi Taniguchi, Tatsuya Sato, Yusuke
Shima, Ayako Nakada, Ryunosuke Hakuta, Dai Akiyama,
Shinzo Yamamoto, Yukiko Ito, Yuzo Mitsuno, Ryo Nakata

Gastroenterology and hepatology, Japanse Red Cross Medical Center,

Tokyo, Japan

Background and aims: Elderly patients with HCV infection is

increasing in Japan. The aim is to clarify the safety and efficacy of

pegylated-interferon treatment for elderly patients.

Methods: Patients with chronic hepatitis C treated with pegylated-

interferon at our center between 2005 and 2010 were enrolled. Peg-

interferon alpha2a (180mcg weekly, 24 or 48 weeks), peg-interferon

alpha2a plus ribavirin (180mcg weekly, 600-1200 mg daily 24 or

48 weeks), or peg-interferon alpha2b plus ribavirin (1.5mcg/kg weekly,

600-1200 mg daily 24 or 48 weeks) was administered. The rate of dose

reduction and termination of interferon between elderly patients (over

65 yo) and younger patients (under 65 yo) were compared. Sustained

virological response (SVR) rate was compared between two groups.

Results: Two hundred forty-eight patients with chronic hepatitis C

were enrolled between 2005 and 2011. Thirteen patients before the

determination of SVR were excluded. Twenty-six patients were

excluded for loss of follow up. In total 209 patients were analyzed. Of

209 patients, 56 were elder than 65 yo. One hundred fifty-three patients

were 65yo or younger. Thirty-five patients (63%) needed dose reduction

of IFN and 23 patients (41%) needed termination of treatment in elderly

group. Sixty-five patients (42%) needed dose reduction and 36 patients

(24%) needed termination in younger group. Twenty-three patients

(41%) in elderly group and 93 patients (61%) in younger group obtained

more than 80% of scheduled IFN dose (p \ 0.0172). There was no

patient suffered from adverse effect after the end of treatment in both

groups. SVR was achieved in 26 patients (46%) in elderly group and in

82 patients (54%) in younger group. SVR rate among genotype 1

patients was 36% in elderly group, 39% in younger group.

Conclusion: Treatment with pegylated-interferon for elderly chronic

hepatitis C patients was safe and effective if it is carried out under

close follow up.
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Objective: Exploring the risk factors influencing the development of

hepatitis C virus related primary liver cancer(HCV related PLC).

Methods: A total of 122 patients(70 males,52 females)were incor-

porated in this program. The study group contains 56 patients who

were diagnosed as HCV related PLC(the group of PLC),and 66

patients with HCV infection were randomly choosed as control (the

group of non-PLC). we fistly used chi square test to obtain risk factors

influenced carcinogenesis with statistical significance in univariate

analysis.Then the risk factors were analyzed by unconditional logistic

regression.

Results: In Univariate analysis,the following four factors influenced

carcinogenesis with statistical significance:male(p = 0.001),age(p =

0.005),HBcAb positive(p = 0.025),liver cirrhosis(p = 0.004).Other

factors including HCV load,blood glucose,triglyceride and total cho-

lesterol have already been proven that there not be significant

differences between the two groups. With logistic analysis using these

four factors,it has been proven that male,age, HBcAb,liver cirrhosis

were independent significant risk factors for predicting HCV related

PLC.

Conclusion: Male,liver cirrhosis,HBcAb posotive, elderly

(age C 65 years old) are independent risk factors for development of

PLC in Hepatitis C patients.Patients with HCV infection and these

risk factors should undergo more frequent screening than those

without risk factors.The proporation of genotype 1 hepatitis C virus is

the largest among all the patients. The incidence of genotype 1 HCV

infection in the group of PLC is higher compared with the group of

non-PLC,however,there were no significant difference between the

two groups.The relationship between genotype of HCV and PLC in

Hepatitis C need further large sample study.
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Background and aims: Recently, occult hepatitis C virus (HCV)

detection in peripheral blood mononuclear cells (PBMC) or liver

histologic specimen after the clearance of HCV RNA from serum in

patients with complete response to antiviral therapy has been con-

sidered as a novel and controversial topic. We aimed to determine the

prevalence of occult HCV in PBMC in chronic hepatitis C patients

with sustained virologic response (SVR) and to determine the effect

of IL28-B alleles on the rate of occult HCV in these patients.

Methods: We enrolled 70 chronic hepatitis C patients (63 men and 7

women, mean age: 26 ± 9.31) who had been treated with combina-

tion of Pegylated Interferon-alpha and Ribavirin during 4 years ago

and all of them achieved SVR. The nucleic acid of patients’ PBMC

was extracted by QIAamp� DNA Blood Mini Kit. The extracted

nucleic acid was subjected for detection of HCV 5’-UTR by RT-PCR.

Also, IL28B rs12979860 and rs8099917 polymorphisms were geno-

typed by PCR-RFLP method.
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Results: HCV RNA in PBMC was identified in 9 of 70 (12.85%)

patients with SVR. There is a significant association between the

rs12979860 T allele and the prevalence of occult HCV (P = 0.04,

OR = 2.76, 95%CI: 1.01-7.55) and also, we found a significant asso-

ciation between the rs8099917 G allele and the prevalence of occult

HCV in PBMC of these patients (p = 0.01, OR = 3.08, 95%

CI = 1.01-9.03). However, there is no association between the pre-

treatment HCV RNA viral load, HCV genotype, sex, age, pretreatment

ALT level and the prevalence of occult HCV in these patients.

Conclusion: This study showed that, unfavorable IL28-B alleles were

associated with the persistence of HCV RNA in PBMC even after the

clearance of HCV form serum in patients with SVR. The clinical

importance of residual HCV in PBMCs, after the clearance of HCV in

serum should be determined in future studies.
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Treatment-week 4 response with peginterferon/ribavirin predicts
treatment outcome to boceprevir: implications for Asian patients
with chronic hepatitis C genotype 1
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Ke-Qin Hu4, Fred Poordad5, Jean-Pierre Bronowicki6,
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1Singapore National University Hospital, Singapore, Singapore,
2Kaohsiung Medical University Hospital, Kaohsiung, Taiwan R.O.C.,
3Songklanagarind Hospital Prince of Songkla University, Songkhla,

Thailand, 4University of California, Irvine Medical Center, Orange,

CA, 5Texas Liver Institute/Alamo Medical Research, University of

Texas, San Antonio, TX, USA, 6Centre Hospitalier Universitaire de

Nancy, Université Henri Poincaré, Nancy, France, 7Merck Sharp &
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Kenilworth, NJ, USA

Background/Aims: In the SPRINT-2 study, treatment week (TW) 4

virologic response at end of peginterferon/ribavirin (PR) lead-in

predicted outcome of boceprevir (B) treatment. Herein, we consider

these data and assess their implications for Asian patients with

chronic hepatitis C (CHC) genotype 1.

Methods: In SPRINT-2, previously untreated patients with CHC

genotype 1 infection received PR for 4 weeks before receiving BPR

or PR. TW4 responses were categorized as: ‘‘null response’’, detect-

able HCV-RNA and \ 1-log drop; ‘‘partial response’’, detectable

HCV-RNA and C 1-log drop; rapid virological response [RVR],

undetectable HCV-RNA. Patients were classified as early responders

based on undetectable HCV-RNA levels at TW8 to TW24.

Results/Discussion: In SPRINT-2, 25% of patients had a ‘‘null

response’’, 64% a ‘‘partial response’’, 6% an RVR and 5% had dis-

continued or had missing data at TW4. Regardless of treatment

assignment, most patients with an RVR were early responders (BPR,

63%; PR, 80%) and achieved an SVR (BPR, 89%; PR, 97%). In

contrast, among TW4 ‘‘null responders’’, more patients treated with

BPR than with PR were early responders (BPR, 8%; PR, 0%) and

achieved SVR (28% vs 4%), and fewer were discontinued (59% vs

95%). Among TW4 ‘‘partial responders’’, more receiving BPR than

PR were early responders (61% vs 10%) and achieved an SVR (80%

vs 45%), and fewer were discontinued (19% vs 35%). Data from

Taiwanese patients (Yu et al., PLoS One 2012; in press) indicate that

7.8%, 46.6% and 45.6% of Asian patients will be null responders,

partial responders and RVRs, respectively. Up to 54% of Asian

patients with CHC may therefore benefit from addition of boceprevir.

Conclusions: In SPRINT-2, the 4-week PR lead-in identified patient

subgroups that could benefit from the addition of boceprevir to PR.

These TW4 ‘‘null responders’’ and ‘‘partial responders’’ represent

approximately 54% of the Asian target population.
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The prevalence of HTLV-I infection in Iranian thalassemic
and haemophilic patients with chronic hepatitis C
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1Baqiyatallah Research Center for Gastroenterology and Liver

Disease (BRCGL), Baqiyatallah University of Medical Sciences,
2Iranian Blood Transfusion Organization, 3Department of Medical

Virology, Tehran University of Medical Sciences, 4Department

of Biostatistics, Tarbiat Modares University, Tehran, Iran

Introduction and aims: Human T cell lymph tropic virus type 1

(HTLV-1) infection is endemic in Iran. Transfusion related thalas-

semia and haemophilia patients are high risk groups for blood borne

infections such as HTLV-1. The interaction between HCV and

HTLV1 infections is a mystery subject. We performed a study to

determine the prevalence of HTLV-1 in Iranian thalassemic and

haemophilic patients with chronic hepatitis C.

Methods: The prevalence of HTLV-I infection was investigated in a

sample of 218 thalassemic and hemophilic patients followed in our

clinic for last 18 months. All the patients we enrolled in our study have

positive test for HCV PCR for more than 6 months. The subjects were

initially screened by an enzyme immunoassay and reactive samples

were further confirmed by Western blot and polymerase chain reaction.

Results: A total number of 218 patients, consisting of 64 thalassemic

and 154 haemophilic patients with mean age of 28.8 were analyzed.

The prevalence of HTLV-I infection in thalassemic patients was

10.9% (7 cases) and in haemophilic patients was 1.3% (2 cases). The

HTLV-1 PCR test was only positive in 3 thalassemic and 2 haemo-

philic patients. HTLV1 infections is more prevalent in Khorasan and

Gilan provinces. No relation was founded between the gender, marital

status, education and the prevalence of HTLV1.

Conclusion: Present study shows a significant rate of HTLV1

infection in thalassemic patients with chronic hepatitis C. Regard to

these data, we suggest the screening test of anti HTLV1 in all of the

thalassemic and hemophilc patients and also in chronic hepatitis C

patients with a history of transfusion. Furthermore, this study showed

that blood transfusion has been an important rout of HTLV1 trans-

mission especially in some provinces.
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Background and aims: Sovaprevir (ACH-1625) is a direct-acting

antiviral inhibitor of the Hepatitis C virus NS3 protease, currently in

Phase 2 development for the treatment of chronic HCV infection.

Methadone, a clinically important agent commonly used by HCV

patients in opioid agonist treatment programs, is oxidatively metab-

olized by multiple cytochrome P450 (CYP) isoforms. This study was

conducted to determine the effect of multiple doses of sovaprevir on

plasma levels of methadone in patients already stabilized on metha-

done maintenance therapy.

Methods: Sixteen (16) subjects who had been on a stable regimen of

methadone (between 30 and 180 mg daily) for at least 30 days

received 800 mg sovaprevir once daily for 7 days (Days 2 to 8) while

continuing ongoing methadone therapy. Serial blood samples were

collected on Day 1 (prior to initiation of sovaprevir) and Day 8 (after

co-administration of sovaprevir and methadone for 7 days) to deter-

mine plasma concentrations of methadone.

Results: Mean Day 8/Day 1 ratios of Cmax and AUC(0-12) for

R-methadone were 1.04 (range of 0.83 to 1.27) and 1.05 (range of

0.85 to 1.31), respectively. The respective mean ratios for the

S-methadone were 1.10 (range of 0.85 to 1.44) and 1.12 (range of

0.85 to 1.49). These data indicate no change in methadone exposure

after co-administration with sovaprevir. The mean intra-individual

Day 8/Day 1 ratios of the relative abundance of methadone enantio-

mers (R:S) was 0.95 (range of 0.75 to 1.12), indicating no clinically

significant change. All reported adverse events were mild or moderate

and clinical laboratory results revealed no abnormal trends.

Conclusions: Co-administration of 800 mg once daily sovaprevir and

a stable daily dose of methadone does not result in any clinically

significant interaction, and this combination is safe and well-tolerated.
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Multiple-dose pharmacokinetics and safety following
coadministration of ABT-450/r, ABT-267 and ABT-333
in caucasian, Japanese and chinese subjects
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Background: ABT-450, a NS3 protease inhibitor, (dosed once-daily

with low-dose ritonavir, ABT-450/r) identified as a lead compound by

Abbott and Enanta, ABT-267, a NS5A inhibitor dosed once-daily and

ABT-333, a NS5B inhibitor dosed twice-daily are being developed

for the treatment of HCV infection.

Methods: This was an open-label study in 90 healthy Caucasian,

Japanese and Chinese subjects. Arms 1&2 were divided into 2 cohorts

with 6 subjects of each ethnicity/cohort. Arm 3 had a single cohort

with 6 subjects of each ethnicity. Treatments were: Arms 1&2, Cohort

1: ABT-267 7 days followed by ABT-450/r + ABT-267 for 14 days;

cohort 2: ABT-450 for 14 days followed by ABT-450/r + ABT-267

for 7 days; Arm 3: ABT-450/r + ABT-267 + ABT-333 BID for

21 days. Pharmacokinetic interactions and safety were monitored.

Results: Cross-ethnicity comparison: For ABT-450 + ABT-267 and

ABT-450 + ABT-267 + ABT-333, ABT-450 steady state exposure

(area under the curve [AUC]) was comparable to 80% higher in Japa-

nese subjects and comparable to 240% higher in Chinese subjects;

however, ritonavir exposures were comparable. ABT-267 and ABT-

333 AUC values were comparable (B 30% difference) across the three

ethnicities. Drug interaction: Across the three ethnicities, steady state

ABT-450 AUC was comparable (B 50% difference) for ABT-

450 + ABT-267 and ABT-450 + ABT-267 + ABT-333. Ritonavir

exposures were not affected by ABT-267 or ABT-267 + ABT-333.

ABT-267 AUC was 50-120% higher with ABT-450/r or ABT-

450/r + ABT-333 compared to ABT-267 administered alone. ABT-

333 exposures were similar to earlier studies of ABT-333 adminis-

tered alone. Adverse events and laboratory abnormalities were limited

and mostly mild/Grade 1; there were no differences across ethnicities.

There were no clinically significant changes in vital signs or ECGs.

Conclusions: ABT-450/r + ABT-267 with or without ABT-333 was

well tolerated, and did not result in a clinically significant pharma-

cokinetic drug-drug interaction. Despite the higher exposure, the

safety profile and dose response suggests that dose adjustments for

Japanese and Chinese subjects may not be needed for ABT-450/r,

ABT-267 or ABT-333.
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Introducing a hepatitis C virus (HCV) line immunoassay
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The recomLine HCV IgG line immunoassay replaced the well proven

recomBlot HCV assay. The new assay combines advantages of the

western blot and line format: detection of native antigen structures,

which most likely reflects the human immune response, clear distinct

presentation of antigen bands for easier reading, reduced number of

controls, since all controls are included in the test strip and constant

antigen positions for comprehensive interpretation. Recombinant core

1, core 2, helicase, NS-3, NS-4 and NS-5 antigens are applied onto a

nitrocellulose membrane without streptavidin, to eliminate rare but

remaining occasions of false positives due to streptavidin cross-

reaction. The recomLine HCV IgG assay is a confirmation assay. The

evaluation of 419 HCV positive samples, 15 seroconversion panels,

297 blood donor samples, 229 clinical samples and 68 potentially

interfering samples, the assay fully meets the requirements of the

European common technical specifications for HCV confirmatory

assays. The new recomLine HCV IgG assay obtained sensitivity of

100% and specificity of 98%. Clinical samples included pregnant

woman, autoimmune diseases, EBV (Epstein-Barr-Virus), CMV

(Cytomegalie Virus), HIV (Human Immunodeficiency Virus), Trep-

onema pallidum, Hepatitis B and E and Yellow Fever samples. The

potentially interfering samples included rheumatoid factor positive

samples, lipaemic, hemolytic and icteric samples, hypergammaglob-

ulinaemia samples and HCV samples which reacted borderline in the

former recomBlot HCV test format. A sample panel for all HCV

genotypes has been evaluated including the rare HCV genotype 6.

According to VDGH (Verband der Diagnostika Industrie), German

pendant of EDMA (European Diagnostic Manufacturers Association),

the recomLine HCV line assay received market position 2 in Ger-

many after market introduction in 2011.
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Introduction and aims: Immunological disharmony have been fre-

quently described in patients with Hepatitis C virus (HCV) related

chronic hepatitis.

We aimed that to determine the prevalence of autoantibodies which

were detected in course of Hepatitis C and to evaluate its impact on

the response to combined antiviral therapy in patients with chronic

HCV genotype 1 in this study.

Methods: A total of 110 adult patients with chronic HCV genotype 1

were studied. Serum antinuclear antibody (ANA), anti-smooth muscle

antibody (Anti-SMA),anti-liver-kidney microsomal antibody type 1

(Anti-LKM1) and antibodies to dsDNA were detected by ELISA

(Anova Germany). 98 treatment naı̈ve patient were given combined

dual antiviral therapy (Pegylated interferon and ribavirin). We eval-

uated that the presence of these autoantibodies whether was related to

the patient’s characteristics and to the outcome of antiviral therapy.

Results: Twenty patients (18,2%) were positive for at least one

autoantibody. Various autoantibodies were presented as follows:

ANA in 13(11.8%), anti-SMA in 5(4.5%) and anti- LKM-1 in

6(5.45%) patients. In three patients, both ANA and anti-SMA were

positive and in other one case both ANA and anti-LKM-1 were

positive. Anti-dsDNA was not detected in anyone of the patients.

Female patients had a higher prevalence of positive autoantibodies

(p = 0.005). Chronic hepatitis C(CHC) patients with positive auto-

antibodies had higher serum ALT, AST levels, but had not GGT

levels. The rate of sustained virological response to combined anti-

viral therapy was similar between autoantibody-positive and

autoantibody-negative groups.

Conclusion: Autoantibodies can be excited in the course of CHC.

Autoantibody positive CHC patients are older and have higher disease

activity and sometimes severity. However, the presence of these

autoantibodies did not influence the response to combined antiviral

therapy.
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Background and aims: Sovaprevir (ACH-1625) is a direct-acting

antiviral inhibitor of the Hepatitis C virus NS3 protease, currently in

Phase 2 development for the treatment of chronic HCV infection. In

human liver microsomes, sovaprevir showed potential to cause time-

dependent inhibition of CYP 3A4/5 activity. The purpose of this study

was to determine if a drug-drug interaction occurred when sovaprevir

and midazolam (MDZ), a model CYP3A4/5 substrate, were co-

administered.

Methods: Twenty-four (24) healthy volunteers each received a single

2 mg oral dose of MDZ on Day 1 and a single 1 mg intravenous (IV)

dose on Day 2. Oral sovaprevir dosing was initiated on Day 4 and

continued to Day 18 at either 200 (n = 12) or 800 mg (n = 12) once

daily. To monitor for changes in gastrointestinal and hepatic CYP3A

metabolism, a single 2 mg oral dose of MDZ was administered on

Days 11 and 18. A single 1 mg IV dose of MDZ was administered on

Day 15 to monitor for changes in hepatic CYP3A activity. Plasma

concentrations of sovaprevir, MDZ and 1-hydroxymidazolam were

determined.

Results: Sovaprevir, administered in daily doses of 200 mg, had no

clinically significant effect on either gastrointestinal or hepatic

CYP3A4 metabolism. Sovaprevir, administered in daily doses of

800 mg, acted as a weak, reversible inhibitor of gastrointestinal

CYP3A4 metabolism, increasing oral midazolam bioavailability by

approximately 25%, and had no effect on hepatic CYP3A4. No evi-

dence of time-dependent inhibition was observed.

Conclusions: Sovaprevir has no clinically significant effect on gas-

trointestinal or hepatic CYP3A4 activity, as demonstrated by the lack

of interaction with midazolam in this study. Unlike telaprevir and

boceprevir, sovaprevir can be safely co-administered with drugs that

are substrates for CYP3A.
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Background and aims: Sovaprevir (ACH-1625) is a novel, direct-

acting antiviral inhibitor of the Hepatitis C virus NS3 protease, cur-

rently in Phase 2 development for the treatment of chronic HCV

infection. This study determined the relative bioavailability of a new

tablet formulation of sovaprevir compared to a capsule containing the

active ingredient in powder form.

Methods: Thirty-six (36) healthy volunteers were divided into 3

groups and each received the following single-dose sovaprevir

treatments in randomized cross-over fashion: Group 1 (n = 12)

received 200 mg of the tablet and capsule, each in the fed and

fasted state. (In addition, in a parallel-group comparison, each

subject in this Group received a single 100 mg tablet dose in the

fasted (n = 6) or fed (n = 6) state); Group 2 (n = 12) received

400 mg (2 x 200 mg) of the tablet and capsule, each in the fed and

fasted state; Group 3 (n = 12) received 800 mg (4 x 200 mg) of

the tablet and capsule, each in the fed and fasted state. In the fed

state, subjects were given the FDA guidance-recommended high-

fat, high-calorie test meal.

Results: For the same administered dose of sovaprevir, the tablet

provided greater relative bioavailability than the capsule. While

dosing with food increased systemic bioavailability for both dosage

forms of sovaprevir, this enhancement was generally less pro-

nounced for the tablet than for the capsule, especially at the two

lower doses. Cmax and AUC(0-t) values for the tablet in the fasted

state were very similar to those observed for the capsule in the fed

state across all the doses tested. Both formulations were well-

tolerated.

Conclusions: The tablet provides an overall improved performance

and a diminished food effect compared to the capsule. The results of

this study show that the newly-developed tablet formulation of

sovaprevir is suitable for Phase 3, as well as commercial use.
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Ritonavir boosting of the HCV protease inhibitor danoprevir
(DNVr) significantly reduces reactive metabolite formation
in vitro and in vivo
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Background: DNV is a potent macrocyclic HCV protease inhibitor.

In the ATLAS study, reversible Grade 4 ALT elevations were

observed in three patients in the highest DNV dose arm (900 mg bid).

Considering the role of reactive metabolites in drug-induced liver

injury, we explored the potential of ritonavir-boosting in reducing

DNV reactive metabolite formation.

Methods: Human liver microsomes were incubated with 14C-DNV

(10 lM) ± ritonavir (1, 5, 25 lM) and covalently bound radioactivity

was measured. In a separate study in CHC patients, plasma metabolic

profiles were assessed by LC-MS/MS in patients receiving DNV

(900 mg bid) or DNVr (200/100 mg bid), while in a mass balance

study, plasma, urine and faeces were collected from healthy subjects

receiving 100 mg 14C-DNV alone and after 7 days dosing of ritonavir

(100 mg bid) to evaluate the DNV metabolic profile. Finally steady-

state plasma samples were collected for pharmacokinetic analyses

from patients in ATLAS (DNV + PegIFN alfa-2a (40KD)/ribavirin[P/

R]) and DAUPHINE (DNVr + P/R).

Results: We showed high covalent binding of DNV to liver micro-

somes, which was blocked by ritonavir. Among patients receiving

DNV alone, up to 20 DNV metabolites were detected in plasma,

whereas none were detected in DNVr-treated patients. In the mass

balance study, 89-96% of DNV radioactivity was excreted via faeces;

the proportion of oxidative metabolites in faeces was * 25% for

DNV and * 2% for DNVr. There was significant overlap between

DNV AUC24 in the ATLAS DNV 900 mg bid and DAUPHINE

DNVr 200/100 mg bid arms. However, at these doses, Grade 4 ALT

elevations were reported in 6% (3/50) patients in ATLAS versus 0%

(0/92) in DAUPHINE.

Conclusions: Ritonavir inhibits DNV metabolism, reducing the for-

mation of oxidative DNV metabolites. These data suggest that

ritonavir-boosted DNV effectively eliminates the risk of ALT ele-

vations associated with reactive metabolite formation.

Funding: Roche/Genentech.
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Multiplicity of potential risk factors for chronic viral hepatitis B
and C infections in Pakistani patients
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Background: Pakistan, with a population of 180 million, has a 5%

prevalence of hepatitis C and a 2.5% prevalence of hepatitis B. This

translates into 9 million Pakistanis infected with hepatitis C and 4.5

million with hepatitis B. Although several studies have looked at

individual risk factors, in particular the practice of unsafe injections,

there are many unresolved questions regarding the epidemiology of

chronic hepatitis B and C infections in Pakistan.

Objective: To assess the potential risk factors hepatitis B and C

infections in Pakistani patients.

Results: 389 patients were interviewed, 239 (61%) with chronic

hepatitis C and 150 (39%) with chronic hepatitis B. 308 (79%) had

more than one potential risk factors for viral infection. 71 (47%) had

one risk factor and 12 (3%) had no identifiable risk factors. In patients

with multiple potential risk factors, the following risk factors were

identified: blood transfusion (96, 25%), surgery (171, 44%), dental

work (202, 52%), injections (310, 80%), body piercings (144, 37%),

spousal transmission (15,43%), IVDU (1, 0.2%), hemodialysis (4,

1%), tattoos (1, 0.2%), sexual (1, 0.2%), and vertical transmission (5,

1%). 74 (11%) patients had a first degree relative with hepatitis B or

C. Of the 71 patients with a single risk factor, in 58 (82%) the risk

factor was having received an injection.

Conclusion: It is only by understanding the epidemiology of the

acquisition of chronic hepatitis B an C infections in Pakistan that

effective efforts can be made to control the spread of these infections.

Although unsafe injections remain the most common risk factor for

infection, other risk factors also need to be addressed.
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Background and aim: Total serum adiponectin levels were reported

to have significant correlation with liver histology and it was deemed

to be a good predictor of antiviral response in hepatitis C virus (HCV)

genotype 4 infected patients. We aimed to investigate the relationship

of various metabolic factors including pretreatment serum total

adiponectin, leptin and insulin resistance (HOMA scores), body mass

index (BMI) with the success of 48 weeks anti-viral treatment in 80

patients with HCV/genotype 1 infection.

Methods: At the end of treatment, 43 of them had sustained virologic

remission (SVR) and 37 did not develop SVR. We also evaluated the

other laboratory parameters such as pretreatment HCV RNA and

ferritin levels, hepatic activity index/liver fibrosis scores according to

modified Ishak’s scoring and hepato-biliary function tests with regard

to SVR.

Results: There were no age and sex differences between the patients

with and without SVR. The mean serum HOMA scores and BMI

measures were found to be higher in non-SVR group than that of SVR

group (p \ 0.05). The mean serum total adiponectin were 10.6 ng/dl,

and 10.2 ng/dl in patients with and without SVR (respectively,

p [ 0.05). The mean serum leptin levels were 15.1 pg/ml and 14.7

pg/ml in patients with and without SVR (respectively, p [ 0.05). Uni-

variant analysis showed that age, platelet levels, fibrosis scores, HOMA

scores, basal HCV RNA levels, ferritin levels were found to be statis-

tically significant parameters in association with SVR development.

Multivariant analysis revealed only platelet levels and pretreatment

fiboris scores as having significance in relation to SVR development. We

also could not find any correlation with serum adiponectin and leptin

levels with fibrosis scores and or insulin resistance.

Conclusion: We could not detect significant relationship between

serum total adiponectin and leptin levels with hepatic histology and

antiviral response in HCV genotype 1 infection.
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Background: HCV infection has been associated with a hypercoag-

ulable state, but its independent association with portal vein

thrombosis (PVT) remains unclear.

Methods: We determined the incidence rate and risk factors for PVT

in Electronically Retrieved Cohort of HCV Infected Veterans (ER-

CHIVES), a well established national cohort the 222,700 HCV + and

222,700 HCV- demographically matched controls. We used Poisson

regression analysis to determine the factors associated with PVT in

both groups.

Results: After excluding subjects with prevalent venous thrombo-

embolism and those who received HCV treatment, 204,062

HCV + and 220,247 HCV- subjects were available for analysis.

HCV + subjects had a higher prevalence of cancer, central venous

catheter, liver cirrhosis, congestive heart failure, chronic kidney

disease, cryoglobulinemia. (Table 1) Incidence rate of PVT was 0.48

(95% CI 0.44-0.53) per 1,000 person years in the HCV infected and

0.10 (95% CI 0.08-0.13) per 1,000 person years in the HCV unin-

fected group. Liver cirrhosis was the strongest predictor of PVT in

both groups. Cancer diagnosis and presence of central venous

catheter were also associated with PVT in both groups. Other pre-

dictors in the HCV uninfected group but not in the HCV infected

group included alcohol abuse, congestive heart failure and cryo-

globulinemia (Table 2).

Conclusions: The risk of PVT in HCV infected persons is much

higher compared with HCV uninfected persons. HCV infected per-

sons with liver cirrhosis, cancer and central venous catheters should

have a high index of suspicion for PVT in appropriate clinical

setting.
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The effects of vitamin E on chronic hepatitis C genotype 3:
a randomized, double-blinded, placebo-controlled study

Chalermrat Bunchorntavakul, Thorntavach Wootthananont

Gastroenterology and Hepatology, Rajavithi Hospital,

Rangsit University, Bangkok, Thailand

Background: Hepatitis C infection is associated with chronic

inflammation and oxidative damage. Vitamin E is a potent antioxi-

dant, which has been shown to protect against liver damage induced

by oxidative stress in various liver diseases, particularly steatohepa-

titis. HCV-induced steatosis is most frequently reported in HCV

genotype 3.

Aim: To assess the effect of vitamin E on alanine aminotransferase

(ALT) status in HCV genotype 3.

Methods: This randomized, double-blind, placebo-controlled study

was conducted in a tertiary-care hospital between September 2010

and February 2011. We included HCV genotype 3 patients with

elevated ALT levels who were unable to receive or tolerate, or did not

respond to standard therapy. 37 eligible patients were randomly

assigned either to receive vitamin E 400 IU twice daily (N = 19) or

placebo (N = 18; 1 dropped out) for 12 weeks. Response to treatment

was defined by a significant decrease in serum ALT levels below

baseline values.

Results: 23/36 patients were women, median age was 50 (31-63)

years, mean HCV-RNA was 5.48 ± 0.71 log10 IU/ml, 39% were

obese, and 56% had fatty liver on ultrasonography. There was no

statistically significant difference in baseline characteristics between

the two treatment groups.11/19 patients in vitamin E group (57.8%)

were responders (ALT levels reduced from 122.6 (± 80.1) IU/L to

68.4 (± 25.3) IU/L: 55.8% lowering; p = 0.016), whereas 5 of 17

patients in placebo group (29.4%) were responders. Multivariate

analysis did not identify a significant predictor of response to therapy.

Vitamin E treatment was well-tolerated and no serious adverse events

seen during the study.

Table 1 Baseline characteristics and incidence of portal vein

thrombosis in HCV infected and uninfected persons

HCV+ HCV- P-value

Cancer or cancer history 8.4 7.6 \ 0.001

Central venous catheter 2.5 1.6 \ 0.001

HIV infection 2.4 1.3 \ 0.001

Cirrhosis 4.0 0.9 \ 0.001

Congestive heart failure 3.2 3.0 \ 0.001

Chronic kidney disease 15.4 14.3 \ 0.001

Cryoglobulinemia .08 .05 \ 0.001

Portal vein thrombosis,

number of events

383 96 \ 0.001

Portal vein thrombosis

(incidence per 1,000 person

years, 95% CI)

0.048,

0.44-0.53

0.10,

0.08-0.13

Table 2 Hazard Ratios (HR) using Poisson Models for portal vein

thrombosis for HCV negative versus HCV positive patients

HCV Infected HCV Uninfected

HR 95% CI HR 95% CI

Age 0.99 0.88-1.11 1.18 0.95-1.48

Male Gender 2.17 0.89-5.26 1.96 0.27-14.15

Race

Black 0.95 0.73-1.22 0.57 0.32-1.00

Hispanic 1.50 1.08-2.08 1.49 0.75-2.93

Other 1.01 0.69-1.48 1.80 0.99-3.25

Cancer or Cancer History 3.82 2.99-4.87 2.38 1.38-4.11

Central Venous Catheter 1.56 1.01-2.38 4.67 2.42-9.02

HIV infection 0.61 0.25-1.47 – –

Cirrhosis 21.94 17.52-27.47r 29.4 17.15-50.27

Alcohal Abuse 1.28 1.00-l.63 2.84 1.7 l-4.72

Drug Abuse 0.93 0.72-1.21 0.51 0.25-1.21

Congestive heart failure 0.62 0.32-1.22 2.94 1.51-5.74

Chronic kidney disease 1.21 0.93-1.56 1.04 0.62-1.77

Cryoglobulinemia 1.01 0.14-7.25 22.6 3.77-166.60
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Conclusion: Vitamin E treatment decreases serum ALT levels in

HCV genotype 3 patients with elevated ALT levels. Due to good

safety profile of vitamin E, it may be worthwhile to utilize it as a

supportive therapy for hepatitis C patients, particularly in those who

were unable to receive standard therapy.
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IL28B genotype, liver injury and oxidative stress in chronic
hepatitis C
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Introduction: In chronic hepatitis C, the impact of IL28B polymor-

phism on liver damage is controversial. Oxidative stress, a key feature

in chronic hepatitis C, is known to be associated with liver injury.

This study was aimed to assess the relationship between IL28B

genotype, liver histology and serum markers of oxidative stress in

patients with chronic hepatitis C.

Patients and methods: Serum markers of lipid peroxidation and

antioxidant status were measured in 183 patients (46 years, sex ratio

108/75, 16% genotype 3 infected) with biopsy proven chronic hepa-

titis C. The IL28B rs12979860 C [ T single nucleotide

polymorphism was tested. The severity of inflammation and fibrosis

was assessed according to the METAVIR score. Steatosis was con-

sidered as viral-related in genotype 3 infected patients.

Results: The serum level of malondialdehyde, a lipid peroxidation

marker, was positively related with fibrosis (p = 0.03) and steatosis

(p = 0.01), while the serum levels of the antioxidants glutathione

peroxidase and superoxide dismutase were negatively associated with

fibrosis (p = 0.007 and p = 0.02 respectively), activity score

(p = 0.006 and ns) and degree of steatosis (ns and p = 0.05). The

IL28B genotype was CC in 38%, CT in 48% and TT in 14% of cases.

The distributions of activity and fibrosis scores were not significantly

different between the CC, CT or TT patients (p = 0.14 and p = 0.38

respectively). The degree of steatosis, either viral or metabolic, was

not significantly different between the 3 groups (p = 0.5). None of

the markers of oxidative stress was significantly associated with the

IL28B genotype.

Conclusion: In patients with chronic hepatitis C, we confirm that

oxidative stress is related with the severity of liver damage, including

fibrosis, inflammation and steatosis. Neither the severity of liver

injury, nor the oxidative stress was related with the IL28B genotype,

suggesting a minimal role of IL28B polymorphism in the pathogen-

esis of liver injury in chronic hepatitis C.
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Human leukocyte antigens effect HCV clearence and persistance
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Background: The prevalence of anti HCV seropositivity is high and

varies between 5% and 60% in patients with end-stage renal disease

(ESRD) on chronic hemodialysis programme. Chronic HCV infection

is a significant cause of liver-related morbidity and mortality during

hemodialysis or following renal transplantation. During the clearance

of acute HCV infection, strong CD 4 and CD 8 (+) T cell responses to

virus antigens occurs. It was demonstrated that the effect of this

immune response is determined by host human leucocytes antigen

(HLA) molecules that present antigens to CD4 and CD8(+) T cells.

Aim: We investigated whether Human Leukocyte Antigens could

play a role in clearence or persistance of HCV in patients with ESRD.

Methods: One hundred and eighty-nine anti-HCV positive patients

with ESRD were enrolled the study. The relation between genotypes

of HLA class I and II alleles and patients who either achieved viral

clearance or stayed persistent were analyzed retrospectively. Demo-

graphic data and laboratory test results were obtained from patients’

files. Our results were also compared with the results of other pop-

ulation based studies.

Results: We observed that HLA class I Cw*6 and HLA class II

DRB*10 alleles were significantly higher in patients with viral

clearance (p \ 0.05) while patients with HLA class I B*38 allele

were more prone to chronic infection (p \ 0.01).

Conclusion: We have noticed a strong association between the course

of HCV infection and HLA alleles in patients with ESRD. In the

future HLA status of patients could be an important parameter in

deciding treatment strategies.
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Clinical utility of IL-28B genetic variants in hepatitis C virus
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ribavirin
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Wan-Long Chuang2, Ming-Lung Yu3

1Hepatobiliary Division, Department of Internal Medicine, Kaohsiung

Medical University Hospital, Kaohsiung, Taiwan, 2Department of

Internal Medicine, Kaohsiung Municipal Hsiao-Kang Hospital,

Kaohsiung Medical University Hospital, Kaohsiung, Taiwan,
3Hepatobiliary Division, Department of Internal Medicine, Kaohsiung

Medical University Hospital, Kaohsiung, Kaohsiung, Taiwan R.O.C.

Background/Aim: Host interleukin-28B (IL-28B) genetic variants

determine a sustained virological responsese (SVR) in hepatitis C

virus genotype 1 (HCV-1) treatment-naı̈ve patients. Its impact on

treatment-experienced patients is to be elucidated.

Methods: IL-28B rs8099917 genotype was determined in 70 HCV-1

treatment-experienced patients retreated with 48-week peginterferon/

ribavirin.

Results: The SVR rate was 60.0% and was significantly higher in

previous relapsers than in non-responders (72.7% and 13.3%,

P \ 0.001). Multivariate analysis revealed that the most important

factor predictive of an SVR was previous relapse (Odds ratio [OR]/

95% C.I.: 14.76/2.72-80.06, P = 0.002), followed by the carriage

of rs8099917 TT genotype (OR/ 95% C.I.: 7.67/1.27-46.49, P =

0.03). Comparing to patients with TG/GG genotype, those with TT

genotype had significantly higher rates of rapid virological response

(29.3% vs. 0%, P = 0.03), early virological response (91.4%

vs.41.7 %, P \ 0.001), end-of-treatment virological response

(86.2% vs. 50.0%, P = 0.01), SVR (69.0% vs. 16.7%, P = 0.002)

and lower relapse rate (22.0 % vs. 66.7%, P = 0.04). The SVR

rate was similar between different rs8099917 genotypes among

previous non-responders (12.5% vs. 14.3%, P = 1). On the con-

trary, previous relapsers with rs8099917 TT genotype had a

significantly higher SVR rate than those who carried rs8099917
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TG/GG genotype (78.0 % vs. 20.0%, P = 0.02). Multivariate

analysis revealed that the only factor predictive of an SVR in

previous relapsers was the carriage of rs809997 TT genotype (OR/

95% CI:18.50/1.82-188.39, P = 0.014).

Conclusions: Host IL-28B genetic variants played a role in relapsers

but not non-responders retreated with peginterferon/ribavirin. Direct

antiviral agents might be possibly avoidable in Asian relapsers with

favorable IL-28B genotype.
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Pegylated interferon-induced autoimmune thryoiditis
and agraulocytosis by anti-thyroid drug: a case report

So Young Kwon, Won Hyeok Choe, Jeong Han Kim, Hae Jin Kim

Internal Medicine, Konkuk University School of Medicine, Konkuk

Unviersity Hospital, Seoul, Republic of Korea

Introduction: Thyroid autoimmunity is a common adverse effect of

interferon (IFN) treatment for chronic hepatitis C (3% -20%). IFN

triggers thyroiditis in genetically predisposed individuals by both

direct thyroid-toxic and immune-modulatory mechanisms. We report a

case of autoimmune thyroiditis after treatment of PegIFN for chronic

hepatitis C. The patient was treated with propylthiouracil (PTU) for

hyperthyroidism and subsequently developed agranulocytosis.

Case: A 62-year-old female was diagnosed with chronic hepatitis C

genotype 2a and treated with peginterferon 2b (80ug/wk) and riba-

virin (800 mg/day). Baseline laboratory finding showed that CBC,

liver function, thyroid function, and liver CT were normal. HCV RNA

was 2.9x106copies/ml. Anti-microsomal antibody (34 IU/ml) and

anti-thyroglobulin antibody (283 IU/ml) were detected. After PegIFN

treatment, HCV RNA was undectable at 1 month of therapy and

showed persistently negative. At 6 month of the therapy, she com-

plained fatigue, and thyroid function showed TSH \ 0.005 uIU/ml,

T4 2.7 ng/dl, and T3 1.8 ng/dl. Thyroid scan revealed autoimmune

thyroiditis. PTU 150 mg/day and propranolo were given for man-

agement of hyperthyroid state. She felt better, however, WBC count

dropped to 710/ul (PMN 14%) and fever developed after 1 month of

the PTU treatment. PTU was discontinued, and WBC count increased

to 4300/ul (PMN 65%). However, thyroid function did not improved,

and she has taken total thyroidectomy,

This case suggests that close monitoring of thyroid function during

PegINFN therapy, particulary in cases with positive thyroid

autoantibodis. IFN-induced thyroid disorder should be managed

carefully in regard to unexpected side effect of the anti-thyroid

therapy.
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Characteristics of extrahepatic cancers developed in cirrhosis,
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Background and aim: While incidence rate of hepatocellular car-

cinoma in patients with cirrhosis increasing, some studies also

indicate increased incidences of some extrahepatic cancers. The

incidence rates of extrahepatic cancers in cirrhosis, chronic hepatitis

B and chronic hepatitis C patients in Turkey are unknown. The aim of

this study is to determine incidence rates of extrahepatic cancers in

cirrhosis, hepatitis B and hepatitis C patients registered in our hospital

between January 1995 and November 2011.

Patients and methods: The data of 1076 patients with cirrhosis, 792

HBV-positive patients and 768 HCV-positive patients registered in

our hospital between January 1995 and November 2011 were exam-

ined retrospectively.

Results: Forthysix, 37 and 41 extrahepatic cancer incidences were

detected among cirrhosis, HBV-positive and HCV-positive patients,

respectively. Extrahepatic cancer incidence rates for these patients

were compared with the overall cancer incidence rates for the years

2005 and 2006 recorded in our hospital. The findings indicated that

incidence rates of extrahepatic cancer increased by about 4.5 times in

male patients with cirrhosis, by 11 times in female patients with

cirrhosis and by 7 times overall.

Among HBV-positive patients, incidence rates of extrahepatic cancer

increased by 5.6 times in males, by 9.4 times in females and by 8

times overall.

For HCV-positive patients, incidence rates of extrahepatic cancer

increased by 6.5 times in males, by 11.8 times in females and by 9.3

times overall. These increased incidence rates were also partially

attributed to the immunosuppressive treatments received by some of

these patients due to transplantation and due to chronic renal failure.

As a result, incidence rates of extrahepatic cancer were found to

have significantly increased in patients with cirrhosis, HBV and

HCV-positive patients.
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Background/Aims: Single-nucleotide polymorphisms (SNPs) near

the IL28B gene have recently been associated with spontaneous

hepatitis C virus (HCV) clearance and response to interferon-based

therapies in patients with chronic hepatitis C (CHC). Because IL28B

SNPs appears to influence HCV-related immune response, any effect

of IL28B SNP on the risk of progression to cirrhosis and hepato-

celluar carcinoma (HCC) might be more easily developed in a specific

genetic population.

Methods: In a cross-sectional design, liver cirrhosis, HCC and

rs12979860 genotypes were analysed in 177 CHC patients. IL28B

genotypes (rs12979860 and rs809917) were determined by a py-

rosequencing assay. In CHC patients, 10 cases of HCV related HCC

were analyzed according to IL28B genotypes.

Results: A total of 177 HCV-infected individuals were analyzed

[mean age, 45 years; 88 (49.7%) were male; and 34 (19.2%) were

HCV-related cirrhosis], of whom 10 (5.6%) had HCC. And HCV

genotype showed as follows: genotype 1, 107 (60.5%); genotype 2, 68

(38.4%); genotype 6, 2 (1.1%). IL28B genotype (rs12979860) dis-

tribution was as follows: CC, 86.4%; CT, 13.6%; and TT, 0%, and

rs12979860 and rs8099917 were closely linkaged. Cirrhosis showed

an slightly higher rate of progress in CC type than in CT genotype,

but there was no statical significance (20.3% vs 12.5%; p = 0.424).

10 cases of HCCs were diagnosed during follow-up period and all of

them showed a only CC genotype, however, there was no statistically

significant difference according to IL28B genotype (Log Rank test,

p = 0.365).
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Conclusions: The IL28B rs12979860 CC genotype was not associ-

ated with a higher prevalence of cirrhosis and HCC in HCV infected

patients than CT genotypes. However, additional large-scale study

will be needed.
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Background/Aims: Anti-HCV immunoglobulin G (anti-HCV IgG)

test is the screening test for diagnosis of hepatitis C infection, but

false-positive results are often observed. To identify the factors that

can predict correct diagnosis, the characteristics between the chronic

hepatitis C (CHC) group and the false-positive group were

investigated.

Methods: This study included patients who had attended the Kyung

Hee University Hospital at Gangdong from June 2006 to July

2012. We analyzed all patients without known history of hepatitis

C infection, who showed positive anti-HCV IgG test and then

performed HCV PCR test or recombinant immunoblot assay

(RIBA) test. The features between the CHC group confirmed by

positive HCV PCR test and the false-positive group with negative

results of HCV PCR test or RIBA test were analyzed

retrospectively.

Results: 229 patients were diagnosed with CHC, 340 patients showed

false-positive results. In univariate analysis, mean age (59.5 ± 14.5

vs 51.5 ± 20.3), male to female ratio (121:108 vs 148:192), Index

Value of anti-HCV IgG (2:227 vs 300:40; \ 10: C 10), prevalence of

diabetes mellitus(DM) (20.9 vs 12.6 %), platelets counts (182 ± 79

vs 243 ± 81 9 103/ll), albumin (3.8 ± 0.6 vs 4.0 ± 0.5 g/dl), ALT

(86 ± 178 vs 55 ± 185 IU/L) were significantly different between

the CHC group and the false-positive group. By multivariate analysis,

Index Value of anti-HCV IgG greater than 10, low platelet and high

ALT level were related with CHC diagnosis.

Conclusions: Although anti-HCV IgG test is not quantitative test,

considering high Index Value of anti-HCV IgG with low platelet

count and high ALT level can be helpful to diagnose hepatitis C

correctly.
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Hikmet Akkız1, Oğuz Üsküdar1, Orhan Sezgin2, Engin Altıntaş2,
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Background: Genome-wide association studies have recently iden-

tified single nucleotide polymorphisms in proximity to the

interleukin-28B (IL-28B) gene that can predict sustained virologic

response (SVR) in patients with chronic hepatitis C virus (HCV)

infection who are undergoing therapy with pegylated interferon

(PEG-IFN) plus ribavirin (RBV). IL-28B encodes IFN-k3, a type III

IFN involved in host antiviral immunity. The aim of this study was to

analyze the association between the IL28B rs8099917 genotype and

treatment response prediction in Turkish patients infected with HCV

genotype 1.

Methods: Genotypes of the IL-28B rs8099917 T [ G single nucle-

otide polymorphism were determined in 458 patients with HCV

infection by using a polymerase chain reaction-restriction fragment

length polymorphism (PCR-RFLP) assay. One group consisted of 216

patients with sustained virological response (SVR), whereas the

second group consisted of 246 non-responders (non-SVR).

Results: Allele and genotype associations of IL-28B rs8099917

polymorphism with sustained virological response were observed in

comparisons between the SVR and non-SVR groups (P \ 0.001). The

IL28B rs8099917 TT genotype was much more frequently found in

patients with sustained virological response compared to non-

responders (73.1%, vs 44.2%). In addition, fibrosis stage was higher

in non-SVR in comparison to SVR (stage of F3-4 in non-SVR; 71,5%

versus 54,8% in SVR, P = 0.006). There was a significant difference

between B 40 age and SVR (P = 0.028).

Conclusions: The SNP rs8099917 is strongly associated with sus-

tained virological response to therapy in Turkish patients with chronic

HCV-1. This study confirms that IL28B rs8099917 polymorphism

may be useful for predicting the outcome of HCV treatment.
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with background of IVDU: The first community announcement-
based study from Iran

Behrooz Ataei1, Reza Fadaei Nobari2, Mohammad Reza
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Zary Nokhodian2, Marjan Meshkati3
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Research Center, 3Disease Control Unit, Isfahan Province Health
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Background: Injection drug use plays the most important role in

transmission of hepatitis C. In Iran, surveys have been conducted on

various high risk groups but this is the first announcement based study

for hepatitis C virus (HCV) prevalence among cases with history of

intravenous drug using (IVDU) in the country.

Methods: The announcement-based detection and follow-up of

patients with anti-HCV positive project in volunteers with history of

intravenous drug using was conducted in Isfahan province. At the first

step, six focus groups were conducted and 2 pilot studies were carried

out in two cities to design the main study. Comprehensive community

announcement was done in all of public places and for physicians.

The volunteers were invited to Isfahan reference laboratories and the

serum samples were sent to Infectious Diseases Research Center

Laboratory in standard conditions and HCV-Ab was tested by ELISA

method.

Finding: In this study, 1,747 individuals that are estimated 50% of all

expected intravenous drug users in the community were presented

themselves. The most important reasons of success in recruiting

volunteers in this study were the perfect propaganda, appropriate

cooperation of lab staffs, continuous evaluation and good cooperation

in Isfahan province administrations. HCV-Ab was detected in 34% of
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them and the HCV-Ab positives were sent for further follow-up

procedures including confirmatory test, education, and treatment.

Conclusion: In spite of some limitations to select real cases, this

study was considered as a successful experience. Compared to the

surveys in Iran on HCV prevalence in intravenous drug users, the

results of this study, which was based on volunteers by announcement

seems to be noteworthy.
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Background: Hepatitis C virus (HCV) infection is a major public

health problem worldwide with serious complications. According to

the importance of intravenous drug use (IDU) as the main risk factor

for HCV infection and transmission and prison as the main source of

risky behaviors, this study conducted to define HCV infection and

related risk factors in prison inmates with history of IDU in Isfahan

province, Iran.

Methods: This is a cross -sectional study which the prison inmates

with IDU history in voluntary basis were enrolled. A validated

questionnaire was asked and blood sample was obtained from each

subject for the presence of HCV antibody. Odds ratio and logistic

regression were used for data analysis and P-value \ 0.05 considered

significant.

Results: I943 inmates with history of IDU participated in the study.

The overall prevalence of HCV antibody was 41.6%. The main

independent risk factors were number of injection in the month [OR:

1.006 (1.002- 1.011)], Length of drug addiction [OR: 1.05 (1.004-

1.098)], multiple incarceration [OR: 1.15 (1.05-1.23)] and use of

needle/syringe share inside prison [OR: 4.19 (2.22-7.9)]. In our study,

marriage was a protective factor for HCV infection [OR: 0.34 (0.18-

0.64)] as well.

Conclusion: According to relatively high prevalence of HCV infec-

tion and associated risk factors which observed in this study it is

important to primary prevention in prisons through syringe/needle

exchange and counsel with imprisoned IDUs.
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Background: Chronic hepatitis C virus (HCV) infection is a world-

wide major health problem. RT-PCR is the standard technique for

detection of HCV viremia. A simple, rapid, non-invasive electro-

magnetic sensor (C-FAST device) was patented; for diagnosis of

HCV RNA.

Aim: The study compared the diagnostic utility and reliability of

C-FAST device in detection of HCV viremia with the standard HCV-

PCR.

Subjects and Methods: The first phase was done as pilot in Egypt on

79 participants, the second phase was done both nationally and

internationally in five centers: one center from Egypt, two centers

from Pakistan and two centers from India (800, 92 and 113 subjects

respectively). The third phase was done nationally as multicenter

study on (1600) participants for ensuring its representativeness.

Results: When compared to PCR technique, C-FAST device during

all phases revealed sensitivity ranges from 95% to 100 %, specificity

ranges 95.5% to 100 %, PPV ranges 89.5 % to 100 %, NPV ranges

from 95 % to 100 % and positive likelihood ratios ranges from 21.8 %

to 38.5 %. The results of Kappa (95.5 % to 99.9 %) indicate that the

two observers have the same percent agreement. They classify

everyone exactly the same way on using the C fast device.

Conclusion: This study confirmed the efficiency of C-FAST device in

recording and replaying the HCV electromagnetic signal. It is prac-

tical evidence that nucleotides emit electromagnetic signals that can

be used for its identification. As compared to PCR, C-FAST is an

accurate, valid and non-invasive device.
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Introduction: The success of therapy in chronic hepatitis C (CHC)

cases primarily depends on patient compliance and management of

side effects. Due to side effects therapy may have to be terminated in

10-20 % of cases.

Objective: To investigate the side effects of PegIFN-alpha 2a or 2b

and ribavirin therapy in CHC cases.

Materials and Methods: Totally 36 CHC cases was evaluated in the

study. Side effects recorded and evaluated retrospectively. Dose

management was made according to blood cells counting results.

Results: Side effects was seen in 83.3 % of subjects. The rate of side

effects was Influenza-like symptoms (55.6 %), weight loss (44.4 %),

anorexia (41.7 %), irritability (36.1 %), insomnia (33.2 %), hair loss

(27.8 %) and depression (22.2 %), respectively. Less frequently

stomach-ache, diarrhea, local reaction at injection site and defects of

thyroid function tests was detected. As hematologic side effects;

leucopenia (66.7 %), neutropenia (44.4 %), anemia (58.3 %) and

thrombocytopenia (11.1 %) was detected. The ribavirin dose had to be

reduced in 22.2 % of subjects due to anemia and PegIFN-alpha dose

was reduced in 11.1 % of cases due to neutropenia. Therapy was not
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completely discontinued in none of the subjects due to side effects or

incompliance.

Conclusion: Dose reduction or early withdrawal of therapy because

of side effects causes decrease in success rate. Therefore, our main

goal must be to ensure compliance of patient and good management

of side effects.
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IL28B polymorphisms are highly associated with spontaneous
clearance of HCV infection in iranian patients with hepatitis C
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Introduction and aim: Around 20%-25% of patients with hepatitis C

infection are recovered spontaneously. Recently, some studies dem-

onstrated the impact of IL28B polymorphisms on spontaneous

clearance of hepatitis C. The aim of this study was to assess the influence

of IL28B polymorphisms on spontaneous clearance of hepatitis C

infection in Iranian patients who had cleared hepatitis C spontaneously.

Patients and methods: In this study, 52 individuals who had cleared

the hepatitis C infection spontaneously and 256 patients with chronic

hepatitis C were enrolled. The IL28B rs12979860 and rs8099917

polymorphisms were assessed by PCR-RFLP method in the study

population.

Results: In the spontaneous clearance group, 38 (73.1%) individuals

were rs12979860 CC while, in the group of patients with chronic

hepatitis C 108 (40.7%) patients were CC (P \ 0.01, OR = 3.92,

95%CI = 2.05-7.81). Also, the frequency of rs8099917 TT genotype

in spontaneous clearance group was 45 (86.5%) and in the patients

with chronic hepatitis C was 153 (57.7%) (P \ 0.01, OR = 4.68,

95%CI = 2.11-11.63).

Conclusion: The current study showed the association of IL28B

polymorphisms with spontaneous clearance in Iranian patients with

hepatitis C.
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Prediction improvement on the effect of interferon-based therapy
and spontaneous clearance of hepatitis C using rs72258881
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Background and aims: Polymorphisms around IL-28B gene,

rs8099917 and rs12979860, are strongly associated with the

interferon-based therapy and the spontaneous clearance (SC) of

chronic hepatitis C (CHC). Our resent study revealed one of the

functional SNPs consisting TA dinucleotide repeat, rs72258881

around IL-28B gene. To determine the association of rs72258881, the

genotype was assessed whether the SNP improved the prediction rate

of CHC and SC.

Methods: Of 132 healthy volunteer (HV), 65 CHC patients and 34

SC individuals for initial test group, and 100 healthy, 152 CHC and

50 SC individuals for validation group were enrolled in this study.

The repeat number of (TA)n is defined as 10 repeats [ S, 12 = M,

and 13 \ L.

Results: The repeat number showed the range from 10 to 20 in overall

samples. Age and gender were matched among three groups. In test

samples, ALT (average HV:CHC:SC = 20.7:49.6:19.9 IU/mL), PLT

(20.8:18.1:17.9 x104/mm3), rs8099917 (TT/TG, 107/25:29/5:32/23),

and TA repeat (S/M/L, 0/98/34:7/37/21:0/16/18) showed statistical

significance (p \ 0.01, 0.01, 0.01 and 0.03, respectively). For vali-

dation analysis, independent samples were also reached statistical

significance containing TA repeat variation among three groups (each

p \ 0.05). On treatment response of CHC patients, the (TA)n geno-

type, S, M, or L was observed in 10%, 83%, and 7% of the patients

and corresponded to NVR rate of 80%, 40%, and 0%, respectively

(p = 0.074). However, the TA repeat was applied as a second pre-

dictor of response to HCV therapy following the classification of

rs8099917 genotype. The (TA)n genotype, S, M, or L was observed in

18%, 68%, and 14% of the patients with rs8099917 heterozygote and

corresponded to NVR rate of 100%, 80%, and 0%, respectively

(p \ 0.05).

Conclusion: The TA repeat genotype could be a second factor and

improve the prediction of treatment response in CHC patients and SC

population.
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Introduction: Telaprevir is available in France since January 2011

for the treatment of chronic hepatitis C (CHC) genotype 1 patients, in

combinaition with peg interferon alpha and ribavirin. Its efficacy in

combination with PEG-interferon and ribavirin in genotype 4 (G4)

cirrhotic patients is unknown. Preliminary data in 8 non cirrhotic

patients suggested that this tritherapy is not efficacious (1). Our

preliminary results suggests efficacy in two third of patients (2). We

report here final data for efficacy and safety in 11 cirrhotic CHC G4

patients.

Patients and methods: 11 cirrhotic CHC G4 patients without history

of decompensated cirrhosis received a compassionate tritherapy with

telaprevir between January 2011 and April 2012. There were 10

monoinfected patients and 1 coinfected with HIV; 9 men and 2

women, mean age 51.5 years, mean weight 82.6 kg. All had previ-

ously been unsuccessfully treated : 5 patient were non responders, 4

were partial responders and 2 responder/relapsers with average of 1.5

previous treatment. Mean initial viral load was 541998 UI/ml.
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Results: All patients received interferon alpha 2a (180 mg/week),

ribavirin (mean dose 1054 mg/day) and telaprevir was administered

daily for 3 months at 2150 mg/day. Two patients had skin rash of

moderate severity, 4 had anaemia requiring erythropoietin and only

one was transfused.

Six patients were none responders, 4 were relapsers and there was

viral escape for one patient at week 24.

Conclusions: Our data suggest that tritherapy with telaprevir was not

effective in cirrhotic CHC G4 patients.

1. BENHAMOU Y and al. Activity of telaprevir monotherpay or in

combination with peginterferon alfa-2a and ribavirin in treat-

ment naive genotype 4 hepatitis C patients : final results of study

C210

2. REMY AJ and al. Tritherapy in patients with viral cirrhosis C of

genotype 4: first results on 2011. JFOPD 2012, Paris.
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Introduction: Hepatitis C treatment was difficult in many patients,

specially in drug users and inmates who didn’t have easy access to

antiviral treatment. There were many side effects, more with trither-

apy. Education programs for hepatitis C treatment existed in France

but only in hospital units.

Methodology: We created an original education program in 2009

with specially-trained nurses outside of our hospital. Program was

available for all out-of-treatment patients and was free and optional

for patients who began dual therapy or tritherapy. Sessions took place

in nurse office or patients home. Patients could call nurse 7/7 days,

even nights and weekends. Costs included only real sessions.

Results: 222 patients were included in 3 years: 53 in 2010, 101 in

2011 and 68 in 2012; 77% men mean age 42 years; 78% of patients

had drug use contamination route, 19% by blood transfusion; 68%

were genotype 1, 21% genotype 2 or 3,11% genotype 4.. There was

17% of patients included in drug users care units and 11% in jail-

houses. Our patients had severe liver disease: 45% with cirrhosis or

severe fibrosis, 21% mild liver disease; 34% no significative liver

fibrosis; 59% of patients had dual therapy with peg interferon alpha

and ribavirin, 51% had tritherapy with combination of telaprevir.

There were 124 educational sessions in 2010, 248 in 2011 and 297 in

2012: 84% of patients finished antiviral treatment with less no pro-

grammed medical consultations in comparison of patients without

nurses network education program. On 31th December 2012, 41% of

evaluable patients had sustained virological response, 28% early vi-

rological response (treatment not finished yet), 6% responders

relapsers, 25% none responders.

Conclusion: specific educational program network with out hospital

specially trained nurses was useful and successful for outpatients

treated for hepatitis C, by dual therapy or tritherapy, better than an

hospital educational program.
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polymorphisms and IP-10 for therapeutic response in egyptian
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IInterleukin28B(IL28B) polymorphisms have been reported associ-

ated to be strongly associated with spontaneous and treatment-

induced HCV viral clearance. The aim: to estimate the impact of

Three different IL28B polymorphisms and their haplotype combi-

nation and IP, on response to treatment in Egyptian genotype 4

patients.

Results: All SNPs are within the Hardy-Weinberg Equilibrium

(HWE) except for rs8103142. The results showed that the odds

ratio and 95% CI of HCV genotype- 4 patients who had the

major allele ‘‘C’’ of rs12979860 was 2.92 and (1.83-4.68,

p = 2.01-5), for ‘‘A’’ allele of rs11881222 was 2.89 (1.79-4.70,

p = 2.53-5) and for ‘‘T’’ allele of rs8099917 was 2.73 (0.21-0.65,

p = 0.0007) to have better sustained response to treatment (SVR).

In addition, the PPV of the major homozygous for SVR with

better response to therapy were in order; 78.69%, 68.42%, and

32.14% with positive likelihood ratio; 1.95, 1.25, and 0.86 for

rs12979860, rs11881222 and rs8099917, respectively. The haplo-

type formed between the 3 studied SNPs; rs12979860, rs11881222

and rs8099917, showed that 2 haplotypes (TGG and TGT)

increases the chance to have poor response to therapy, but CAT

haplotype have the opposite effect. The multinomial Logistic

regression analysis revealed that only viral load and rs12979860

are the factors involved in the efficacy of treatment response

among the cohort study. In addition, patients with SVR had sig-

nificantly lower values of IP-10 than non-responders patients

(NR), with p value \ = 0.001.

Conclusion: In genotype 4, The IL28B rs12979860 SNP

rs8099917, and rs11881222, are strongest predictors of response,

while IP 10 is a strong negative predictor of response .The hap-

lotype TGG had the highest risk of poor response.It is important to

considerIP-10 in the individualization for treatment as it augments

the level of predictiveness of IL28 polymorphism final treatment

outcome.
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Background: We report the W16 analysis of safety and efficacy of

triple therapy in experienced cirrhotics treated in real-life setting.

Methods: 674 G1 patients with compensated cirrhosis were pro-

spectively included and received 12W TVR/PEG-IFN-2a/

RBV + 36 W Peg-IFN/RBV, or 4 W PEG-IFN-2b/RBV + 44 W

BOC/Peg-IFN/RBV. The analysis is restricted to 497 patients

reaching W16.

Results: In multivariate analysis, Severe complications (death,

infection, hepatic decompensation) were related to platelets

count \ 100,000 /mm3 (OR 3.11, 95% CI 1.32-7.73, p = 0.0098) and

albumin \ 35 g/dL (OR 6.33, 95% CI 2.66-15.07, p \ 0.0001).

SVR12 data will be available and presented (Tables 1, 2 and 3).

Conclusions: Safety profile of the triple therapy was poor as com-

pared with phase III trials but associated with high on-treatment

virologic response rates. Risk / benefit ratio should be assessed in

cirrhotics with predictors of severe complications Other Cirrhotics

should be treated but cautiously and carefully monitored.
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The aim of this multicenter, observational, retrospective study was to

assess in real life, the effectiveness of combination therapy PEG-IFN

alpha-2a and RBV in the treatment of chronic hepatitis C.

Patients and Methods: Between January 2002 and March 2012, 734

patients were included, sex ratio M / F 1.07, 36.2% (n = 266) had

normal ALT, 72.5% were genotype 1 (n = 532), 19.2% genotype 2

(n = 141), 5.7% genotype 3 (n = 42), 2.2% genotype 4 (n = 16), 2

were genotype 5, and one case of mixed genotype.

Assessment of fibrosis was made in 79.8% (n = 586) by 60.8% with

liver biopsy (n = 446) and non-invasive methods in 19.1% (n = 140).

90.7% (n = 666) of patients were naive to previous therapy.

Results: After anti-viral treatment, SVR was achieved in 61.9%

(n = 454).

In bivariate analysis the response was more important in : geno-

types 2 and 3, with an SVR rate of 72.7% (n = 133) versus 58.4%

(n = 320) for genotype 1 (59%) and 4 (p = 0.001), age less than

50 years, 65.9% versus 57.1% (p = 0.015), without significant

fibrosis 64.5% for F0-F2 versus 53.1% for F3-F4 (p = 0.005). By

cons in our series we did not find any significant association with

ALT levels and viral load threshold.

In multivariate analysis, only fibrosis (F0-F2) is a predictor of

good response with an OR of 1.62 (CI: 1.17-2.25) p = 0.004.

In conclusion, this study shows that SVR rates achieved with

combination therapy PEG-IFNa-2a + ribavirin particularly in geno-

type 1 are higher than those observed in large randomized trials.

Predictors of response identified plead for earlier treatment of hepa-

titis C. It would be interesting to complete these preliminary results

by study of polymorphism ILB28.
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Table 1 Safety profile

TVR n=292 BOC n=205

SAEs 132 (45.2%) 67 (32.7%)

Death 5 (2.6%) 1 (0.5%)

Infection (G3/4) 19 (6.5%) 5 (2.4%)

Hepatic decompensation 6 (2.0%) 6 (2.9%)

Table 2 Anemia

TVR n=292 BOC n=205

Hb: 8.0 - \ 9.0 g/dL 55 (18.8%) 48 (23.4%)

Hb: \8.0 g/dL 34 (11.6%) 9 (4.4%)

EPO use 157 (53.8%) 95 (46.3%)

Blood transfusion 47 (16.1%) 13 (6.3%)

RBV dose reduction 38 (13.0%) 22 (10.7%)

Table 3 Virologic response

Undetectable HCV-RNA (PP/ITT) TVR n=292 BOC n=205

Week 4 58%/55% 3%/2%

Week 8 92%/80% 42%/38%

Week 12 93%/79% 64%/55%

Week 16 92%/67% 77%/58%
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Background: In Taiwan, injection drugs use have become the main

route of transmission of human immunodeficiency virus since 2005,

and HCV and HIV have similar transmission route. This condition has

become important public health issue.

Aim: To explore the conditions of HCV infections between IDU

persons with and without HIV infection in Southern Taiwan.

Materials and methods: In this study, we enrolled 562 IDUs,

inclusion 265 anti-HIV negative IDUs and 297 with anti-HIV positive

IDUs, and also analyzed liver function tests, HCV RNA, HCV

genotypes, CD4 cell counts, anti-HIV and HIV RNA.

Results: The prevalence of anti-HCV antibody is 91.2% in this study,
and the prevalence of HCV infection among IDUs with HIV infection

was 98.7%, and male was more than female. The prevalence of

detectable HCV RNA among IDUs with HCV infection is 80.1%, and

HCV RNA viral load was higher in IDUs with HIV infection than

IDUs without HIV infection, but no significant difference between

HCV RNA and IDUs with or without HIV infection was noted. HCV

RNA viral load, not HIV RNA viral load, was related to abnormal

AST and ALT ratio among IDUs with HIV infection. Genotype 6

(41.0%) was most prevalent among IDUs, but for IDUs without HIV

infection, genotype 1 and 6 (34.7%) were most prevalent, and for

IDUs with HIV infection, genotype 6 (43.4%) was most prevalent.

For sub-genotypes, 6a/6b was the most prevalent one among IDUs.

Conclusion: The prevalence of HCV infection among IDUs with HIV

infection is still dominant, and for IDUs with HCV infection, HCV

genotype 6a/6b was most prevalent. HCV RNA viral load was related

to abnormal AST and ALT ratio among IDUs with HIV infection.
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Aims: Response to peg-interferon and ribavirin is known to be

affected by ethnicity.The study is to look at the treatment outcomes

and effect of interferon dose modification in Asian populations.

Methods: All treatment naı̈ve hepatitis C patients treated with peg-

interferon and ribavirin between 2007 and 2011 were retrospectively

analysed.The calculated mean doses of interferon were categorised

into group A: [ 135-180mcg/week, B: [ 90-135mcg/week and

C: B 90mcg/week.

Results: A total of 35 patients were analysed with Chinese(34.3%),

Malay(20%), Cambodian(28.6%) and others(17.1%).The mean BMI

was 23.44 kg/m2,with 6% of patients with DM. All patients were

treated with peg-interferon alpha-2a.

The genotypes were type 1: 14 patients(40%), type 2/3: 14

patients(40%), type 6: 5 patients(14.3%) and indeterminate: 2

patients(5.7%).

The SVR rates were 78.5% in genotype 1, 78.5% in genotype 2/3

and 100% in genotype 6.No difference in SVR rates among the dif-

ferent ethnic groups, both in genotype 1 and 2/3(p = 0.83 and

p = 0.25). All cases with genotype 6 were Cambodian and all

achieved SVR with 48 weeks of treatment.

Pre-treatment viral loads did not affect the SVR rates with no dif-

ference between HVL([ 400,000 IU/ml) and LVL(\ 400,000 IU/ml)

(p [ 0.9 in all genotypes).

About 48% of patients needed to adjust peg-interferon dose during

treatment due to side effects.However, no significant difference in the

SVR rates among the 3 different mean peg-interferon doses(group A

vs B vs C) in both genotype 1 and 2/3(p = 0.55 and p = 0.65).

Conclusion: The study showed Asian has better response to treatment

in genotype 1, 2/3 and 6.

The higher dose modification rate than previously reported is due

to tighter on-treatment monitoring and dose adjustment in our centre,

which could be the factor for better SVR rate.

Current study showed lower mean dose of interferon was as

effective in achieving SVR. The response to lower interferon dose in

Asian with normal BMI needs to be further studied.
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Objective: To evaluate the efficacy and safety and predictor of pe-

ginterferon plus ribavirin in treatment of elderly patients with chronic

hepatitis C (CHC).

Methods: 34 patients aged over 60 years old with CHC were inclu-

ded in this retrospective study. Virological responses, relapse rate and

discontinuation rate were examined, and predictive factors associated

with these outcomes were also analyzed.

Results: �The RVR, EVR, ETR, SVR and relapse rate of the 34

elderly CHC patients treated by peginterferon plus ribavirin were

26.5%, 41.2%, 52.9%, 35.3%, 17.6%, respectively. Those with a

interferon treatment history could had a significantly higher relapse

rate than naı̈ve patients (P \ 0.05), in addition, those suffered from

diabetes should achieve comparative lower ETR and SVR rates than

non-diabetes patients (P \ 0.05 or P \ 0.01). ` The drug dose

modification rates of peginterferon and ribavirin were 26.5% and

61.8%, and the discontinuation rate of the antiviral therapy was

20.6%. ´ Patients with diabetes should have a significantly lower

SVR rate than those non-diabetes by multivariate logistic regression

analysis.

Conclusions: Peginterferon plus ribavirin therapy was effective for

elderly patients with chronic HCV infection; however, this regimen

had a poor treatment adherence for this population. Diabetes may

be an important risk factor for achieving a SVR in elderly

patients.
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Background: Individual infected with Hepatitis C virus (HCV)

harbor viral particles variants that are closely related but non-

identical, termed as quasispecies. Despite being hepatotropic, HCV

has also been shown to replicate in extrahepatic sites including

peripheral blood mononuclear cells (PBMCs). The HCV quasispe-

cies variants replicated in the PBMCs are frequently different with

variants found in plasma, an occurrence which referred as com-

partmentalization. However, studies that examined the presence of

HCV quasispecies compartmentalization in chronic hepatitis C

patients and its influence to the early outcome of pegylated-inter-

feron plus ribavirin (Peg-IFN/RBV) treatment are limited.

Aims: This study was aimed to examine the presence of HCV com-

partmentalization in pretreatment plasma and PBMCs samples

obtained from hepatitis C patients undergoing Peg-IFN/RBV treat-

ment by evaluating the quasispecies heterogeneity in Core and NS5A

region.

Methods: A total of 1029 sequence clones spanning Core and NS5A

region were generated from matched pair of pretreatment plasma and

PBMCs samples obtained from 14 chronic hepatitis C patients followed

by detailed quasispecies diversity, complexity, and compartmentali-

zation analysis.

Results: No significant differences were observed when comparing

HCV quasispecies diversity and complexity in plasma to PBMCs,

either in Core or NS5A region. However, Mantel’s test in Core region

demonstrated marked compartmentalization of quasispecies between

plasma and PBMCs in 10 out of 14 patients (71.4%), while analysis in

NS5A region demonstrated compartmentalization in 9 out of 11

patients (81.8%). Compartmentalization were less frequent in patients

who became plasma HCV RNA negative at the first month of treat-

ment (4/8 [50%] for Core and 1/7 [14.3%] for NS5A) than in patients

who experienced plasma HCV RNA positive at the first month of

treatment (6/6 [100%] for Core and 1/4 [25.0%] for NS5A).

Conclusion: Our study indicates evidence of HCV compartmentali-

zation among hepatitis C patients. This compartmentalization might

be associated with the outcome of Peg-IFN/RBV treatment.
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Purpose: The optimal formulation of pegylated interferon a (PEG-

IFa) as part of combination therapy with ribavirin (RBV) is uncertain

for patients infected with hepatitis C genotypes 2 and 3.

Methods: A multivariate analysis of prospectively collected treat-

ment data from two tertiary centres on 351 treatment naı̈ve HCV

genotype 2 or 3 patients who received PEG-IFa2a or b plus ribavirin.

Results: Univariate analyses demonstrate that PEG-IFa-2b based

regimens achieved a higher sustained virological response (SVR) than

PEG-IFa-2a (77.9% versus 62.0%, P = 0.0012). On multivariate

analyses PEG-IFa-2b appeared superior to PEG-IFa-2a with an odds

ratio (OR) and 95% confidence interval (CI95) for SVR of 2.19 (CI95

1.35-3.52, P = 0.0005). Genotype was a significant predictor of

outcome in the multivariate model with 80% of genotype 2 but only

67.7% of genotype 3 subjects achieving SVR (OR 2.66 [CI95 1.35-

5.92]). Increasing age was negatively associated with SVR (OR 0.97

[CI95 0.94-0.99]). Some of the differences in SVR are explained by

higher relapse rates with PEG-IFa-2a (P = 0.009).

Conclusions: PEG-IFa-2b and RBV achieves higher SVR rates than

PEG-IFa-2a and RBV in genotype 2 and 3 chronic HCV infection.

There is less relapse with PEG-IFa-2b. Genotype 2 infections are

considerably easier to cure. SVR is higher in younger patients. These

findings should influence choice of PEG-IFa in the era of direct acting

anti-viral drugs in therapy of genotypes 2 and 3.
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Background and aims: Recently, the CC genotype of rs12979860

and the TT genotype of rs8099917 single nucleotide polymorphisms

(SNPs) have been demonstrated to have a strong association with

favorable spontaneous and drug-induced clearance of HCV infection.

The distribution of these SNP alleles varied according to populations.

The frequency of rs12979860 and rs8099917 SNP alleles in Viet-

namese CHC patients was almost unknown. The aim of our study was

to estimate the frequency of these two SNP alleles in CHC patients in

southern Vietnam as well as to compare the results between them.

Methods: We used TaqMan Real-time PCR technology to determine

the allele frequency at rs12979860 in 407 patients and at rs8099917 in

214 out of these 407 patients.

Results: The C allele frequency at rs12979860 was 88.1% and the

frequencies of genotypes CC - CT - TT of this SNP were 78.1% (318/

407) - 19.9% (81/407) and 2% (8/407) respectively. The T allele

frequency at rs8099917 was 87.4% and the frequencies of genotypes

TT - GT - GG of this SNP were 79% (169/214) - 16.8% (36/214) and

4.2% (9/214) respectively. For prediction of viral response (major vs.

minor/mixed), the concordance between genotypes of these two SNPs

was 89.7% (192/214).

Conclusions: This is the first report providing at the same time the

genetic data of the frequency of IL28B polymorphisms (rs12979860

and rs8099917) of Vietnamese CHC patients. The major alleles of

both SNPs were nearly 90% and these data were comparable with

other populations in East and South East Asia. The concordance

between genotypes of these two SNPs was 89.7%.
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Background: Treatment with alpha interferons is associated with

increased risk of autoimmune disease. Lambda exerts antiviral effects

through a unique receptor with limited distribution outside the liver.

In a phase 2b study of treatment-naı̈ve patients, Lambda/RBV dem-

onstrated robust virologic responses with reduced cytopenias,

arthralgias, myalgias, and flu-like symptoms compared to Alfa/RBV.

Here we report the relative rates of thyroid dysfunction and serious

autoimmune disease.

Methods: 525 treatment-naı̈ve, noncirrhotic patients received daily

oral RBV and weekly Lambda (120, 180 or 240 lg) or Alfa (180 lg)

for up to 24 (genotype 2/3) or 48 (genotype 1/4) weeks. Exploratory

retrospective analysis was performed of adverse events (AE) included

in the MedDRA version 14.0 SMQ Thyroid Dysfunction, serious AEs

consistent with autoimmune disease, and clinically significant

abnormalities of thyroid stimulating hormone (TSH; C 10 mIU/L,

B 0.01 mIU/L, or both). Patients were reviewed in a blinded manner

by an expert endocrinologist.

Results: The odds of a reported thyroid dysfunction AE or a TSH

abnormality were, respectively, 5.2 times and 5.1 times greater on

Alfa vs Lambda. Blinded review found most TSH elevations reflected

new-onset hypothyroidism requiring treatment, while most low TSH

reflected probable painless thyroiditis and resolved without sequelae.

There were 4 serious AEs consistent with autoimmunity among 133

(3.0%) Alfa recipients (1 panniculitis, 2 sarcoidosis, 1 pseudotumor

cerebri), and 1 among 392 (0.2%) Lambda recipients (uveitis)

(Table 1).

Conclusions: In this exploratory analysis, chronic HCV-infected

patients treated with Lambda/RBV experienced less autoimmune

thyroid disease and fewer serious events of autoimmune disease than

patients treated with Alfa/RBV.
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Background: Anemia is a well-recognized complication of hepatitis

C virus infection therapy, occurring in approximately one third of

people treated with pegylated interferon and ribavirin dual therapy.

The aim of of this study, is used to treat chronic hepatitis C patients in

three different interferon molecule to compare the side effects of

anemia.

Methods: 115 chronic hepatitis C patients followed by our clinic

were enrolled to study. 40 patients were treated with peginterferon

a-2a and ribavirin combination, 51 patients were treated with pe-

ginterferon a-2b and ribavirin combination, 24 patients were treated

with interferon a-2a/2b and ribavirin combination for 48 weeks.

Adverse effects were noted during treatment period.

Results: Combination therapy with peg interferon plus ribavirin

compared with interferon plus ribavirin group, anemia has been fre-

quently observed. Anemia occurred in 82.5.7% of patients receiving

peginterferon a-2a plus ribavirin combination therapy and in 82.4%

of patients receiving peginterferon a-2b plus ribavirin combination

therapy and in 54.2% of patients receiving interferon a-2a/2b plus

ribavirin combination therapy; 22.5% of patients in the peginterferon

a-2a plus ribavirin combination therapy group, 31.4% of patients in

the peginterferon a-2b plus ribavirin combination therapy group and

8.3% of patients in the interferon a-2a/2b plus ribavirin combination

therapy group reduced their ribavirin doses because of anemia. 3

patient (7.5%) in the peginterferon a-2a plus ribavirin combination

therapy group, 3 patient (5.9%) in the peginterferon a-2b plus riba-

virin combination therapy group interrupted the therapy. In these

patients, peginterferon plus ribavirin combination treatment was

started again after a 2-week follow-up. There was no need for any

additional treatment, such as erythropoietin or blood transfusion.

Conclusion: Anemia is a common and potentially life-threatening

complication of HCV therapy. Early recognition and ribavirin dose

reduction are, generally, all that is required to maintain treatment

without compromising efficacy.
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Background: Peginterferon lambda-1a (Lambda; type III interferon

with limited extrahepatic receptor distribution) and direct acting an-

tivirals (DAAs) are being developed for chronic hepatitis C.

Lambda + RBV (L/R) with daclatasvir (DCV; first-in-class NS5A

replication complex inhibitor) or asunaprevir (ASV; NS3 protease

inhibitor) are evaluated in the phase 2b D-LITE study (AI452008) in

HCV-GT1. We report sustained virologic response at posttreatment

Week 12 (SVR12) in a prespecified Japanese D-LITE substudy.

Methods: Treatment-naive patients were randomized to L/R/DCV,

L/R/ASV or peginterferon-alfa-2a/R/placebo (A/R). L/R/DAA

recipients with protocol-defined response (PDR + ; Week 4 HCV

RNA \ LLOQ [i.e. \ 25 IU/mL], Wk12 \ LLOQ with target not

Table 1 Incidence of thyroid dysfunction AEs or abnormal TSH

Alfa Lambda Lambda Lambda Lambda

180

lg

(all) 120 lg 180 lg 240 lg

Number treated 133 392 127 131 134

Adverse event thyroid

dysfunction, %

12 2.6* 2.4 3.1 2.2

High TSH (C10 mIU/

L), %

10.6 0.8* 0 0.8 1.5

Low TSH (B0 mIU/L),

%

11.4 2.9* 4.8 1.6 2.2

Any of high and/or low

TSH, %

15.2 3.4* 4.8 2.3 3.1

* P\0.0001 comparing Lambda (all) vs. Alfa using a 2-sided Fisher’s

Exact test

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S413

123



detected [undetectable]) were treated for 24 wks. Those without PDR

received a further 24 weeks of L/R. All A/R recipients were treated

for 48 wks. Dosing: Lambda or alfa 180 mg QW; DCV 60 mg QD;

ASV 200 mg BID; RBV weight-based BID.

Results: 21 HCV-GT1b patients were treated. Only PDR + DAA

recipients (5/6 [83%] L/R/ASV [1 discontinuation Wk2 for LFT

elevation], 8/8 [100%] L/R/DCV) currently have posttreatment data

through Wk12 (Table). Two PDR + patients in each arm had non-CC

IL28B genotypes (40% of L/R/ASV; 25% of L/R/DCV); all achieved

SVR12. L/R/DCV was better tolerated than L/R/ASV. There were no

SAEs, AE-related discontinuations or Grade 3-4 transaminase or

bilirubin elevations on L/R/DCV.

Conclusions: Lambda/R-regimens with ASV or DCV were highly

effective in Japanese patients: 83% and 100%, respectively,

achieved PDR and SVR12. L/R/DCV was better tolerated than

L/R/ASV. Among HCV-GT1b Japanese patients, L/R/DCV dem-

onstrated rapid and early sustained virologic response and was very

well-tolerated.
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Introduction: The treatment of chronic hepatitis C has been revo-

lutionized by the development of directly acting antiviral (DAA)

agents. The first of these agents, telaprevir and boceprevir, are

available in the West and have resulted in significantly improved

sustained virologic response (SVR) rates in previously difficult to

treat genotype 1 patients. There appears to be very limited use of

these DAA agents in South and South East Asia.

Objective: To assess patterns of and obstacles to DAA use in South

and South East Asia.

Methods: Gastroenterologists and hepatologists from South and

South East Asia attending the International Gastroenterology and

Hepatology Forum in Yangon, Myanmar in November 2012 were

surveyed regarding their DAA usage.

Results: 67 gastroenterologists and hepatologists were included in

this study. 70% (47) were male. 67% (45) were in academic practice.

The doctors were from the following countries: Pakistan 24 (36%),

Sri Lanka 2 (3%), Myanmar 25 (37%), Philippines 8 (12%), Laos 5

(7%), and Cambodia 3 (4%). All treated hepatitis C. Eleven doctors

said DAAs available in their country (3 from Philippines, 4 from

Burma, and 7 from Pakistan) and 4 Pakistani doctors had previously

prescribed DAAs. When asked about obstacles to DAA use in their

countries, the following reasons were cited: 1. High cost 54% (36), 2.

Lack of availability 54% (36), and 3. Lack of relevance of DAAs to

the genotypes prevalent in their countries 12% (8).

Conclusion: Based on this sample of gastroenterologists and hepa-

tologists representing six countries from the region, there appears to

be limited DAA use in South and South East Asia. Issues relating to

cost, availability, and efficacy in prevalent genotypes limited DAA

use in this region. These issues need to be addressed both for the

existing DAAs as well as for the array of newer agents in the pipeline.
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Background and aims: Hepatitis C virus genotype 5 (HCV-5) is

uncommonly reported and few therapeutic data is available mainly

from retrospective studies. Perspectives for response-guided therapy

in HCV-5 remain to be elucidated. We aimed: 1) to examine treat-

ment efficacy with a combination of pegylated interferon alpha

(PegIFNa) and ribavirin in patients chronically infected with HCV-5,

and 2) to assess on-treatment virological responses as predictors of

sustained virological response (SVR).

Methods: In a prospective, open-label, single-center study, 22 treat-

ment-naı̈ve HCV-5 patients treated for 48 weeks with a combination

of PegIFNa-2a and ribavirin, were included. Rapid virological

response (RVR), early virological response (EVR), 24-week viral

response, end-of-treatment response (ETR) and SVR were assessed,

defined as negative viral load at weeks 4, 12, 24, 48 and 72 following

treatment initiation, respectively.

Results: Attainment of SVR was observed in 14/22 (63.6%). RVR,

EVR and 24-week viral response occurred in 13 (59.1%), 20 (90.9%)

and 19 (86.4%) patients respectively. All 19 patients achieving

24-week viral response went on to achieve ETR, but 5 patients

(22.7%) had a virological relapse (relapse rate: 26.3%). The positive/

negative predictive values on SVR were: 92.3%/77.8% for RVR,

70%/100% for EVR and 68.4%/66.7% for 24-week viral response.

Conclusions: In summary, patients with HCV-5 infection showed an

overall good response to combined antiviral treatment (SVR: 63.6%).

Despite excellent end-of treatment-response rate (86.4%), attainment

of SVR remains affected by a substantial relapse rate (in our setting

PDR + subjects, n (%) L/R/ASV

(n = 5)

L/R/DCV

(n = 8)*

RVR (HCV RNA undetectable

Week 4)

4 (80) 8 (100)*

cEVR (HCV RNA undetectable

Week 12)

5 (100) 8 (100)

SVR12 5 (100) 8 (100)

SAEs 1 (20) 0

AE-related discontinuations 2 (40)� 0

Grade 3-4 AEs 4(80) 1 (14)�

Grade 3-4 hemoglobin 1 (20) 0

Grade 3-4 ALT 3 (60) 0

Grade 3-4 AST 4 (80) 0

Grade 3-4 total bilirubin 1 (20) 0

Safety data cumulative through posttreatment Week 4; no additional

safety events through posttreatment Week 12. *1 subject missing

Week 4 HCV RNA; considered RVR+ and PDR+ for undetectable

RNA at Weeks 2, 5, 6 and 12; �1 ALT elevation, 1 potential drug-

induced liver injury (ALT C 59baseline and C 10 9 ULN, total

bilirubin [ 29ULN, without other probable causes); �Transient

leukopenia
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26.3%). Both RVR and EVR are accurate predictors of SVR and

could support an individualized therapeutic algorithm in HCV-5.
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ABSTRACT
Objectives: Patients with Hepatitis C Virus infection are at high risk

of getting hepatitis A virus. Hepatitis A virus is an important wide-

spread virus that usually causes more severe medical consequences in

patients with chronic liver disease. The purpose of this study was to

evaluate prevalence of Hepatitis A Virus antibody in patients with

chronic HCV in Isfahan province, Iran.

Methods: A cross-sectional study was carried out on 117 patients

with chronic hepatitis C virus from spring 2010 to spring 2011.

Subject’s characteristics such as age, gender, education, genotype of

HCV infec-tion and history of intravenous drug use were collected by

question-naire and studied. Statistical analysis was done by SPSS

software (ver-sion 19.0. 2010, SPSS) using Chi-square test, Fisher

Exact tests and Cochran-Armitage trend test.

Results: The mean age of the subjects was 33.18 10.97 years. The

seroprevalence of HAV was 94.9% in patients with chronic HCV. The

prevalence of anti-HAV increased nearly as age increased. But, there

was no statistically significant difference in HAV positive rate

accord-ing to the age groups (P = 0.242) and other patient’s

characteristics.

Conclusions: According to the high HAV immunity in our study and

less severe form of HAV infection, vaccination was not required in

these patients. However, hepatitis A vaccination program should be

performed in HAV seronegative patients with HCV to produce an

adequate immune response.
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ABSTRACT
Objectives: Clinical laboratory health care workers can become

in-fected through their occupation with blood-borne pathogens by

percu-tanous injuries and mucocutaneous blood contacts such as cuts,

needle sticks, splashes to mucous membranes or other body injuries.

The purpose of this study was to determine the seroprevalence of,

Hepatitis C virus (HCV), and some of the risk factors in medical

laboratory health care workers.

Methods: Through a descriptive cross sectional study, 203 partici-

pants employed in the clinical laboratories of the city of Isfahan,

composed of medical laboratory technologists, technicians and

cleaning staff were studied. Participant data were obtained through a

self-reporting ques-tionnaire and the level of anti-HCV antibody was

measured by enzyme linked immunosorbent assay (ELISA). Chi-

square test was used to determine risk factors associated with

infection.

Results: The mean age of the individuals (n = 203) was 35.8

9.54 years. There were 115 women (56.7%) and 88 men (43.3%). All

of the subjects were negative for HCV Ab.

Conclusions: Hepatitis C infection is infrequent in laboratory health

care workers in Isfahan province.
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Background and aims: HCV genotyping based on 5’UTR may lead

to mis-classification of genotype 6 into genotype 1, especially for

patients of South East Asia region. Until now, most of laboratories in

Vietnam have still used 5’UTR for HCV genotyping and this mis-

classification has not been analyzed. This study is to evaluate the

magnitude of the mis-classification and the differences in subtypes in

HCV-GT6(5’UTR) and GT6 mistyped as GT1 in CHC patients.

Methods: We use serum samples which had been classified as HCV-

GT1(5’UTR) in 60 samples and HCV-GT6(5’UTR) in 10 samples.

These samples were used to retest HCV genotype by direct

sequencing at the region NS5B, running by 3130XL Genetic Analyzer

(ABI), to define the true HCV genotype.

Results: We studied 70 samples: 40 females (57%), 30 males (43%);

mean of ages: 53 ± 12. Only 24/60 (40%) of HCV-GT(5’UTR) were

real GT1(NS5B) with dominant of subtype 1b (70.8%); 36/60 (60%)

of HCV-GT1(5’UTR) were GT6(NS5B) with subtype 6e (80.6%), 6a

(8.3%). All HVC-GT6(5’UTR) were GT6a(NS5B) (Table 1).

Conclusions: 60% of HCV-GT1(5’UTR) were in fact HCV-GT6;

therefore at least in Southern Vietnam we should replace the method

of HCV genotyping based on 5’UTR by others based on core or NS5B

region. This is important not only for molecular epidemiology and

virology aspects but because recent data from some studies demon-

strated that the CHC-GT6 patients may be shortened the therapy

duration to 24w without changing the SVR rate. Another interesting

remark is that [ 80% of HCV-GT6 mis-classified into HCV-GT1

were subtype 6e while almost all HCV-GT6(5’UTR) were subtype 6a.

Table 1 60 HCV-GT 1(5’UTR) redefined by sequencing method

GT 1 6

n 24 36

Subtypyes 1a 1b 6a 6e others

n 7 17 3 29 4
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Background and aim: We investigated the nutritional status and

dietary habits of HCV patients. HCV patients consume more vege-

tables in comparison with the rest of the Lithuanian population,

however, fish products are consumed insufficiently and consumption

of meat is too high. We found less total content of PUFA, linoleic, a-

linolenic FA in subcutaneous adipose tissue of the patients. Because

the physiological importance of various microelements is known in

case of chronic liver diseases, and because we founded not sufficient

HCV patients diet previously, we decided compare the concentrations

of several microelements in blood plasma in patients with chronic

hepatitis C and viral C cirrhosis.

Methods: We investigated blood of 26 patients with chronic hepatitis

C and 22 patients with viral C cirrhosis, Child -Pugh A stage (before

anti-viral therapy). Blood plasma has been separated from blood cells

and then the amount of microelements in the blood samples were

determined by flame atomic absorption spectroscopic method. The

concentrations of Fe, Mn, Cu, Pb, Na, K, Ca, Mg, Zn, Cr were

measured in blood plasma.

Results: Statistically significant differences between investigated

groups (patients with chronic hepatitis C and patients with compen-

sative viral C cirrhosis) were found in the concentrations of K

(p = 0,00), Cu (p = 0,002), Na (p = 0,04), Ca (p = 0,00) and Mg

(p = 0,00). Between the other microelements (Mn, Cr, Fe, Pb, Zn) no

statistical differences were found.

Conclusion: The most visibly differences of microelements concen-

trations were seen in blood plasma of the patients with viral C cirrhosis,

particularly of K (4 times higher than in patients with VHC) and Ca (3,5

times higher). Mg concentration was 2,3 times higher in plasma of

patients with HCV. Our guess is that different accumulations of mic-

roelements might be related with disease progression as well as with not

sufficient diet of patients with HCV infection in Lithuania.
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Seroprevalence of hepatitis C virus infection among uremic
patients in southern Taiwan

Jee-Fu Huang

Hepatobiliary Division, Department of Internal Medicine, Kaohsiung

Medical University Hospital, Kaohsiung, Taiwan, Kaohsiung, Taiwan

R.O.C.

Background: Hepatitis C virus (HCV) per sec is not only the cause

but also the consequence of renal disease progression and end stage

renal disease (ESRD). The updated seroprevalence of HCV infection

in Taiwan is to be elucidated.

Methods: Patients were recruited from 15 hemodialysis units in

Southern Taiwan. Basic demographic information such as age, sex,

body mass index, primary causes of renal failure was evaluated. All

the eligible subjects were tested for both HCV antibodies (third-

generation, enzyme immunoassay; Abbott Laboratories, North

Chicago, IL) and hepatitis B surface antigen (HBsAg, Abbott Labo-

ratories, North Chicago, IL, USA). HCV RNA was tested by

polymerase chain reaction (Cobas Amplicor Hepatitis C Virus Test,

V.2.0; Roche Diagnostics, Branchburg, New Jersey, USA; detection

limit: 50 IU/ml) if anti-HCV was positive.

Results: A total of 1681 patients were included for analysis. Of the

1559 the patients with known primary diseases, the cause the led to

renal failure were as followed: chronic glomerulonephritis (n = 644,

41.3%), diabetic nephropathy (n = 579, 37.1%), hypertensive renal

disease (n = 88, 5.6%), lupus nephropathy (n = 28, 1.8%), gouty

nephropathy (n = 25, 1.6%), obstructive nephropathy (n = 23,

1.5%), polycystic kidney disease (n = 28, 1.8%) and others

(n = 144, 8.6%). The seroprevalence of positive-HBsAg, -anti-HCV,

and both -HBsAg and anti-HCV was 13.7%, 17.3% and 2.4%,

respectively. Comparing to patients with anti-HCV seronegativity,

those with anti-HCV seropositivity had higher proportion of female

gender (20.3 % vs. 14.1%, P = 0.001), higher aspartate aminotrans-

ferase (AST) (26.2 IU/L vs. 19.4 IU/L, P \ 0.001) and alanine

aminotransferase (ALT) levels (26.3 IU/L vs. 17.9 IU/L, P \ 0.001),

decreased body mass index (21.2 kg/m2 vs. 22.7 kg/m2, P = 0.003)

and lower platelet counts (176 x103u/L vs. 197 x103u/L, P \ 0.001).

Among the 290 patients with anti-HCV seropositivity, 214 (73.8%)

patients had detectable HCV RNA.

Conclusions: HCV infection remains endemic among uremic

patients, particular female gender, in southern Taiwan.
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IL28B C/C and URVR as earliest treatment predictors of SVR
among Georgian cohort infected with difficult to treat genotype 1

Lali Sharvadze1,2, Marine Karchava3, Nikoloz Chkhartishvili1,
Lana Gatserelia3, Natia Dvali3, Ekaterine Dolmazashvili1,
Lela Dzigua3, Maia Zhamutashvili1, Tengiz Tsertsvadze1,2

1Infectious Diseases, AIDS and Clinical Immunology Research

Center, 2Medical Faculty, Ivane Javakhishvili State University,
3Department of Virology, Infectious Diseases, AIDS and Clinical

Immunology Research Center, Tbilisi, Georgia

Objectives: Early identification of factors contributing to successful

treatment of hepatitis C infection is important for researchers and cli-

nicians. Studies conducted on the role of ultra rapid viral response

(URVR) for prediction of sustained viral response (SVR) have shown its

high positive predictive value (PPV). However, data on the combined

effect of URVR with IL28B genotypes for prediction of SVR are lack-

ing. Our aim was to study the role of URVR and IL28B genotypes for

prediction of SVR among patients in Georgia infected with genotype 1.

Methods: Of a total of 156 patients enrolled in the study, 143 were

included in the final analyses. Viral load testing for monitoring viral

response was done at 3, 24, and 48, 72 hours and at 1, 2, and 4 weeks

after treatment initiation. IL28B single nucleotide polymorphisms in

rs12979860 were genotyped by real time PCR methods.

Results: Our study revealed URVR as the earliest treatment predictor

among genotype 1 patients harboring IL28B C/C genotype (PPV-

100%). Moreover, C/C genotype was found have a high PPV among

genotype 1 patients without URVR or RVR unlike patients infected

with genotype 2 or 3. URVR and IL28B C/C genotype were not as

predictive of an SVR among genotype 2 and 3 patients; however RVR

were highly predictive of an SVR in these patients.

Conclusions: Our results suggest that testing for IL28B genotypes

and viral load at week one and two may improve the ability to predict

an SVR among HCV genotype 1 patients; this information can be

useful to encourage patients to remain on treatment.
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Usefulness of oral fluid samples for diagnosis of hepatitis C virus
(HCV) infection

LIVIA Melo VILLAR1, Luciane Almeida Amado2, Vanessa Salete
de Paula2, Lia Laura Lewis-Ximenez1, Elisabeth Lampe1

1Viral Hepatitis Laboratory, 2Laboratory of Technological

Development of Virology, Oswaldo Cruz Institute/FIOCRUZ,

RIO DE JANEIRO, Brazil

Background and aims: The diagnosis of HCV infection is based on

the detection of HCV-specific antibodies (HCV Ab) and HCV RNA

in serum or plasma. But blood sampling is difficult in outdoor settings

and some risk groups, like drug users. Based on these facts, the aim of

this study is to evaluate oral fluid samples for HCV Ab and HCV

RNA detection among Brazilian chronic HCV patients.

Methods: Paired serum and oral fluid samples were collected from 70

HCV chronic patients referred to Brazilian Reference Centers for

Viral Hepatitis Diagnosis (Rio de Janeiro State, Brazil). Serum and

oral fluid samples were analyzed for HCV Ab by using the Ortho

HCV 3.0 SAVe enzyme-linked immunosorbent assay (ELISA). HCV

Ab reactive samples were submitted to homemade nested RT-PCR for

50 non coding region of HCV.

Results: The ratio of male/female was 35/35 and population mean

age was of 48.4 ± 11.0 years. Risk factors were identified in 82.8%

of patients. History of surgery was the main mode of transmission

(44.3%), followed by blood transfusion (40%). HCV Ab was detected

among paired serum and oral fluid samples from 60 chronic HCV

patients giving 85.7% of sensitivity. All HCV chronic patients pre-

sented HCV RNA among their sera samples and 27 of them also

showed HCV RNA in oral fluid samples. The low rate of HCV RNA

detection could be due to the phase of infection or the viremia

intermittent observed during HCV infection.

Conclusion: This study shows the potential of oral fluid samples for

HCV Ab and HCV RNA detection what can increase the acces of

diagnosis among children and some risk groups, such as drug users

and haemodyalisis patients.
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Sustained virologic response in HCV genotype 1 null responders
with daclatasvir (NS5A Inhibitor) plus asunaprevir (NS3
inhibitor) +/2 peginterferon alfa-2a/ribavirin

Anna S. Lok1, David F. Gardiner2, Christophe Hézode3,
Eric Lawitz4, Marc Bourlière5, Gregory Everson6, Patrick
Marcellin7, Maribel Rodriguez-Torres8, Stanislas Pol9,
Lawrence Serfaty10, Timothy Eley2, Shu-Pang Huang11,
Megan Wind-Rotolo11, Fiona McPhee12, Dennis M. Grasela2,
Claudio Pasquinelli2

1University of Michigan, Ann Arbor, MI, 2Bristol-Myers Squibb,

Hopewell, NJ, USA, 3Hôpital Henri Mondor, Créteil, France, 4Alamo

Medical Research, San Antonio, TX, USA, 5Hôpital Saint-Joseph,

Marseille, France, 6University of Colorado-Denver, Aurora, CO,

USA, 7Hôpital Beaujon, Clichy, France, 8Fundación de Investigación,

San Juan, Puerto Rico, 9Hôpital Cochin, 10Hôpital Saint-Antoine,

Paris, France, 11Bristol-Myers Squibb, Princeton, NJ, 12Bristol-Myers

Squibb, Wallingford, CT, USA

Background: In a preliminary study, a quadruple (QUAD) regimen

of daclatasvir (DCV), asunaprevir (ASV), and peginterferon/ribavirin

(PEG/RBV) achieved sustained virologic response (SVR) in 90% of

GT1 (1a/1b) null responders, and DCV + ASV (DUAL) achieved

SVR in 2/2 GT1b patients. We report results of QUAD, DUAL and

TRIPLE (DCV + ASV + RBV) regimens in a larger number of null

responders.

Methods: In this randomized, open-label study, HCV GT1-infected,

non-cirrhotic null responders received 24 weeks of DCV 60 mg QD

plus: ASV 200 mg BID (n = 18) (A1: GT1b only); ASV 200 mg QD

(n = 20) (A2: GT1b only); ASV 200 mg BID + PEG/RBV (n = 20)

(B1); ASV 200 mg QD + PEG/RBV (n = 21) (B2); or ASV 200 mg

BID + RBV (n = 22) (B3).

Results: Across arms, [ 95% of patients were non-CC IL28B
rs12979860 and [ 89% had HCV RNA C 106 IU/mL. No virologic

breakthrough (VBT) occurred with QUAD and [ 95% (39/41)

achieved SVR12 (Table 1). 78% (A1) and 65% (A2) of DUAL

patients achieved SVR12 while 8 with VBT (A1: 2; A2: 6) were

offered PEG/RBV (rescue). In the TRIPLE arm, PEG was offered to

10 GT1a patients with VBT and 8 GT1a patients to prevent VBT; 4

GT1b patients achieved SVR4 on TRIPLE regimen. No patient dis-

continued DCV or ASV due to adverse events. Three patients had

grade 3-4 ALT/AST elevations; all resolved without intervention and

bilirubin remained unchanged.

Conclusions: The QUAD regimen of DCV, ASV, and PEG/RBV is

highly effective for HCV GT1a and 1b null responders. The DUAL

regimen with BID ASV or the TRIPLE regimen achieved sustained

response in a high proportion of GT1b patients.
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Eltrombopag as a supportive agent to enable antiviral therapy
in east asian patients with thrombocytopenia and hepatitis C virus

Pei-Jer Chen1, Kwang-Hyub Han2, Geoffrey M. Dusheiko3,
Fiona M. Campbell4, Sandra Y. Vasey5, Rita Patwardhan5,
Dickens Theodore6

1National Taiwan University College of Medicine, Taipei, Taiwan

R.O.C., 2Severance Hospital, Seoul, Republic of Korea, 3University

College London Medical School, London, 4GlaxoSmithKline,

Uxbridge, UK, 5GlaxoSmithKline, Collegeville, PA,
6GlaxoSmithKline, Research Triangle Park, NC, USA

Table 1

n (%)

A1 A2 B1 B2 B3

(N=18) (N=20) (N=20) (N=21) (N=22)

HCV GT1a 0 0 17 (85) 19 (91) 18 (82)

HCV RNA \LOD (\10 IU/mL)

Wk4 12 (67) 11 (55) 15 (75) 15 (71) 10 (46)

Wk 12 16 (89) 13 (65) 19 (95) 20 (95) 6 (27)

Wk 24 (EOT) 15 (83) 13 (65) 18 (90) 21 (100) 5 (23)

SVR4 16 (89) 13 (65) 18 (90) 20 (95) 5 (23)

SVR12 14 (78)a 13 (65) 19 (95) 20 (95) *

VBT 2 (11) 6 (30) 0 0 10 (46)

* pending; a 2 patients not achieving SVR12 had HCV RNA\LOD on

subsequent visits
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Background: ENABLE 1&2 were global, phase 3 studies of el-

trombopag as supportive treatment to increase platelets to sufficient

levels to initiate/maintain antiviral therapy (AVT) in patients with

hepatitis C virus (HCV)-associated thrombocytopenia. Recom-

mended platelet counts to initiate peginterferon (PEG-2a or PEG-2b)

therapy for HCV infection were C 90,000/lL or C 100,000/lL,

respectively, with reduced doses and discontinuation for platelet

counts \ 50,000/lL and \ 25,000/lL, respectively (local label

guidance).

Aim: To assess platelet counts in East Asian (EA) patients able to

start and maintain AVT to achieve sustained virologic response

(SVR).

Methods: Part 1: Patients with chronic HCV and baseline plate-

lets \ 75,000/lL received open-label oral eltrombopag 25 mg daily,

escalated every 2 weeks to a maximum of 100 mg, until platelets

reached target thresholds for initiating AVT. Part 2: Patients meeting

this threshold were randomized 2:1 to continue eltrombopag at the

same dose or placebo, plus PEG-2a or PEG-2b plus ribavirin

for B 48 weeks.

Results: 1520/1521 patients received open-label eltrombopag; 1441

were randomized to eltrombopag (n = 956) or placebo (n = 485).

10% of patients were EA, 13% Other Asians (OA), and 77% White/

Other (WO). The proportion of patients who could start PEG-2a or

PEG-2b therapy at eltrombopag 25, 50, 75, 100 mg was 75%, 14%,

4%, 0 in EAs; 55%, 26%, 7%, 2% in OAs; and 57%, 27%, 8%, 4% in

WO, respectively. More EAs maintained platelets C 50,000/lL with

eltrombopag (Fig. 1). SVR rates were (eltrombopag, placebo): EA

(44%, 29%); OA (28%, 27%); and WO (17%, 9%). Adverse event

rates in the placebo/eltrombopag groups were 100%/98% in EAs;

82%/76% in OAs; and 97%/98% in WOs.

Conclusions: Eltrombopag 25 mg was an effective starting dose in

EA patients. Compared with OAs, more EA patients required the

lower eltrombopag doses and had higher SVR rates than non-EAs.
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Study of influence of HLA-B broad specific Bw4 motif on hepatitis
C virus infection

Zhao yan, Liu jinhua, Liu ning, Qiao Guifang, Wang Shuang,
Li Ang, Yan Huiping, Zhang Yonghong

Beijing you’an Hospital, Capital Medical University, Beijing, China

Background and aim: Control of HIV replication and slower disease

progression were associated with HLA-B alleles expressing the

serological Bw4 motif (HLA-Bw4), but the role of Bw4 wasn’t clear

in HCV infection. We invested whether Bw4 specific motif had

influence on HCV infection.

Methods: The 86 patients with HCV infection were enrolled this

study. The SSP-PCR was used to analyze HLA type. ELISA was used

to detect HCV IgG, IgM and RT-PCR was performed to detect HCV

RNA. The T cell response, PBMCs stimulated by HCV nonstructural

protein NS3, NS4 and NS5 was tested by ELISPOT assay.

Results: There were 29 (33.7%) cases with Bw4/4, 38

cases(44.2%)with Bw4/6 and 19 (22.1%)cases with Bw6/6 in 86

patients with HCV infection. The HCV virus load in Bw4/4, Bw4/6

and Bw6/6 group was 3.98 ± 0.32 Log (copy/ml), 5.22 ± 0.29 Log

(copy/ml) and 5.04 ± 0.38 Log (copy/m),respectively and there was

significant difference in HCV virus load among three groups,

P = 0.0153. The spontaneous clear rate in Bw4/4, Bw4/6 and BW6/6

group was 58.6%, 26.3% and 21.1%, respectively. The spontaneous

clear rate in Bw4/4 group was significantly higher than that of Bw4/6

and Bw6/6 group (P = 0.008,P = 0.010). The 24 cases with HCV

infection were test HCV specific T cell response divided Bw4/4 and

non- Bw4/4 group (including Bw4/6 and Bw6/6). The HCV specific T

cell response frequency in Bw4/4 and non-Bw4/4 group was 50%

(5/10) and 14.28%(2/14), respectively. The HCV specific T cell

response magnitude in Bw4/4 and non- Bw4/4 group was 70SFU/

106PBMC(0*2020 SFU/106PBMC)and 0 SFU/106PBMC(0*200

SFU/106PBMC). The response magnitude and frequency in Bw4/4

group was higher than that of non- Bw4/4 group, P value was 0.0450

and 0.069, respectively.

Conclusion: Homozygosity for HLA-Bw4-bearing B alleles is asso-

ciated with a significantly lower HCV virus load and higher

spontaneous clear rate. The HLA-Bw4 motif maybe have some pro-

tect in HCV infection by associating stronger HCV specific T cell

response.
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Retreatment of relapser of pegylated IFN and ribavirin
before DAA

Chi-Yi Chen

Division of Gastroenterology and Hepatology, Department of Internal

medicine, Chia-Yi Christian Hospital, Chia-Yi City, Taiwan R.O.C.

Introduction: The prevalence rate in Taiwan of chronic hepatitis C is

around 2-4%. The natural history of relapser in liver function and

viral load after treatment were also investigated. There were few data

about the retreatment.

Aims: To investigate the progression on viral load and liver function

in relapsers with treated with peginterferon and ribavirin (PR). SVR

of retreatment were collected.

Materials and methods: There were 795 patients received PR since

Oct. 2003. 516 patients had HCV-RNA to define SVR. There were

284 SVR (55%), 120 relapser (23%), 32 nonresponder (6%), and 79

withdrawal from treatment (15%). Dynamic change of ALT and

HCV-RNA were also investigated.

Results: There were 92 relapser included since Nov 2009. There were

69 relapser(75%) wished to retreat with PR. There were 34 patients

refused to treat. The majority of patients decided to receive different

type of IFN. The viral load increased in 86% and decreased in only

14%. GPT level increases in 51% and decreases in 49%. There were

Fig. 1 Proportion of patients maintaining platelet counts\50,000/lL

and C50,000/lL through the antiviral phase in ENABLE 1 and 2:

East Asia vs other regions
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genotype Ib (27) and non-1(2). There were 27 patients treated with

24 weeks and 34 patients treated for 48 weeks. According to RVR

rule 55.7% of relapser without RVR for 48 weeks and 44.3% relapser

with RVR for 24 weeks. EOTR was 67%. Four withdraw from study

(7%). 27/61 achieved SVR(44.3%) including 9/26(34.6%) in 24 W

and 147/32(53.1%) in 48 W.

Conclusions: Relapsers preferred to retreat with SOC (63%). The

major concerns of retreatment were side effects and longer treatment.

They preferred to shift to different peginterferon. HCVRNA increased

86% but 49% of relapser kept normal or mild elevated ALT. SVR of

retreatment was 44.3%. SVR with 48 weeks of SOC (17/32 =

53.1%) were better than RVR-guild 24 weeks (40.7%) treat-

ment(40.7%) and RVR-negative 48 week treatment (47.1%). We

concluded not to treat relapser and waited for DAA coming.
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Prevalence of resistance mutations against NS5A inhibitors
in DAA-treatment-naı̈ve patients infected with HCV G1 in Japan

Shingo Nakamoto, Tatsuo Kanda, Shuang Wu, Xia Jiang,
Tatsuo Miyamura, Makoto Arai, Keiichi Fujiwara, Kengo Saito,
Fumio Imazeki, Hiroshi Shirasawa, Osamu Yokosuka

Graduate School of Medicine, Chiba University, Chiba, Japan

Background & Aim: Triple therapy including peginterferon, riba-

virin and Telaprevir could lead to about 70% sustained virological

response rate (SVR) in treatment-naı̈ve Japanese patients infected

with HCV genotype 1 (G1). Currently, a lot of direct acting antiviral

agents (DAAs) are under evaluation in clinical trials. Among them,

NS5A inhibitors could be effective in HCV G1 patients even if

interferon-spared regimen were performed. We examined the preva-

lence of resistance mutations in HCV NS5A gene in DAAs treatment-

naı̈ve HCV G1 patients in Japan.

Method: We directly sequenced HCV NS5A domain in DAA-treat-

ment-naı̈ve HCV G1 patients with high viral loads (N = 88,

M/F = 43/45). NS5A inhibitor-resistance amino acid mutations

(position: L31 M/V, Y93H) were also analyzed in these patients.

Results: Amino acids of HCV NS5A were determined in 62 of 88

patients. Among them, L31 M/V was detected in none of cases and

Y93H was detected in 11% of cases (7/62). Other mutations detected

in NS5A region were as follows; L28 M (11%), R30Q (12.9%), L31I

(1.6%), Q54H/Y (35.5%), P58Q/S (6.5%). Among cases having

Y93H mutation, 4 cases experienced peginterferon plus ribavirin (PR)

treatment with SVR rate of 25% (1/4), 3 patients experienced PR-

based triple therapy including DAA (Protease inhibitor or NS5A

inhibitor) with SVR rate of 67% (2/3).

Conclusion: NS5A inhibitor-resistant amino acid mutations existed in

11% of Japanese population before treatment. Combination therapy using

agents having different action mechanism seems plausible in such cases.
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Genotype-1 HCV patients treat with peginterferon and ribavirin
according to RVR-guild treatment: how about SVR ? How many
relapser

Chi-Yi Chen
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Hospital, Chia-Yi City, Taiwan R.O.C.

Introduction: Pegylated interferon and ribavirin (SOC) had resulted

in good HCV eradication. However. in genotype Ib, the SVR rate still

between 50-79%. How to early detection of relapser of genotype Ib

HCV after treatment is important before DAA.

Aims: To evaluate genotype Ib receiving Peg-IFN plus RBV for early

relapser. To define how fast and how many relapse in early relapser.

Materials and Methods: SOC were given for 24 or 48 weeks by the

RVR at 4 weeks after treatment. We initiated a prospective HCV-

RNA detection 1,3 months after end of treatment in genotype Ib

HCV. From May 2010 to Oct 2012, 183 genotype Ib patients had

completed SOC with negative HCV-RNA at the end of treatment.

Two extra-HCV-RNA were done 1 and 3 months after completion of

treatment to detect early.

Results: There were 183 genotype Ib HCV included with SVR results

after 6 months follow-up. There were 102 male and 81 female.

According to RVR-guilded therapy (RGT), there were 92 patients

treated for 24 weeks and 55 patients treated for 48 weeks. We had

found 16 early relapse and 13 patients had rebound HCV-RNA at one

month after end of treatment with negative HCV-RNA Another 3

relapser at 12w after EOT .The relapse rate was 28.5% All (100%)

were early relapse at 12 weeks after treatment. During the 16 early

relapser, elevated GPT was found in only 2 patients.
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Treatment of chronic HCV infection: Experience from a regional
hospital in Western Anatolia

İlknur Vardar, Zeynep Arslan, Nurbanu Sezak, Bahar Ormen,
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University and Atatürk Training and Research Hospital, Izmir,

Turkey

Introduction: Reported prevalence of HCV infection is 1-3%

inTurkey. Response of pegylated-IFN and ribavirin treatment is

approximately 50-60 % for genotype 1 and 80-90 % for genotype 2

and 3.

Objective: The aim of the study is to evaluate treatment efficacy in

HCV-patients.

Methods: HCV patients followed at Katip Celebi University Ataturk

Training and Research Hospital Department of Infectious Diseases

between 2007 and 2009 was enrolled in the study. Patients have

genotype 1 HCV infection received ribavirin (1000-1200 mg/d) and

peg-IFN-a 2a or 2b for 48 weeks. Patients have genotype 2 or 3 HCV

infection received ribavirin (800 mg/d) and peg-IFN-a 2a or 2b for

24 weeks. Virologic response rates reviewed retrospectively.

Results: Totally 36 patiens included in the study. Pre-treatment HCV-

RNA level was 1653- 20.000.000. IU/ml (2.360.000 ± 3.818.161).

Of all the patients 86.1 % has genotype 1b. In this group, rapid

virologic response (RVR) rate was 52.8 %, early virologic response

(EVR) rate was 77.8 %. Sustained virologic response (SVR) rate was

94.7 % in the RVR-group but 58.8 % in the non-RVR-group. SVR

rate was 92.8 % in the EVR-group but 25 % in the non-EVR-group.

Theese differences was statistically significant (p \ 0.005). Non-

response rate was 16.6 %. SVR was not achieved in 5.5 % of the

cases. Treatment response rate was 100 % in genotype 2 and 3 group.

Conclusion: Genotype 1b is the common genotype seen in Turkey.

That is why response rates is lower in our country. SVR rates was

found relatively higher in this study probably because of patient

characteristics. There was not any patient with compensated/non-

compensated liver cirrhosis, insulin resistance or other co-morbid
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diseases. Furthermore patient compliance was higher in this group. As

a conclusion, patient characteristics is important for treatment success

rates. Extensive investigations are needed on the effectiveness of

treatment.
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The relationship between chronic viral hepatitis and diabetes
mellitus
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1Department of Gastroenterology, 2Department of Endocrinology,

Adnan Menderes University, Faculty of Medicine, 3Department of

Endocrinology, AAdnan Menderes University, Faculty of Medicine,

Aydin, Turkey

Background: The aim of this study was to evaluate the relationship

between DM and viral hepatitits B and C. We often see type-2 DM in

the patients admitted to our clinics for cgronic hepatitis C. Therefore,

we decided to examine the patients with chronic viral hepatitis B and

C for DM and the patients with Type-2 DM for HBsAg and anti-HCV

antibodies.

Methods: This study was carried out between 2011-2012 years, at the

Adnan Menderes University, Faculty of Medicine, Department of

Gastroenterology and Endocrinology. Group-1 was consisted of 228

patients wifh chronic hepatitis B and 113 patients with chronic C

(n = 341). The patients who admitted (n = 312) to our hospital for

Type-2 DM consisted of Group-2. In these two gruop, We searched the

transaminases, other biochemical tests and viral hepatitis markers with

ELİSA method. We exculeded patients Type-1 DM and cirrhosis.

Results: We found Type-2 DM in 39.8% of patients with chronic

hepatitis C and 10.08 % of chronic B hepatitis group (p \ 0.05). All

of type-2 DM with chronic hepatitis had not any genetic predisposi-

tion for DM. Type-2 DM was diagnosed in 2/3 of the patients after

chronic hepatitis C was diagnosed. In the patients with type-2 DM,

rates of HBsAg and anti HCV were found 4.48% and 4.16 %

respectively. The prevalance of HBsAg positiveness is the same as

general population value of 4 (1.5-8) %.. But 4.16 % percentage of

anti-HCV positiveness in diabetics is signifacantly higher than normal

population value of 0.6 (0.2-1) % in Turkey. (p \ 0.05).

Conclusions: We think that chronic hepatitis C infection might be

risk factor for type-2 DM.
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value of rs8099917 when associated to rs12979860

Thuy Vi Ngo1, Elodie Lacaze2, Rémy Morello3, Catherine
Guillemard1, Nicolas Richard2, Anne-Laure Le Toux1,
Frédérique Prévost1, Marie-Laure Kottler2, Thong Dao1,
Isabelle Ollivier1

1Department of Hepatogastroenterology, 2Department of Genetics,
3Department of Biostatistics and clinical Research, CHU de CAEN,

Caen, France

Background and aims: Because of cost and side-effects of antipro-

teases, choice between bitherapy or tritherapy remains a key issue in

genotype 1 hepatitis C (HCV). Among single nucleotide

polymorphisms located upstream the IL28B gene, rs12979860 is a

strong predictive factor and the most widely used in Caucasians to

predict bitherapy sustained virological response (SVR). In this pilot

study, we aimed to evaluate whether rs8099917 associated with

rs12979860 may increase SVR prediction.

Methods: All chronic HCV patients treated by PEG interferon and

ribavirin (planned treatment duration: 48 weeks) between 2007 and

2010 and regularly followed, were offered rs8099917 and rs12979860

genotyping, using allelic discrimination by real-time PCR (Poly-

merase chain reaction).

Results: From 233 patients, 78 naive genotype 1 were included. Sex

ratio was M/F 1.7, mean age 55.4 ± 10.6y, viral load \ 600000 IU/ml

(n = 24), fibrosis score F3/F4 (n = 26). SVR rate was 24.4%.

Rs12979860, rs8099917, sex, body weight and viral load were signif-

icantly associated with SVR.

SVR was 60%, 20% and 0% respectively for rs12979860 CC

(n = 15), CT (n = 50) and TT (n = 13). SVR was 43.3%, 11.9% and

16.7% respectively for rs8099917 TT (n = 30), GT (n = 42) and GG

(n = 6).

When rs8099917 TT was combined with rs12979860, SVR pre-

diction was not improved for rs12979860 CC patients (64.3% vs

60.0%), contrasting with better prediction for rs12979860 CT patients

(30.8% vs 20%). In rs12979860 CT subgroup, when viral load was

lower than 600000 IU/ml, association with rs8099917 TT allowed a

66.7% SVR, and association with rs8099917 GT a 27.3% SVR. When

viral load was higher than 600000 IU/ml, rs12979860 CT patients had

only 5% SVR regardless of rs8099917 profile.

Conclusions: In Caucasians, rs12979860 is a better SVR predictor

compared to rs8099917. Their combination offers an additive pre-

dictive value only for rs12979860 CT patients with low viral load.
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Earlier kinetics of serum HCV core antigen predict sustained
virologic response in genotype 1 CHC patients during antiviral
treatment

Bo Feng, Ruifeng Yang, Fanyun Kong, Haiying Zhang,
Huiying Rao, Qian Jin, Xu Cong, Lai Wei

Peking University People’s Hospital, Peking University Hepatology

Institute, Beijing Key Laboratory of Hepatitis C and Immunotherapy

for Liver Diseases, Beijing, China

Objective: Earlier kinetics of serum HCV antigen and its predictive

value on sustained virologic response (SVR) were investigated in

patients with genotype 1 HCV infection during antiviral treatment.

Methods: In a multi-centered, randomized, controlled phase IIb

clinical trial on type Y peginterferon a-2b (NCT01140997), all 32

genotype 1 CHC patients who performed pharmacokinetics were

included. HCV RNAs were detected at baseline, weeks 4, 12, 24, 48

and 72 using Cobas TaqMan (LLOD: 15 IU/ml). ARCHITECT HCV

Ag was performed at 24 h, 48 h, 72 h, 96 h, 120 h, 144 h beside

above time points. ROCs were performed to study the relationship

between 4HCV Ag and SVR.

Results: Serum HCV Ag levels correlated well with corresponding

HCV RNA at baseline, weeks 4, 12, 24, 48 and 72 (r = 0.969, 0.928,

0.999, 0.983, 0.985 and 0.946, respectively, p \ 0.001). AUCs were

0.835, 0.814, 0.870, 0.866, 0.879, 0.913, 0.853 at 24 h, 48 h, 72 h,

96 h, 120 h, 144 h, and week 4. At these time points, cut-off values

which predicted SVR were 0.785, 1.090, 1.034, 1.262, 1,238, 1,462

and 3.231, which corresponding sensitivity was 0.810, 0.762, 0.810,

0.810, 0.818, 0.852, 0.714, specificity was 0.818, 0.727, 0.818, 0.818,
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0.818, 0.925, 0.909, PPV was 1.000, 1.000, 1.000, 1.000, 1.000, 1.000,

1.000, and NPV was 0.846, 0.846, 0.846, 0.846, 0.846, 0.913,0.688,

respectively. Those of negative HCV RNA at week 4 were 0.854, 0.850,

0.833, 1.000, 0.706. Baseline HCV RNA, HCV Ag and category of

PegIFNa had no effect on4HCV Ag at 144 h (p [ 0.05).

Conclusions: Serum HCV Ag can reflect HCV viremia in genotype 1

CHC patients during PegIFNa and ribavirin treatment. Earlier HCV Ag

kinetics can predict SVR very well, and the predictive value of4HCV

Ag at 144 h is better than that of negative HCV RNA at week 4.
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Long-term outcome including changes in AST-to-platelet ratio
index in patients successfully treated with a peginterferon/
ribavirin combination for chronic hepatitis C

Stylianos Karatapanis, Lamprini Skorda, Phillipos Lisgos,
Maria Stampori, Georgios Ntetskas, Vasilios Papastergiou

First Department of Internal Medicine, General Hospital of Rhodes,

Rhodes, Greece

Background and aims: Previous studies, mostly retrospective using

conventional interferon, suggested a favorable prognosis for patients

with chronic hepatitis C (CHC) and sustained virological response

(SVR). However, long-term outcome, including changes in the degree of

hepatic fibrosis, of SVR patients in the era of pegylated interferon

(PegIFN) remains underdefined. We prospectively evaluated the long-

term virological, clinical and biochemical outcomes, including amino-

transferase-to-platelet-ratio-index (APRI), in CHC patients with SVR.

Methods: There were included 145 consecutive, treatment-naı̈ve

CHC patients (mean age 47.3 ± 9.1 years; 87 males; 42.1% genotype

1; 36.6% genotype 2/3) who achieved SVR after combination therapy

with PegIFN-alpha/ribavirin.

Results: Mean follow-up time was 68.8 ± 35 months. The overall

incidence of HCC and liver-related death was 1.4% and 0.7%

respectively. Among 9 (7.6%) patients with pretreatment cirrhosis, 2

(22.2%) developed hepatocellular carcinoma (HCC) and 1 of them

(11.1%) died. No patient had conclusive evidence of late virological

relapse. All patients retain normal liver biochemistry except for 5/145

(3.5%) with persistently elevated transaminase levels, all of whom

were diagnosed with new liver disease. APRI values significantly

improved with treatment (0.95 ± 1.09 vs. 0.66 ± 0.64, P \ 0.001)

and continue to improve after a mean of 61.4 ± 45.5 months from

SVR in patients (n = 54; 37.2%) with significant (Metavir C F2) pre-

treatment fibrosis (1.13 ± 0.66 vs. 0.67 ± 0.45, P \ 0.001).

Conclusions: The long-term outcome, including APRI, of CHC

patients successfully treated with PegIFN/ribavirin and followed for a

mean 5.7 years is favorable. However, a substantial risk of progres-

sion to HCC and liver-related death remains for patients with pre-

treatment cirrhosis; in our setting as high as 22.2% and 11.1%

respectively.
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Females, menopause, antiviral therapy and chronic
hepatitis C - is any relation?

Cristina Cijevschi Prelipcean, Catalina Mihai, Mihaela Dranga,
Iulia Pintilie, Bogdan Mihai

University of Medicine and Pharmacy ‘Gr. T. Popa’, Iasi, Romania

Aim: To study the differences between men and women regarding the

severity and the therapeutic response in chronic hepatitis C (CHC)

and to investigate if menopause influences the women with CHC.

Methods: We performed a prospective study of 110 treatment naı̈ve

patients with CHC who received antiviral therapy with Peginterferon

alfa and Ribavirin. We presumed that all patients were 1b genotype

(this genotype is present in 99% Romanian patients infected with

virus C). We studied the virological load, the degree of liver fibrosis

according to Metavir score by liver biopsy and/or transient elastog-

raphy (Fibroscan), and the sustained virologic response (24 weeks

after the treatment stopped).

Results: There were 50 men (group A) and 60 women (group B): 35

premenopausal (group B1), 10 with menopause less than 5 years after

no menstrual period (group B2) and 15 with more than 5 years after

menopause (group B3). We didn’t find significant difference between

group A and group B regarding the viral load (mean value 1176 000

UI/l in group A and 926000 UI/l in group B), the severity of fibrosis:

F3-F4 18% vs 18.33%, and SVR (52% vs 53.33%). Analyzing the

subgroups of group B we found a significant lower severe fibrosis in

group B1 (11,42%, p \ 0.05) and a significant lower rate of SVR in

group B2 (40%, p \ 0.05).

Conclusions: There were no significant differences between men and

women regarding the severity of CHC and the response to antiviral

treatment. Women premenopausal have a lower severe fibrosis

compared to men and postmenopausal women. Women in the first

years after menopause have the worst SVR, may be due to hormonal

and inflammatory changes associated with menopause installation.

Treating female with CHC before menopause or hormone replace-

ment therapy may improve the SVR in these patients.
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Diabetes mellitus, virological response and 1b genotype chronic
hepatitis C

Bogdan Mihai, Catalina Mihai, Otilia Nedelciuc, Gabriela
Dumitrescu, Cristina Lacatusu, Cristina Cijevschi Prelipcean

University of Medicine and Pharmacy ‘Gr. T. Popa’, Iasi, Romania

Aim: Assessing the evolution and therapeutic response of diabetics

infected with hepatic C virus as against nondiabetics.

Material and method: We studied 69 patients with diabetes mellitus

(DM) and C virus chronic hepatitis (CHC) (group A) and 72 CHC

nondiabetic age-matched patients (group B) who underwent antiviral

treatment (pegylated interferon a and ribavirine). We presumed that

all patients were 1b genotype (this genotype is present in 99%

Romanian patients infected with virus C). We studied the virological

load, the degree of liver fibrosis according to Metavir score by liver

biopsy and/or transient elastography (Fibroscan), the early virologic

response (EVR) - at 12 weeks of treatment and the sustained virologic

response (SVR) -24 weeks after the treatment stopped.

Results and discussions: In group A, 24 patients had T1DM and 45

patients - T2DM, the mean age was 49 and the mean DM duration -

7.8 years. The mean age in group B was 44. Severe fibrosis (F3-F4)

was found in 48 group A patients (69.5%) and 15 group B patients

(20.8%) (p \ 0.05). The early virological response was found in 48

patients group A (69.56%) and 57 patients group B (79.16 %) (NS).

A SVR was found in 39 group A patients (56.5%) and 42 group B

patients (58.3%) (NS). 30 diabetic patients needed OAD/insulin doses

adjustment during treatment. There were 30 diabetic patients and 16

non-diabetic patients who received statines for associated
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dislipidemia and/or cardiac diseases. In both diabetic and non-diabetic

patients treated with statines the SVR was higher (60% respective

62,5%) but without statistical significance.

Conclusions: Even though severe fibrosis is significantly more fre-

quent in diabetics, the EVR and SVR does not seem influenced.

Almost half of diabetic patients needs OAD/insulin doses adjustment

during treatment. Statines seems to improve SVR in both diabetic and

non-diabetic patients with CHC.
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Characteristic of patients with chronic hepatitis C in real-life
setting at Cipto Mangunkusumo Hospital and Klinik Hati,
Indonesia

Andri Sanityoso1, Rino Alvani Gani1, Cosmas Rinaldi Lesmana1,
Irsan Hasan1, Juferdy Kurniawan1, Stefanus Satrio Ranty2,
Stella Ilone2

1Department of Internal Medicine, 2University of Indonesia, Jakarta,

Indonesia

Background: Chronic hepatitis C (CHC) has been one of the world

health problems. The aim of this study is to describe the characteristic

of CHC patients who have finished the treatment in Indonesia.

Methods: Data taken from CHC patients who have finished the

treatment in RSCM and KH, from 2003-2012. Patients in RSCM were

covered with government insurance (ASKES), with exception in viral

load and genotyping examination. The characteristics consist of age,

gender, genotype, baseline characteristic of complete blood count,

viral load (VL) level, End of Treatment Response (ETR), and Sus-

tained Virological Response (SVR). Patients were followed up every

month within 1 year for genotype 1 and 4, and within 6 months for

genotype 2 and 3.

Results: There were 174 patients, 60.58% male and median age value

49.1 years old. The percentages of patients with genotype 1 to 4 con-

secutively were 64.12%, 19.41%, 11.76% and 4.70%. Median baseline

viral load level was 5.715x105 IU/mL. Data from RSCM showed 40

patients with genotype 1 and 4, 32 with positive ETR and 30 with

positive SVR, while in KH 77 patients, 75 with positive ETR and 61

with positive SVR. For genotype 2 and 3, 18 patients from RSCM all

showed positive ETR and SVR, and KH 35 patients with all of them

with positive ETR and 32 with positive SVR. Four people did not finish

the treatment, due to thrombocytopenia in 2 people, acute confusional

state in one people and worsening in comorbid disease on the other.

Conclusion: The response of CHC treatment in real-life setting in

Indonesia was good, with very small percentage having discontinued.

Only small percentage of patients has undergone viral load exami-

nation for detecting SVR in RSCM, due to the expensive examination

that is not covered, different economy class, and lower educational

background than in KH.
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A 58-year-old man with hepatitis C combined by acute leukemia

Kaiyu Zhang, Na Du, Feng Wang

Infectious Disease Department, First Hospital of Jilin University,

Changchun, China

Introduction: By the diagnosis and treatment of this case we can

increase the awareness of hepatitis C concurrent blood diseases.

Case description: A 58-year-old man with sustained fever for more

than 20 days was admitted to our hospital. During the early stage of

the disease, the patient was hepatitis C virus (HCV) antibody positive,

the load of HCV was more than normal, anemia, blood culture

Staphylococcus epidermidis positive, the whole abdominal CT indi-

cated splenomegaly, portal hypertension, and the cephalosporin

therapy were given, the temperature drops was not obvious when the

patient was in another hospital. When the patient came to our hospital,

on physical examination, the patient was febrile with a temperature of

38.5�C without chills. Examination of the skin, chest, abdomen, arms,

and legs disclosed no abnormalities besides the anemia appearance.

The laboratory examination: white blood cell 8.36 x 10 ^ 9 / L, red

blood cells 2.49 9 10 ^ 12 / L, hemoglobin 73 g / L, liver function is

nearly normal besides albumin 28 g / L. After admission the clinical

diagnosis were sepsis, cirrhosis with compensated stage. Linezolid

treatment was given, patient still had fever after 5 days of treatment

and lung CT scan indicated inflammatory changes and bony thorax

change, further examination was required except for bone metastases.

The patient had accepted born marrow puncture in another hospital,

the result did not indicate obvious abnormal. We gave the patient born

marrow puncture again and the diagnosis were: acute leukemia bone

marrow, some bone marrow necrosis. For this patient the origin of

fever was acute leukemia. So we can have the conclusion: For

patients with fever, anemia, the repeated bone marrow puncture is

necessary, for this patient, hepatitis C is confirmed, meanwhile hep-

atitis C virus infection cause acute leukemia can not be excluded.
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Cellular adaptive immune status in Egyptian thalassemic patients
with chronic hepatitis C virus infection
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I.H. Shehata4

1Department of Medical Microbiology, Faculty of Science, IBB
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Department, Faculty of Medicine, Ain Shams University Children’s

Hospital, Cairo, Egypt; 3Microbiology Department, Faculty of

Science, Ain Shams University, Cairo, Egypt; 4Microbiology and

Immunology Department, Faculty of Medicine, Ain Shams

University, Cairo, Egypt

Medical Microbiology, IBB UNIVERSITY, IBB CITY, Yemen

More than 60% of b-thalassemic patients throughout the world are

infected with hepatitis C Virus (HCV). SO, this study had been per-

formed to evaluate the immunological parameters in Egyptian

b-thalassemic patients with chronic hepatitis C virus(CHC) infection

by detection of CD4 + and CD8 + cells in the peripheral blood and

the serum levels of IFN-c and IL-15 in these patients.

Methods: 75 individuals:60 as patients groups(F: M 27:33),whom

divided in to: Group I: 35 b-Thalassemic with CHC (BTH/CHC)

(mean age:11.4 ± 4.1),Group II: 15 b-Thalassemic without HCV

(BTH) (mean age: 6.8 ± 4), Group III: 10 patients with CHC (mean

age: 8.7 ± 2.9).and Group IV: 15 healthy individuals as normal

control (NC), (mean age: 9 ± 3.9).The percentages of CD4 + and

CD8 + cells in peripheral blood were determined by flow cytometry

and ELISA kits for detection of IFN-c & IL-15 serum levels.

Results: The results of T-helper cells (CD4 +) were a highly significant

(p \ 0.01) less in patients groups [BTH/CHC(23.3 ± 10.85),

BTH(32.16 ± 5.71) and CHC (31.25 ± 9.44] than NC group

(42.61 ± 2.63), CD8 + cells were a highly significant (p \ 0.01)

reduced in BTH/CHC(22.4 ± 6.39) than BTH(27.89 ± 6.29) and a

highly significant (p \ 0.01) increased in BTH than NC(21.66 ± 2.57)
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and the CD4 + : CD8 + ratio appeared a highly significant (p \ 0.01)

depressed in all patients groups [BTH/CHC(1.03 ± 0.38);

BTH(1.23 ± 0.42); CHC(1.22 ± 0.43)] than NC(1.99 ± 0.26).

Finally, human IFN-c serum levels were highly significantly (p \ 0.01)

elevated in CHC(6.89 ± 3.45) than BTH/CHC (2.57 ± 0.34),

BTH(3.03 ± 0.373) and NC (4.73 ± 1.17) and Serum levels of IL-15

showed a highly significant (p \ 0.01) elevation in [BTH/CHC

(38.04 ± 27.18), BTH (16.22 ± 11.24) and CHC (35.17 ± 22.27]

than NC (6.46 ± 3.66).

Conclusion: Our findings have been idicated that the numbers of

CD4 + and CD8 + cells and the serum levels of IFN-c and IL-15 may

be associated with subsequent down-regulation of cellular adaptive

immune status in b-thalassemic patients with CHC, reflecting the

worsening effect (persistence and progression) of HCV infection in

these patients.
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Occult hepatitis C virus infection: detection and genotyping
of HCV RNA in anti-HCV antibody and serum HCV RNA
negative patients

Muhammad Idrees, Habib ur Rehma, Shazia Rafique,
Irshad ur Rehman, Samia Afzal

Molecular Virology, University of the Punjab, Lahore, Pakistan

Background: Occult hepatitis C infection is regarded as a new entity

that should be considered when diagnosing patients with a liver dis-

ease of unknown origin.

Aim: The aim of the present study was to determine the presence of

HCV RNA in the liver biopsies of patients with abnormal liver tests

but without detectable serum HCV RNA and anti-HCV antibodies in

sera.

Method: Liver biopsies of 31 patients who had a negative serologic

work-up and abnormal liver function tests were received at Division

of Molecular Virology National Centre of Excellence in Molecular

Biology, University of the Punjab Pakistan from January 2002 to

December 2009 for the detection of HCV. HCV RNA status was

tested by reverse-transcription polymerase chain reaction (RT-PCR)

and quantified using SmartCycler II real-time PCR, in all liver

biopsies. HCV genotyping was carried out in HCV RNA positive

samples using type-specific PCR.

Results: HCV RNA was detected in liver-biopsy specimens from 23

(74.2%) of 31 patients negative for anti-HCV antibodies and unde-

tectable serum HCV RNA. HCV RNA of both negative and positive

polarity was found in the livers of 8 (25.8%) patients. Genotyping

analysis showed that 15 (65.2%) patients were infected with the HCV

3a genotype, 4 (17.4%) with genotype 3b, 3 with genotype 1a and one

patient was found with untypable genotype.

Conclusions: Patients with elevated liver enzymes and negative HCV

antibodies and negative serum RNA may have intra-hepatic HCV

RNA.
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Clearance of HCV improves insulin resistance
during and after peginterferon and ribavirin therapy

Cheng-Hung Chien1, Rong-Nan Chien2, Ching-Chih Hu3,
Chih-Lang Lin2

1Gastroenterology, Chang Gung Memorial Hospital, 2Chang Gung

Memorial Hospital and University College of Medicine, Keelung,
3Gastroenterology, Chang Gung Memorial Hospital, Keelung,

Taiwan, R.O.C.

Background: Hpatitis C clearance was related to improve insulin

sensitivity, decreased diabetes mellitus and glucose abnormalities

development during follow-up.However, little is known about when

insulin sensitivity improves significantly after treating hepatitis C.

Aim: Evaluate the interferonand ribavirin combination therapy on

insulin resistance in patients with chronic hepatitis C.

Patinets and methods: Patients with chronic hepatitis C who required

therapy received either peginterferon alfa-2a r peginterferon alfa-2b

eekly subcutaneously, and oral ribavirin 800 to 1200 mg daily in two

divided doses for 24 to 48 weeks. Overnight (12-hour) fasting plasma

glucose and insulin was taken before therapy, during (12 weeks and

24 weeks after therapy), and at end of therapy (24 weeks or 48 weeks).

Insulin resistance was determined by HOMA-IR.

Result: For 22 patients with pretreatment insulin resistance, there was

a significant body weight reduction (from 70.1 ± 11.4 of baseline to

66.5 ± 11.4 of end of therapy; p \ 0.001) at end of therapy. A sig-

nificant decline of HOMA-IR was observed at 12 weeks (P = 0.023

in comparison with baseline),24 weeks(P = 0.008, in comparison

with baseline) after therapy and at end of therapy (P = 0.002, in

comparison with baseline). The mean HOMR-IR decreased by1.4

units at 12 weeks,1.5 unitsat 24 weeks, and 1.42 unites at end of

therapy (Fig. 1). Although the HOMA-IR decreased at week 24 by

further 0.1 units and at end of therapy by 0.02 units, there was no

significantly different from week 12 (p = 0.67 and P = 0.89).

Fourteen (63.4 %) patients with pretreatment insulin resistance had

HOMA-IR \ 2.5 after stopping therapy.

Conclusion: Our study demonstrates that eradication of HCV infection

was associated with improvement in insulin sensitivity among patients

with pretreatment insulin resistance. The significant improvement of

insulin sensitivity develops as early as 12 weeks of antiviral therapy.
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Comparative evaluation of an improved real-time PCR assay
with a nucleic acid hybridization method for HCV genotyping

Yongjung Park, Hyun-Min Koo, Jung Eun Shim, Hyon-Suk Kim

Department of Laboratory Medicine, Yonsei Unversity College of

Medicine, Seoul, Republic of Korea

Background: Chronic hepatitis C (CHC) is major public health

concern, and there have been consistent efforts for treating and pre-

venting HCV infections. Nevertheless, CHC is still difficult to treat

completely, and the responses to treatment can vary depending on the

HCV genotypes. International committees strongly recommend that

HCV genotyping should be performed in CHC patients prior to

interferon-based treatment in order to plan for the dose and duration

and to estimate the likelihood of response. Therefore, exact deter-

mination of the genotype is essential for successful treatment. We

compared an improved real-time PCR for HCV genotyping with a

conventional reverse hybridization.

Methods: HCV genotypes were determined with serum samples

collected from 40 CHC patients by Abbott RealTime HCV genotype

II (real-time PCR) targeting 50UTR & NS5B regions of HCV as well

as Roche LINEAR ARRAY HCV Genotyping Test (Line probe array,

LiPA) for 50UTR. Discrepant results between the two were assessed

by direct sequencing of 5’UTR and core regions as well as restriction

fragment length polymorphism (RFMP) method targeting 5’UTR.
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Results: Overall agreement between the results by LiPA and real-time

PCR was 92.5%. Both real-time PCR and LiPA showed concordant

results for HCV genotype 1 (n = 19), 2 (n = 16), and 4 (n = 2), while

genotype 3 determined by LiPA were reported as genotype 2 by real-

time PCR, RFMP, and direct sequencing in 2 cases. LiPA and RFMP

reported genotype 6 for a case, while real-time PCR and direct

sequencing yielded a result of genotype 1 for the same case.

Conclusions: HCV genotyping determined by different methods

varied according to the different target regions of the assays. Some

cases were misreported by assays targeting only 5’UTR. The

improved real-time PCR yielded reliable results corresponding with

those by direct sequencing, thus it can be used in clinical laboratories

which need higher throughput for HCV genotyping.
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Relationship between the host, viral factors and the sustained
response in chronique hepatitis C patients

Nguyet-Oanh K. Pham1, Le Hoa Pham2, Chi Nguyen2, The liver
clinic of HTD, VN

1Hospital for Tropical Diseases of HCM, VN, 2Infectious Diseases,

University of Medicine and Pharmacy of HCM, VN, Ho Chi Minh,

Vietnam

Background: Early predicting factors for SVR are critical in

continuing therapy. These factors had been well studied worldwide

but not in the endemic area of genotype 6 such as Viet Nam.

Objectives: To investigate the relationship between the host, viral

factors and the treatment response.

Methods: This observational study was done from July 2009 to Nov

2011 to observe the SVR (at 18 months in genotype 1, 6 and

12 months in genotype 2). HCV-RNA was analyzed by Real time

PCR at HTD. IL-28B was done by sequencing technique at Nam

Khoa Biotech company. The determinating of HCV genotype was

based on the 5’NC region.

Results: 88 CHC cases were included (31% with Peg-IFN and 69%

with IFN standard). 47/88 cases were male (53%). The higher

HCVRNA ([ 2x106 copies/ml) was 20%. genotype 1, 2, and 6 were

recognized in 51%, 22% and 27% respectively. IL-28B was tested on

52/88 cases. 76% had IL-28B genotype CC. The rate of EVR, ETR

and SVR were 86%, 71% and 54% respectively.

Genotype non-1, low baseline HCVRNA had a better rate of SVR. In

genotype 1, the rate of treatment failure was higher than that of the

non-1 group (OR = 1.7-10.4, p \ 0.01).

The overall SVR rate was not significantly different in two types

of IL-2B (60% among CC and 42% among CT group, p = 0.26). In

genotype 6 patients, SVR was not differed among IL-28B groups,

10/13 (76.9%) in the CC, 2/3 in the CT group (66.7%). In genotype 1

cases, SVR was higher in the CC group 11/22 (50%), but no case had

SVR in the CT group (0/5 patients).

Conclusion: Patients with genotype 1 and high baseline viral load

had lower chance of response than that of the other groups. IL-28B

could influence on the treatment response in genotype 1 patients.
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Triple therapy in HCV infection

Iliescu Elena Laura
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Introduction: It is estimated by the World Health Organization that

approximately 170 million individuals, or 3.1% of the world popu-

lation, are infected with HC. With the current standard of care, only

40% to 50% of genotype 1-infected patients achieve a sustained

virologic response (SVR). In the last years we have achieved sig-

nificant progress in the treatment of HCV infection.

Background: Current study estimate the virologic response rates and

adverse effects in two lots of population :1. PegIFN/RBV and

Boceprevir 2. PegIFN/RBV and Telaprevir.

Methods: We included 10 treatment-experienced patients in the lot of

PegIFN/RBV and Telaprevir. We included 25 treatment-experienced

patients in the lot of PegIFN/RBV and Boceprevir.

Results: Triple therapy has greatly increased treatment complexity,

involves multiple daily pills plus injection drug. Increased risks with

nonadherence to triple therapy include potential for resistance.

Most notable adverse events occurring more frequently with boce-

previr-based therapy are:

• Anemia: 15 patients

• Hb = 12-10 g/dl: 6 patients

• Hb = 10-8 g/dl: 7 patients

• Hb = 8-6 g/dl: 2 patients

• Rash: 2 patients

• Dysgeusia: 10 patients

• Hepatic decompensation (ascites): 1 patient (therapy interruption)

• Extrasistolic arrhytmia: 2 patients

Telaprevir-related adverse events are, in our experience: purpura,

pruritus, hyperuricemia, rash.

Conclusions:

1. Boceprevir or Telaprevir + PegIFN/RBV represent the new

standard of care for genotype 1 HCV patients previously

untreated or previous treatment failures

2. SVR Rates with BOC or TVR in genotype 1 treatment-naive

patients are 63-75% vs 38-44 (bitherapy).
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Objective: To evaluate the effectiveness of pegylated interferon alfa-

2a 180 lg 20 kDa (Unipeg�) in combination with ribavirin (Riba-

zole�) for the treatment of chronic hepatitis C infection in Pakistani

population.
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Methods: This is an ongoing single arm, open label, multicentre,

phase-IV study. Sixty-five patients from all major cities of Pakistan

who fulfilled the inclusion criteria were included into the study from

August 2010. All the patients were interferon naı̈ve, anti-HCV anti-

bodies positive and PCR HCV-RNA positive. Patients were treated

with pegylated interferon alfa-2a 180 lg 20 kDa (Unipeg�) subcu-

taneous weekly and 800 - 1200 mg ribavirin daily for 24 or 48 weeks

depending on genotype and body weight respectively. Virological

responses were evaluated which included Rapid Virological Response

(RVR) at week 4, End of Treatment Response (ETR) at week 24 or 48

(as per genotype) and Sustained Virological Response (SVR) at

6 months after the completion of therapy.

Results: A total of 65 patients were enrolled with 3 dropouts. Out of 62

patients; 58 patients with genotype 3 and remaining 4 were with

genotype 1, mean age was 35.3 ± 9.5 (range: 19-62) years. Of these 62

follow-up patients, 61 completed 4 weeks therapy; RVR was observed

in 47 (77%) whereas 14 patients did not achieve RVR. Sixty-one

patients completed the therapy of 24 or 48 weeks; 53 (87%) responded

at ETR whereas 8 patients did not respond. To date 40 patients com-

pleted the study follow-up and after 24 weeks of stopping therapy; 36

(90%) patients achieved SVR and 4 patients were classified as relapsers.

Conclusion: The results were promising & showed that pegylated

interferon alfa-2a 180 lg 20 kDa (Unipeg�) in combination with

ribavirin (Ribazole�) is clinically effective and well tolerated in

Pakistani patients with chronic HCV infection.

Acknowledgements: Department of Research, Dow University of

Health Sciences, Karachi, Pakistan.
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Background/Aims: Hepatitis C virus (HCV) genotype is an impor-

tant predictor of disease progression and response to treatment. Using

a molecular epidemiological approach, the present study investigated

the genetic diversity of hepatitis C virus (HCV) in Saudi Arabia.

Methods: A total of 160 patients that is 148 chronic hepatitis and 12

with advanced liver disease (liver cirrhosis or hepatocellular carci-

noma) were included in this study. HCV genotypes were determined

by partial sequencing and phylogenetic analysis in the NS5B region

of HCV genome. A genealogy of HCV subtype 4d (HCV-4d) was

reconstructed using MCMC Bayesian approach that allows population

growth to be estimated on the basis of coalescent theory.

Results: HCV genotype 4 was found as the predominant genotype

found in 61.2% (98/160) patients and the subtype distribution was as

follows: 51% (50/98) were 4d, 36.7% (36/98) were 4a, 7.1% (7/98)

were 4r, 4% (4/98) were 4o, and 2% (2/98) were 4n. HCV genotype 1

was the 2nd most prevalent genotype found in 31.2% (50/160) patients

and the subtype distribution was as follows: 72% (36/50) were1b and

38.8% (14/36) were1a. Genotype 3a was present in 5.6% (9/160) and

2a in1.8% (3/160) patients. A distinct phylogenetic cluster of HCV-4d

was found for Saudi Arabia. The Bayesian skyline plot population

dynamics analysis showed that genotype 4d entered the Saudi pop-

ulation in 1900 and the effective number of infections grew gradually

until the second half of 1950 s and more rapidly until the mid-1970 s,

when it reached a plateau that still persists today.

Conclusions: While genotype 4 remains the predominant genotype in

Saudi Arabia, subtype 4d has epidemic history in Saudi population. In

this era of personalized treatment HCV genotype and in particular

subtype specific agents are drastically needed to improve treatment

response and decrease the future burden of disease.
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Background/Aims: Recent genome wide association studies (GWAS)

revealed single nucleotide polymorphisms (SNPs) in IFNL3/IL28B

locus, and can predict virological response VR or none-virological

response NVR to pegylated interferon with ribavirin (PegIFN&RBV).

The aim of this study was to evaluate prevalence and clinical signifi-

cance of the SNP alleles in Central Asian populations.

Methods: A total of 416 chronic HCV patients were enrolled in

Uzbekistan. DNA specimens were extracted from PBMCs and the

IFNL3 SNPs highlighted by previous GWAS (rs8099917,

rs12979860, rs8103142, rs1188122) were genotyped by InvaderPlus

assay with direct sequence confirmation.

Results: Of the enrolled individuals, 356(85.6%) were of Central-

Asian (Uzbek, Kazakh or Tadjik), 49 (11.8%) were of Eastern-

European (Russians, Tatars) and 11 (2.6%) were of Korean ancestry

(excluded). Alleles of all tested SNPs were in HW equilibrium. The

rs12979860, rs8103142 and rs1188122 had high LD in both groups

(D’ = 1). There was no difference in frequencies of rs8099917 alleles

between Central-Asian and Eastern-European groups; however minor

allele of the rs12979860, rs8103142 and rs1188122 observed more

frequently in the Eastern-European group (0.29 vs 0.45, p \ 0.002). A

total of 135(33.3%) of the patients had completed 24 or 48 weeks of

PegIFN&RBV treatment, including 33% of the Central-Asians and

37% of Eastern-Europeans. Null virological response (NVR)

observed in 18% and 28% among Central-Asians and Eastern-Euro-

peans, respectively (p = 0.32).The best predicting SNPs overall in

this study was rs12979860 (OR:4.51 95%CI 1.6-12.73, p \ 0.005).

The best predicting SNP for Central Asian group was rs8099917

(OR:4.40 95%CI 1.33-13.14, p \ 0.02).

Conclusions: The INFL3 SNPs are significantly associated with

treatment outcome in the Central Asian population. Prevalence of the

studied SNP alleles correlates with the rate of NVR at population

level.
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Objective: Study the effectiveness of Laennec therapy in the patients

with HCV with expressed side effects of antiviral therapy.

Study actuality: Due to the expressed side effects of antiviral therapy

for chronic hepatitis C treatment the compliance of the patients

decreases significantly, negatively affecting the treatment process and

disrupting its integrity, completeness and success.

Materials and methods: The study involved 92 patients with HCV of

different genotypes that received standard antivirus therapy (Pegasys

+ ribavirin).

The group of the patients with expressed side effects (22 persons)

used along the antivirus treatment Laennec under the scheme: 8 ml i/v

by drops for 200 ml of natural saline QW for 1 month.

Study results: Practically all the patients (93,33%) of the third group

during Laennec treatment noted the improved well-being, sleep

quality, increased working capacity, decreased expression of flu

syndrome. In 18% of patients with depressions the use of Laennec

allowed to decrease the dose or completely discontinue antidepres-

sants prescribed previously. 80% of the patients noted the improved

skin structure, its increased elasticity, flexibility, disappearing of

dryness and exfoliation. The laboratory investigation discovered the

decreased level of bilirubin, normalization of ALT, AST, GGT,

alkaline phosphatase, sufficient rise of hemoglobin level, erythro-

cytes, platelets, decreased ESR.

After the end of Laennec therapy the gradual decrease of effects

expression was observed.

Conclusions:

1. Use of Laennec in the patients during the antivirus therapy of

chronic hepatitis C provided for significant decrease in side

effects expression.

2. Laboratory investigations discovered significant effect on

erythropoiesis - rise of the level of erythrocytes, hemoglobin;

normalization of the level of leukocytes, platelets, bilirubin,

transaminases.

3. It is worth to use Laennec in patients with expressed side effects

during the whole course of antivirus therapy, and also in the

patients with chronic hepatitis B treated with interferon.
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Objective: Determination of HCV genotypes in terms of management

and treatment of chronic hepatitis C patients provides important

information. Genotype 1b has been found to be dominant in the

Turkey. Genotype 1 was found 92% in Manisa Region, 97.4% in

western Black-Sea region, 97.1% in Western region, and 95.5% in

southeast region of Turkey. In this study, HCV genotypes were

examined for the first time in the south region of Turkey.

Material and methods: HCV-RNA positive 639 patients with

chronic HCV infection in Adana (214 males/101 females) and Ant-

akya (139 males/185 females) in Turkey were included in this study.

Real time-polymerase chain reaction (RT-PCR) with Rotor Gene Q

was used for genotype determination.

Results: In Antakya, it was determined that the ratios of genotypes of

type 1a (0.31%), type 1b (86.73%), type 2 (9.26%), type 3 (0.93%),

and type 4 (2.78%) were found to be compatible with the results seen

in our country. But in Adana, the ratios of genotypes of type 1a

(3.49%), type 1b (55.24%), type 2 (14.60%), type 3 (26.03%), and

type 4 (0.63%) were found to be different. This difference was mainly

due to male gender. Because, genotype 1b was significantly lower

(42.5% vs. 82.2%, p \ 0.001), but genotype 2 (17.8% vs. 7.9%,

p = 0.021) and genotype 3 (34.6% vs. 7.9%, p \ 0.001) were sig-

nificantly higher in men than women in Adana.

Conclusion: In conclusion, distributions of hepatitis C virus geno-

types were different in neighbor cities. In Adana, genotype 1 was

found to be low, but genotype 2 and 3 was found as unexpectedly high

in men compared to other parts of Turkey.
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Background and aims: Anemia occurs in approximately one-third of

subjects treated with peginterferon/RBV. Adding a protease inhibitor

improves efficacy, but also increases anemia. It has previously been

reported that a [ 3 g/dL decline in hemoglobin (vs. B 3) is associ-

ated with increased sustained virologic response (SVR) rates (43.7%

vs. 29.9%) in patients treated with peginterferon/RBV, and similarly

in those treated with a triple regimen. However, it is unknown if this

relationship applies to cirrhotic patients. This analysis explores

whether anemia predicts SVR in cirrhotic patients treated with

peginterferon alfa-2a/RBV.

Methods: Post-hoc analysis was conducted for treatment-naive HCV

mono-infected G1/4 subjects who received peginterferon alfa-2a/

RBV from four Roche clinical trials. Anemia was defined as either

decline in hemoglobin to B 10 g/dL or decrease of C 3 g/dL from

baseline.

Results: 374 cirrhotic subjects were compared to 1838 non-cirrhotic

subjects. Those without cirrhosis were younger, had higher platelet

counts, but were otherwise comparable at baseline, including hemo-

globin levels. Rates of anemia were similar in both cohorts with

17.9% of cirrhotics vs. 18.5% of non-cirrhotics experiencing a decline

in hemoglobin to h 10 g/dL, while 74.3% of cirrhotics vs. 70.6% of

non-cirrhotics experienced a C 3 g/dL decline from baseline. SVR

rates were higher in cirrhotic patients who experienced anemia

compared to those that did not (29.9% vs. 26.7% with hemoglobin h

10 g/dL [p = 0.6010] and 30.6% vs. 17.7% with C 3 g/dL decline

[p = 0.0147]).

Conclusions: Anemia rates were similar in patients with and without

cirrhosis. A decrease in hemoglobin of C 3 g/dL predicts SVR in

those with cirrhosis. It will be important to verify this relationship in

cirrhotic patients treated with a DAA-containing regimen given the

increased rate of anemia observed with currently approved triple

therapy. As the toxicity of DAAs improve, understanding the limi-

tations imposed by peginterferon/RBV is imperative, especially in

cirrhotic patients.

Acknowledgment: Funded by Roche/Genentech.
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Hepatitis C virus (HCV) has been recognized to be both a hepato- and

lymphotropic virus. HCV lymphotropism represents an essential lap

in the pathogenesis of virus-related autoimmune and lymphoprolif-

erative disorders, ranging from clonal expansion of B-cells

We examined 66 patients with HCV-associated indolent non-

hodgkin lymphomas (HCVAINHL). The age pts was 32-75 years (Me

47). 53 patients had advanced stage III/IV of disease, and 13 pts had

I-II stage. HCV-RNA was present in all 66 pts. Serum level of HCV-

RNA before of the beginning of treatment was from 1 9 10 to

8.2 9 107 copy/ml. The median level HCV-RNA was 6.7 9 105

copy/ml. HCV genotype 1b was in 86% pts. Group 1(G-1) 49 pts with

HCVINHL were treated antiviral therapy (interferon 3 mln IU, riba-

virin 10 mg/kg). Group 2(G-2) pts undergoing chemotherapy with

rituximab.

Complete remission has been reached at 80% pts G-1and 73% pts

G-2. 5 years overall survival (OS) was 87% in pts G-1 and 57%

in G-2. 2 years relaps free survival was 92% in pts G-1and 8% in pts

G-2.

Anti-HCV treatment with interferon and ribavirin cane be the first

line therapy for pts with HCV association indolent non-hodgkin

lymphomas.
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Background: Rate of coinfection with HIV and HCV differs

according to countries. This may be attributable to common trans-

mission routes, social, economic and cultural factors. The purpose of

this study is to investigate the prevalence and risk factors of HCV

infection among HIV-infected patients in Istanbul, a large cosmo-

politan city in Western Turkey.

Method: Between January 2006 and September 2012, 567 HIV

infected patients that were enrolled by ACTHIV-IST (ACTion against

HIV in Istanbul) study group (four centres following-up HIV-infected

patients in Istanbul) were included in this study. Demographic data

(including age, sex, transmission routes), CD4 counts, Anti-HCV,

HCV RNA were collected retrospectively from medical records and

were transferred to an HIV data base system.

Results: Of the cases 81.5% were men, mean age was 38.5 ± 11.2

(18-79) years. All cases were caucasian. Most frequent route of

transmission was heterosexual intercourse (64.5%), followed by men

having sex with men (34.5%). One percent of them were injecting

drug user (IDU) and half of these patients were not Turkish citizien.

The prevalence of HIV/HCV coinfection was 0.8%. The mean CD4

counts for HIV/HCV coinfected and HIV monoinfected patients were

43.3 ± 48.4 and 359.9 ± 293.6 cells/mm3, respectively (p = 0.016).

Significant difference was not detected in terms of HIV RNA level

between same groups (p = 0.75). IDU rate was 75% in patients with

HIV/HCV coinfection, whereas this rate was only 0.5% in HIV

monoinfected patients (p \ 0.001).

Conclusion: IDU is significant risk factor for HCV infection among

HIV-infected patients. Prevalence of HIV/HCV coinfection in our

country is considerably low. The extremely rare prevalence of

intravenous drug addiction might have a role in this low prevalence.
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Background/Aims: Treatment with PEG/ribavirin(RBV) is often

limited by significant adverse events. ALV, a cyclophilin inhibitor,

has pan-genotypic activity and targets the host protein cyclophilin A.

The current study investigated the safety and tolerability of PEG-free

ALV treatment as compared to PEG containing regimens in G2/3

HCV treatment naı̈ve patients.

Methods: Prospective, open-label, international, randomized, trial

comparing 24-weeks of either: 1) ALV 1000 mg QD alo-

ne(ALV1000), 2) ALV 600 mg QD plus RBV(ALV600/RBV), 3)

ALV 800 mg QD plus RBV(ALV800/RBV), 4) ALV 600 mg QD

plus PEG(ALV/PEG) or 5) PEG/RBV alone, in treatment naı̈ve HCV

G2/3 infected patients. PEG added to ALV treated subjects with

detectable HCV RNA at week 4([ 25 IU/mL; RBV also added for

ALV1000). The current analysis reports the overall safety and labo-

ratory results at 48 weeks.

Results: 340 patients enrolled, G2:G3 ratio of 3:7: 91, 158 and 76

subjects did not receive PEG, had PEG added or received PEG from

baseline, respectively. Overall, lower AEs with PEG-free vs receipt of

PEG (76.9% vs 93.4%-94.3%), especially flu-like symptoms. PEG-

based treatment had the highest incidence of patients with at least one

SAE(7.9%), followed by add-on PEG(5.7%) and lastly PEG-free

treatment(4.4%). Lowest impact on changes in hematologic parame-

ters observed in PEG-free group; maximum laboratory changes from

baseline [PEG-free, PEG-added, PEG-from baseline; mean (SD)]:

hemoglobin(g/L)[-25.6(12.0), -35.7(13.5), -30.7(13.3) to -34.8(12.7)],

neutrophils(x109/L)[-1.21(0.98), -2.74(1.39), -2.38(1.20) to -

2.72(1.36)], platelets(x109/L)[-61.9(30.6), -110.0(44.9), -95.8(47.6) to

-129.6(52.9)] and triglycerides(mmol/L)[1.7(1.4), 2.2(1.8), 1.4(1.1) to

2.8(2.6)]. ALV/PEG produced the greatest changes in platelets (-

129.6 ± 52.9) and triglycerides (2.8 ± 1.8 mmol/L). Add-on PEG

resulted in greater alterations to hemoglobin, neutrophils, and
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platelets than PEG/RBV alone or PEG-free ALV. No cases of pan-

creatitis were observed.

Conclusions: PEG-free ALV was more tolerable than PEG-contain-

ing regimens with fewer alterations to hematologic parameters. Future

ALV, PEG-free containing regimens could offer a viable treatment

option for HCV G2/3 infected patients.
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Background/Aims: Difficult-to-treat HCV populations include

patients with prior non-response to P/R, cirrhosis at baseline, and non-

CC IL28B genotypes. ALV, a cyclophilin inhibitor, is pan-genotypic

and targets the host protein cyclophilin A. This study investigated

ALV plus P/R in this difficult-to-treat group.

Methods: Prospective, double-blind, multinational, randomized, pla-

cebo controlled trial evaluating P/R alone or in combination with ALV-

600 mg QD, 800 mg QD, or 400 mg BID in patients who previously

failed P/R. Non-detectable HCV RNA (\ 25 IU/mL) at Week 24

(VR24)was evaluated according to prior P/R failure classification,

IL28B genotype and cirrhosis status. Groups were compared via

Cochran-Mantel-Haenszel test adjusted for stratification variables.

Results: A total of 461 patients were enrolled; 77% were Caucasian,

mean HCV RNA of 6.3 log10 IU/mL, 30% G1a, 24% had compen-

sated cirrhosis (n = 109), 51% were P/R prior non-responders

(n = 237; null NR, n = 154 (65%); partial NR, n = 74 (31%)) and

79% (n = 365) had non-CC IL28B genotype. The Table 1 lists the

percentage of patients who achieved VR24 by prior P/R response and

randomized treatment group. All ALV doses produced higher VR24

compared to P/R when cirrhosis was present (ALV 56.5%-65.4% vs P/R

17.2%; p \ 0.05). VR24 rates among non-CC IL28B genotypes, when

compared to P/R (30.3%), were significantly improved in ALV 600 mg

QD (42.7%, p = 0.0354), ALV 800 mg QD (54.0%, p = 0.0002) and

ALV 400 mg BID (69.7%, p \ 0.00001) treated subjects.

Conclusions: In difficult-to-treat HCV patients, the addition of ALV to

P/R significantly improved treatment responses at 24 weeks. ALV

could be an efficacious new treatment option in this patient population.
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Recently, occult HBV cases in patients with chronic hepatitis C leads

to serious liver disease and negatively affect the response to treat-

ment. Therefore, patients diagnosed with HCV and do not respond the

vaccination are evaluated for occult HBV in the study.

Serological, histological and clinical determination of serologic

markers of HBV cases whom were determined as chronic viral HCV

patients by clinical diagnosis are studied by ELISA. Examination of

occult HBV in serum and liver tissue was conducted by HBV-DNA.

Three doses of HBV vaccine were applied to patients who show

negative serological markers (anti HBs, anti HBc, HBs Ag), whereas,

a single dose was applied to patients who show only the total anti-

HBc positivity. HBV-DNA level in serum and liver biopsy of patients

who did not develop enough anti-HBs response and HBV-DNA level

in tissue were evaluated by PCR.

A total of 78 (46.7%) patients had to natural immune to HBV

(Anti-HBs [ 10 IU/ml, and anti-HBc IgG positive); whereas, 22

patients (13.1%) were isolate anti-HBc IgG positive and 67 (40.1%)

patients never exposed to HBV. In order to determine immunity after

vaccination anti-HBs titration ([ 10 I.U), and one patient who had

anti-HBs titration of 4 IU was evaluated as insufficient immunity.

HBV-DNA positivity was found only 4 (4.4%) patients of 90 cases

who show insufficient or unresponsive to hepatitis B vaccine, and

these 4 patients were also unresponsive to vaccine. Three out of 19

cases who did not have an immune response even though vaccination

presented HBV-DNA positivity in their serum and liver tissue. While

one of the case presented lower dose anti HBs Ag (4.1 IU/ml), the

other two patients presented anti HBc positivity. Therefore, moni-

toring of occult HBV is more appropriate when no response is

obtained to Hepatitis B vaccination in HCV cases.
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High-rates of sustained-HCV-clearance following 24-weeks
of alisporivir (ALV) + ribavirin (RBV) (+/-IFN-add-on) in HCV
G2/3 treatment-naı̈ve patients: final SVR24

Teerha Piratvisuth1, Wan-Long Chuang2, Cheng-Yuan Peng3,
Satawat Thongsawat4, Tawesak Tanwandee5, Jacob George6,

Table 1 Proportion with VR24

Relapser

(n=199)

Non-respon-

der

(n=237)

Null NR

(n=154)

Partial NR

(n=74)

ALV 600 mg QD 79.2% 53.2% 47.9% 69.2%

ALV 800 mg QD 77.6% 64.4% 64.9% 68.4%

ALV 400 mg BI 70.8% 75.4% 70.6% 80.0%

P/R 55.6% 8.9% 5.6% 11.8%
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Background/Aims: ALV, a cyclophilin inhibitor, is pan-genotypic and

targets the host protein cyclophilin A. The current study investigated the

combination of ALV plus RBV alone (or in combination with delayed

add-on PEG) for initial treatment of HCV G2/3 infection.

Methods: Prospective, open-label, multinational, randomized trial

comparing 24-weeks of either: 1) ALV 1000 mg QD alone (ALV1000),

2) ALV 600 mg QD plus RBV (ALV600/RBV), 3) ALV 800 mg QD plus

RBV (ALV800/RBV), 4) ALV 600 mg QD plus PEG (ALV/PEG) or 5)

PEG/RBV alone, in treatment naı̈ve HCV G2/3 infected patients. ALV

treated subjects with detectable HCV RNA at week 4 ([ 25 IU/mL) had

interferon added for the remainder of treatment (RBV also added for

ALV1000). SVR24 rates were analyzed for each treatment group alone

and for ALV groups when given alone or in combination with PEG. The

per-protocol SVR24 results are presented here.

Results: 340-patients were enrolled, G2:G3 ratio of 3:7. SVR24 rates

were higher in ALV containing regimens than PEG/RBV alone: 70%

PEG/RBV(n = 33), 86% ALV1000(n = 72), 91% ALV600/

RBV(n = 77), 90% ALV800/RBV(n = 83) and 91% ALV600/

PEG(n = 34). Of the patients that received ALV/RBV alone, (61) or

ALV/RBV with add-on PEG (n = 160), 92% and 91% achieved

SVR24, respectively. Viral breakthroughs on ALV-based treatments

were infrequent (n = 9/299; 3%) with low ALV exposures (n = 4),

viral resistance (n = 3) or both (n = 2) being observed. Compared to

IFN-containing regimens, ALV-based regimens were well tolerated

with lower incidence of treatment emergent adverse events and rates

of neutropenia (0% vs 15.8%), anemia (5.5% vs 11.5%) and throm-

bocytopenia (0% vs 5.1%).

Conclusions: The interferon-free, oral regimen of alisporivir plus

ribavirin produced high SVR24 rates and was well tolerated when

used as initial therapy in treatment naı̈ve HCV G2/3 infected patients.
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Predictive factors for non sustained virological response (non
SVR) among patients with chronic hepatitis C treated
with peginterferon and ribavirine
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Center ‘Mother Tereza’, Tirana, Albania

Introduction: A number of factors influence non response to therapy

among patients with CHC treated with Peginterferon alfa-2a and

Ribavirine.

Aim: To evaluate the effects of host and viral factors (gender, age,

genotype and baseline viremia) on non SVR during treatment of

chronic hepatitis C.

Patients and methods: A total of 80 patients, 41(51.2%) females and

39 (48.8%) males with mean age 43,3 ± 12,7 y/old diagnosed with

CHC, were included in this prospective study during the period

2008-2012. All the patients were treated with Peginterferon (180 lg s.c/

week) and Ribavirine 800-1200 mg/day. The duration of treatment

varied from 24 - 48 weeks according to the virological response. The

primary end point was non SVR defined as detectable HCVRNA level

24 weeks after the end of the treatment. Regardless the genotype,

47(58.75%) patients had SVR and 33 non SVR (41.25%). We evaluated

the impact on non SVR of age ([ 55 y/old, vs \ 55 y/old), gender

(M vs F), genotype (1 + 4 vs 2 + 3) and baseline viral load

(HCVRNA [ 800000 UIml vs HCVRNA\ 800000 UI/ml). For sta-

tistical analysis we used Student T test. P \ 0.05 was considered

significant.

Results: Patients [ 55 y/old had higher non SVR rates than

those \ 55 y/old (p \ 0.0001). 55.6% of male patients and 45.4% of

females had non SVR response . The group of patient with genotype 1

and 4 had non SVR rates in 51.9 % of them, and those with genotype

2 and 3 in 16.7% . Patients with baseline HCVRNA [ 800000/UI/ml

had higher non SVR rates than those with HCVRNA \ 800000 UI/ml

(p \ 0.0001).

Conclusions: Older age ([ 55 years), males, genotype 1 and 4, and

high viral load at baseline ([ 800000UI/ml) should be considered in

the routine assessment as negative predictor factors in CHC treatment

response.
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The experience of granulocyte colonystimulating factor
administration for neutropenia correction in HCV-associated
liver cirrhosis treated with Peg-IFN plus r
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Introduction: Assiduous monitoring and management of side-effects

is required in patients with advanced liver disease. Due to portal

hypertension and hypersplenism, leukocyte and platelet counts at

baseline may be low in cirrhotic patients. Granulocyte colony-

stimulating factor (G-CSF) might be useful in this group as soon as

the neutrophil count drops below 750- 500/mm3.

Case description: Patient male, 55 years old, with HCV-associated

liver cirrhosis Child-Pugh B, genotype 3 with large esophageal var-

ices. First time was treated with Peg-IFN alpha 2a plus Ribavirin from

13.10.2010. to 22.07.11. with EVR, ETR, but without SVR (relapse).

Physical status at the starting point: BMI = 31 kg/m2, palmar ery-

thema, gynecomastia, liver size + 6-7 sm and spleen + 5-6 sm from

hypochondrium. Ultrasound data 02.07.10. - liver cirrhosis, portal

hypertension (v.porte 2 sm), splenomegalia (22 sm). Treatment was

started in Charité University (Berlin, Germany), and then continued

in Armenia under weekly monitoring of CBC and coagulogram. After

6 injection of Peg-IFN alpha 2a (180 mcg) plus Ribavirin (800 mg)

treatment was interrupt due to severe thrombocytopenia (19.9 K/mL)

and neutropenia (700 K/mL). Therapy was restarted after trombocytar

mass infusion in dose 90 mcg and G-CSF administration for neutro-

penia correction (4 injections 300mcg 23.03., 23.04., 21.05., 11.06.).

Ultrasound data 12.03.11.-liver cirrhosis, portal hypertension (v.porte

1.6 sm), splenomegalia (19 sm). At the end point (totally 12 injection

in dosage 180 mcg and 24 injection in dosage 90 mcg) hepatic stig-

mas resolved and liver enzymes constantly normal. Second time

treatment with Peg-IFN alpha 2a (180 mcg) plus Ribavirin (1200 mg)

was started 13.06.2012. and combined with G-CSF (5 injections

480mcg monthly) without Peg-IFN alpha 2a dose reduction (25-th

injection 28.11.12). Re-treatment with RVR, ETR and better

tolerated.
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Boceprevir plus peginterferon alfa-2b/ribavirin in Asian patients
with chronic HCV genotype 1 who have failed previous
treatment: a preliminary result
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Background: In patients with chronic infection with hepatitis C virus

(HCV) genotype 1 who failed previous treatment with peginterferon/

ribavirin combination, retreatment with peginterferon/ribavirin is

suboptimal. Boceprevir, a protease inhibitor that binds to the HCV

nonstructural 3 (NS3) active site, has showed promising result when

used combined with peginterferon/ribavirin.

Objective: To evaluate efficacy and safety of boceprevir and pegin-

terferon alfa 2b/ribavirin for retreatment of patients with chronic

HCV genotype 1.

Method: Chronic HCV genotype 1 infected patients who failed

previous treatment with peginterferon-ribavirin therapy have been

enrolled in Thailand Boceprevir Named Patient Program (NPP). All

patients were treated with peginterferon alfa-2b/ribavirin lead-in for

4 weeks followed by boceprevir (BOC) according to treatment

guideline. Treatment with BOC was discontinued at week 32 if the

patients achieved negative HCV RNA at week 8 through week 24 in

patients who were relpasers or partial responders without cirrhosis at

baseline followed by a tail of Peg/RBV for 12 weeks. The rest of the

patients, triple combination was continued to week 48. In both groups,

treatment was discontinued if HCV RNA at weeks 12 C 100 IU/ml.

Results: There were 50 patients in the study, 64% were relapsers,

78% genotype 1b with 36% cirrhotic. Overall, undetectable HCV

RNA (\ 15 IU/mL) at week week 4, 8 and 12 was 10%, 70% and

87.8%, respectively. There was no patients discontinued from the

study due to adverse events. Overall, treatment with BOC/peginter-

feron alfa-2b/ribavirin was well tolerate. Anemia was found 28%

during treatment which was managed by ribavirin dose reduction.

Conclusion: From this interim result, boceprevir when combined

with peginterferon alfa-2b/ribavirin is safe and well tolerate in Asian

patients who have failed previous treatment. We are waiting for the

result of sustained virological response.
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Alisporivir plus ribavirin (PegIFN-free or
delayed-add-on) provides Asian HCV G2/3 treatment
naı̈ve patients high rates of sustained HCV
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Background: Alisporivir (ALV) is a cyclophilin inhibitor with

pangenotypic anti-HCV activity and a high barrier to viral resistance.

The VITAL-1 study investigated the rates of sustained viral response

(SVR) with ALV-based regimen - peginterferon (PegIFN)-free and

delayed add-on PegIFN to ALV/ribavirin (RBV) - in HCV genotype

(G) 2/3 patients.

Methods: 340 treatment-naı̈ve HCV G2 or G3 patients (ratio 3:7) were

randomized to 5 arms; 159 (46.8%) from Asia (66 Indian, 62 other

Asian, 31 Chinese). i) ALV-1000 mg QD monotherapy [ALV1000,

n = 83; Asia n = 43], ii) ALV-600 mg QD + RBV [ALV600/RBV,

n = 84; Asia n = 39], iii) ALV-800 mg QD + RBV [ALV800/RBV,

n = 94; Asia n = 42], iv) ALV-600 mg QD + PegIFN [ALV600/

PegIFN, n = 39; Asia n = 18], or v) PegIFN/RBV, n = 40;

Asia = 17. ALV-containing arm patients that achieved RVR (week 4

HCV RNA \ 25 IU/mL) continued for 24 weeks, while those with

detectable HCV RNA added PegIFN from week 6 to 24.Current anal-

ysis includes SVR24 results for Asian patients.

Results: The ITT population SVR24 rate achieved with ALV/

RBV(PegIFN-free) treatment was 85% (55/65), higher than ALV

alone 78% (14/18), and PegIFN/RBV - 71% (12/17). ALV/RBV, 4%

(2/47) had lowest relapse rate in contrast to PegIFN/RBV treatment,

29% (5/17) or ALV monotherapy, 17% (3/18). Patients receiving

PegIFN-free regimen (39) and ALV/RBV with delayed PegIFN-add-

on (42) - 88% (71/88) achieved SVR24, versus 71% with standard

PegIFN/RBV. Rate of viral breakthrough (VB) for ALV-based Peg-

IFN-free treatment patients was very low - 3.0% (2/65). No VB in

ALV alone or ALV800/RBV arms. VB was observed in 11% (2/18)

ALV600/PegIFN. ALV-based PegIFN-free treatments were well

tolerated with lower rates of treatment-related adverse events com-

pared with PegIFN/RBV.

Conclusion: Alisporivir plus RBV represents an effective PegIFN-

free option in Asian HCV G2/3 treatment naı̈ve patients resulting in

high SVR24 rates. The combined strategy of IFN-free ALV/RBV and

delayed add-on PegIFN provided better efficacy and safety than

treatment with PegIFN/RBV from baseline.
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clinical significance of both serum connective tissue growth factor
and transforming growth factor-beta 1 in HCV-induced liver
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Scientific Background: Chronic infection with hepatitis C virus

(HCV) can lead to serious liver disease including fibrosis and hepa-

tocellular carcinoma. Cytokines and growth factors are critical in

hepatic fibrogenesis as well as in cancer development. As occurs in

most tissues, transforming growth factor-b1 (TGF-b1) is the major
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fibrogenic cytokine in the liver and it has been clearly demonstrated to

play an active role in the process of myofibroblast activation.

Aim of the Work: This work was designed to assess both serum

CTGF & TGF-beta 1 as non -invasive markers as predictors of

fibrosis and carcinogenesis of chronic HCV infected patients.

Methods: This study included 45 patients with chronic hepatitis

C(CHC),of whom 25 cases had early stages of fibrosis (stage1,2,3)

and 20 cases had advanced fibrosis (stage 4) .The convential HCC

markers alpha -feotoprotein (AFP) and des carboxy-prothrombin

(DCP) were measured using commercial kits. Fifteen age and sex

matched subjects served as controls. Urine and stool analysis, com-

plete blood picture, liver function tests, prothrombin time, serological

markers for viral hepatitis and ultrasonography were conducted.

CTGF and TGF-b1 was determined using sandwich ELISA

technique.

Results: The levels of both serum CTGF and TGF-b 1 were 0.4 and

0.5 fold significantly higher (P \ 0.01)., respectively, in patients with

active HCV as compared to the healthy controls But their serum

levels were significantly lower (P \ 0.01) in fully developed cirrhosis

than HCV infected patients . The CTGF/platelets ratio increased the

detection limit for cirrhosis from 84% to 92% and the specificity from

85% to 87.5%.

Conclusions: Both serum TGF-b1 and CTGF play an important role

in progression of HCV liver fibrosis. TGF-b1 & CTGF may be a

potential indicator of hepatic cirrhosis and carcinogenesis in chronic

HCV infected patients.
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Background: Recent studies have demonstrated performance dif-

ferences between HCV viral load assays can impact response guided

therapy. These studies suggest the need for further evaluation of the

utility of highly sensitive HCV viral load assays in clinical trials and

patient management.

Methods: 221 plasma samples from 11 subjects enrolled in Abbott’s

PILOT study (NCT01221298), receiving a boosted protease inhibitor

or non-nucleoside polymerase inhibitor plus ribavirin for 12 weeks,

were tested prospectively using both the Abbott RealTime HCV assay

(RT) and the Roche High-Pure-System/COBAS� TaqMan assay

(HPS). Results were analyzed to determine levels of concordance

using different clinical cutoffs.

Results: Of the 11 subjects who completed the trial 9 achieved a

sustained virologic response (SVR). One of the two subjects who

relapsed at week 8 post-treatment had positive RT / negative HPS at

12 of 13 consecutive time points. For the other, week 6 was the only

time point after week 1 with detectable HCV RNA (positive RT /

negative HPS) before relapse at 36 weeks post-treatment. Overall 35

specimens were positive RT / negative HPS, 22 of which were from

subjects who achieved SVR. Only two samples were positive HPS /

negative RT, both from subjects who achieved SVR. Levels of con-

cordance were 82%, 94% and 97% when TND, TD and 25 IU/mL are

used as clinical cutoffs (Table 1).

Conclusions: Additional studies are warranted to evaluate the clinical

significance of increased HCV RNA sensitivity. A high degree of

concordance with less sensitive assays can be achieved through the

use of alternate clinical cutoffs.
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Treatment response among HCV genotype 1 and their subtypes
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Introduction: Genotype 1 is the most prevalent type among HCV

infections in North America and comprise of different subtypes. Sus-

tained viral response (SVR) defined as non-detectable HCV RNA

24 weeks post treatment greatly varies amongst genotypes but have

been reportedly lower among Genotypes 1. However, there are many

factors that may influence the SVR within the genotype 1 subtypes.

Aim: The aim of this study is to examine the response rate associated

with HCV treatment for genotype 1 subtypes within a real clinical setting.

Method: Retrospective review of 363 HCV individuals with geno-

types 1 treated with pegylated interferon/ribavirin for 48 weeks

between March 2001- May 2011. Treatment was offered at a com-

munity clinic in Vancouver, B.C and 5 penitentiaries. Outcome

measured using SVR rate by intention-to-treat analysis.

Results: 80.7% (293/363) males. 18.2% (70/363) females. 35.8%

(130/363) in community. 64.2% (233/363) in penitentiaries. Mean age

49.0 ± 10.0 years. Risk factors for HCV: IVDU 82.9% (301/363),

tattoos 44.6% (162/363), HIV co-infections 6.1% (22/363). Overall

Response: SVR 48.2% (175/363), null response 16.8% (61/363), lost

to follow up 11.6% (42/363), relapse 8.5% (31/363), withdrawal due

to adverse events 5.2% (19/363), re-infection 6.6% (24/363). SVR by

subtypes: G1(no subtype) 45.3% (106/234), G1a 40.7% (22/54), G1a/

1b 70% (7/10), & G1b 61.5% (40/65), lost to follow up G1(unable to

subtype) 13.7% (32/234), G1a 14.8% (8/54), G1a/1b 0% (0/10), &

G1b 4.6% (3/65).

Conclusion: Genotypes 1 SVR rates ranged from 40.7% (G1a) to

70% (G1a/1b) with overall rates of 48.2%. This demonstrates dif-

ferences in SVR rates amongst Genotype 1 and subtypes. Subtypes

should be performed in order to better determine appropriate proto-

cols. We propose that treatment duration should be adjusted to match

individual characteristics and initial treatment response in order to

achieve the best SVR rates.
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Hepatocellular carcinoma after successful treatment
of hepatitis C

John Farley, Andrew Truong, Trang Nguyen, Wendy Shum

Table 1 PILOT HCV viral load analysis

RT/HPS TND TD (\25 IU) TQ ([25 IU)

TND 150 1 1

TD (\12 IU) 30 5 1

TQ ([12 IU) 5 6 12
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Introduction: Chronic hepatitis C virus (HCV) is a major risk

factor and is a leading cause for hepatocellular carcinoma (HCC).

Incidents of HCC has been correlated with lower sustained viro-

logical response (SVR) combined with advance liver disease. The

objective of this study is to further investigate the development of

HCC post SVR.

Method: Retrospective chart review of 392 treated with pegylated

interferon and ribavirin between 24-48 weeks depending on geno-

types and achieved a sustained virologic response (SVR). 7

developed HCC post SVR. HCC surveillance was based on ultra-

sound and alfa-fetoprotein (AFP) every six months during and after

treatment.

Results: 7/392 (2%) who attained SVR subsequently developed HCC.

5 males and 2 female with an average age of 62 ± 7.05 years.

Genotype distribution: Genotype 1 4/7 (57%), 1/7 (14%) genotype 2,

and 2/7 (29%) genotype 3. Liver fibrosis (based on Metavir) showed

4/7 (57%) had cirrhosis, 2/7 (29%) stage 2, 1/7 (14%) opted out of the

procedure due to its invasiveness. Development of HCC ranged from

1 to 6 years post treatment.

Conclusion: HCC can continue to develop after successful treatment

completion. Genotype 1 appears to have the highest occurrence of

HCC with 57%. However, continued monitoring and vigilance post

SVR is essential for managing disease progression. This will enable

early detection and possible intervention necessary for successful

patient care.
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Combination therapy with interferon-alpha and ribavirin is an

approved therapy for patients with chronic hepatitis C. However

response rates are still poor in many difficult-to-treat groups, espe-

cially with genotype 1 and high viral loads. Retreatment of these

patients remains challenging. Newer combinations are being inves-

tigated to optimize chances of attaining a sustained response in these

groups.

We present 8 patients with HCV genotype 1b with resistance

who received between 24 and 48 weeks of therapy with interferon-

alpha (3 million IU / day) and ribavirin (10 mg / kg). Viral load

was from 5x105 to 1x107 copies/ml. ALT has been from norm up

to 200 IU. AST 180 ME. GGTP 20 times higher than normal. AP

is 3 times higher than normal. To therapy with interferon and

ribavirin, we have added an special extract of Echinacea pallida

root, Ep 128 (aar vir) 200 mg three times a day (TID), and the

special fresh plant extract Cynara scolymus Cp 610 (aar gamma)

600 mg TID. ALT and AST returned to normal and the viral load

decreased to 1x103 all patients after 2 months of the therapy. This

therapy was continued.

These cases support that inducer of interferon alpha and gamma

and choleretic medication may increase the efficacy of interferon plus

ribavirin in the treatment of non-responders to previous combination

therapy.
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Background /Aims: Patients infected by chronic hepatitis C virus

genotype 1 experience liver complications as the disease progresses.

By applying published clinical and local cost data, the study is able to

project the long-term clinical benefits and the cost-effectiveness of

treatment strategies, including boceprevir (BOC) in addition to pe-

ginterferon and ribavirin compared to standard of care (SOC) as

peginterferon and ribavirin only.

Methods: Markov model was created to estimate the expected costs

and quality adjusted life-years (QALYs) associated with treatment

strategies studied in the phase III clinical trials (SPRINT-2 and

RESPOND-2). Patient characteristics were based on subjects enrolled

in SPRINT-2 and RESPOND-2, the transition probabilities and QA-

LYs were adopted from published studies, and the pharmaceutical and

health status costs were collected through National University Hos-

pital, Singapore. The threshold of cost-effectiveness was chosen as

S$80,000 for this study.

Results: For patients failed prior treatment, BOC regimen is projected

as a dominating strategy against SOC by resulting in higher QALYs

and lower costs (-S$2,096/QALY). BOC is also projected to be

cost-effective for previously untreated patients (S$203/QALY). The

sub-group analyses show that for untreated non-cirrhotic patients

(-S$1,258/QALY) and cirrhotic patients failed prior treatment

(-S$7,880/QALY), BOC is a dominating treatment compared to SOC.

Moreover, BOC is cost-effective against SOC for non-cirrhotic

patients failed prior treatment (S$1,320/QALY) and null responders

(S$5,140/QALY). However, the current data can’t certify the cost-

effectiveness of BOC for untreated cirrhotic patients (S$143,072/

QALY). 95% of simulations show that BOC is cost-effective at the

threshold stated.

Conclusions: Compared to co-administrating peginterferon and

ribavirin as standard of care, boceprevir-based treatment is projected

to reduce the burden of liver complications associated with the hep-

atitis C virus, genotype 1; particularly in patients failed previous

SOC. Overall, BOC is cost-saving in patients failed prior treatment

and cost-effective in previous untreated patients comparing to stan-

dard of care.
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Bio-mathematical modelling provides the most accurate selection
of HCV-G1 patients for triple-therapy
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Rossana Brunetto1

1Hepatology Unit, University Hospital of Pisa, 2Liver and Digestive

Division, General Medicine 2 Unit, University Hospital of Pisa,
3Chair of Gastroenterology, University of Pisa, Pisa, Italy

Background and aims: Protease Inhibitors (PIs) significantly

increase rates of SVR in HCV genotype 1 patients (pts), but also costs

and side effects. To identify pts in whom the use of PIs is more

appropriate, the ‘‘lead-in’’ phase with Peg-IFN/Ribavirin (P/R) can be

exploited. We assessed SVR prediction accuracy analysing ALT and

viral kinetics or week 4 HCV-RNA undetectability (RVR).

Patients and methods: In 97 genotype 1 (20% 1a) pts (77% males,

63% naı̈ve, 31% F3-F4) who completed 48 weeks of P/R with \ 20%

reduction of the total dose, ALT and HCV-RNA (Cobas Taqman,

LLQ 25 IU/ml) at 0-2-4-7-14-21-28 days were fit into a bio-mathe-

matical model simulating virus and infected-cell decline during

therapy. Model parameters computed at week 4, predicting infected

cells (Ieot) and free virions (Veot) at week 48, were compared to RVR

for accuracy to identify SVR.

Results: Therapy outcome was: SVR 44 (45.4%), REL 18 (18.6%),

PR 12 (12.3%) and NR 23 (23.7%) pts. Model predicted Ieot \ 250

(AUROC: 0.953), Veot \ 1.5 (AUROC: 0.964) and their combination

Ieot*Veot \ 800 (AUROC: 0.975) were the thresholds that better

discriminated SVR from NO SVR pts. Their predictive performance

compared to that of RVR is reported in Table 1.

Conclusions: Modelling ALT and HCV-RNA decline during the first

4 weeks of P/R therapy allows for the identification of HCV-G1

patients who achieve SVR without PIs with 95.5% PPV and 95.9%

DA. The use of a model based decisional algorithm significantly

improves cost/efficacy of the therapy.
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Early HCV Core Antigen kinetics predict sustained virologic
response in chronic hepatitis C patients treated with standard
of care

Piero Colombatto1, Francesco Moriconi1, Filippo Oliveri1, Daniela
Cavallone1, Pietro Ciccorossi1, Barbara Coco1, Veronica
Romagnoli1, Beatrice Cherubini1, Carlotta Rastelli1, Gabriele Ricco1,
Ferruccio Bonino2,3, Claudio Galli4, Maurizia Rossana Brunetto1

1Hepatology Unit, University Hospital of Pisa, 2Liver and Digestive

Division, General Medicine 2 Unit, University Hospital of Pisa,
3Chair of Gastroenterology, University of Pisa, Pisa, 4Abbott

Diagnostic Division, Rome, Italy

Background and aims: Early and timely assessment of viral load decline

is a key element to warrant the most appropriate tailoring of antiviral

treatment in chronic hepatitis C patients (CHC-pts). We assessed the

diagnostic performance of quantification of HCV Core Ag versus HCV-

RNA for the early prediction of sustained virologic response (SVR).

Patients and methods: We studied 69 consecutive CHC-pts (11 G1b,

40 G1a, 11 G2 and 7 G3; 74% males; 44% naı̈ve; 41% cirrhotics), 57

treated with Peginterferon-Ribavirin (P/R) and 12 with P/R + Tela-

previr. Their sera (baseline, 2-4-7-14-21-28 and 84 days after

therapy) were analysed for HCV-RNA (Cobas Taqman,, Roche) and

HCV Core Ag assay (Architect, Abbott) to study the correlation

between the two assays and their performance for SVR prediction.

Results: Overall SVR was obtained in 29 of 57 pts treated with

standard of care (SOC), 16 had rapid virologic response (RVR).

Figure 1 shows HCV-RNA and HCV Core Ag kinetics (mean values)

in 39 SOC treated HCV-G1 patients.

Table 1 reports the diagnostic performances of HCV-RNA (RVR)

and undetectable (UND) HCV Core Ag at 7,14,21 and 28 days during

therapy in P/R treated patients.

Conclusions: Early kinetics of serum HCV Core Ag during SOC

therapy correlate with HCV-RNA kinetics. HCV Core Ag quantifi-

cation appears a sensitive, specific and reliable new tool for

management of CHC pts undergoing antiviral therapy.
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The BMI evaluation in patients with chronic hepatitis C

Dana Damian

GASTROENTEROLOGY III, THE REGIONAL INSTITUTTE OF

GASTROENETROLOGY AND HEPATOLOGY ‘PROF DR O.

FODOR’, CLUJ NAPOCA, Romania

Introduction: Chronic hepatitis C and the components of metabolic

syndrome are important heath issues, with multiple connections.

Aim: The evaluation of the prevalence of diabetes and of obesity and

identifying the correlations with biochemical, virusological and

morphological profile.

Patients and methods: We included in the study group 242 naı̈ve

patients with chronic hepatitis C admitted in our hospital between

2002-2006, diagnosed accordingly clinical, biological, virusological

Table 1

SVR Predictor at

week 4

SVR /

Pts

Sens. Spec. PPV NPV DA

RVR 20 / 20 46,5% 100,0% 100,0% 69,7% 76,0%

Ieot \250 39 / 43 88,6% 92,5% 90,7% 90,7% 90,7%

Veot \1.5 35 / 39 79,5% 92,5% 89,7% 84,5% 86,6%

Ieot*Veot \800 42 / 44 95,5% 96,2% 95,5% 96,2% 95,9%

Fig. 1

Table 1

HCV-RNA

RVR

Core-7

UND

Core-14

UND

Core-21

UND

Core-28

UND

Sensitivity 55.2% 24.1% 51.7% 72.4% 82.8%

Specificity 100.0% 100.0% 100.0% 96.3% 92.9%

VPP 100.0% 100.0% 100.0% 95.5% 92.3%

VPN 68.3% 56.0% 65.9% 76.5% 83.9%

AD 77.2% 61.4% 75.0% 83.9% 87.7%
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and morphological criteria. All patients were questioned, when the

history was taken, regarding the associated metabolism pathology.

Results: About half of the patients had a normal BMI (47.52%), the

rest being either overweight (38.84%) or obese (13.64%), without

significant differences between the genders.No significant differences

between the mean age of the patients with high or normal

BMI.Diabetes type 2 was found in 43 patients (17.77%).There were

no significant differences observed between the mean level of AST,

ALT, iron, viremia or of the types of dislipidemia in patients with a

normal BMI, overweight or obesity. We noticed the significant

association between Metavir fibrosis or the steatosis score and the

increased level of BMI. (p = 0.0004; p = 0.002). There was also

noticed the increase of the severity of steatosis with the BMI

(p = 0.0002), patients with obesity having associated more com-

monly lesions of 3rd and 4th degree steatosis (15,15% vs. 3.48%;

p = 0.039). Reporting the mean value of the necroinflamatory

activity (Ishak or Metavir) to the levels of BMI there were no sig-

nificant differences in patients with or without diabetes.

Conclusions: 1. The repartition of patients with CVH according to

the levels of BMI revealed the fact that 47.52% have presented nor-

mal BMI, the rest being overweight or obese. 2. Overweight/ obese

patients are elderly and frequently associate more severe lesions of

fibrosis of steatosis.3. The were no correlations between the bio-

chemical, histological activity, viral load and the levels of BMI.
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Pretreatment evaluation in chronic hepatitis C: comorbidities
and risk factors

Dana Damian

GASTROENTEROLOGY III, THE REGIONAL INSTITUTTE

OF GASTROENETROLOGY AND HEPATOLOGY

‘PROF DR O. FODOR’, CLUJ NAPOCA, Romania

Aim: finding the profile of the epidemiologic risk factors and the

associated pathology, having taken into account a possible antiviral

treatment.

Patients and methods: When taken the history, the 242 naı̈ve

patients with chronic hepatitis C were questioned regarding the pos-

sible risk factors and their pathology associated.

Results: The majority of patients (81.4%) have presented one or

more comorbidities. The average age of the patients with associated

diseases is higher than that of the patients without comorbidities

(p = 0.000). There were 387 associated pathologies recorded, the

most frequently met being the metabolic, cardiovascular and

digestive (82.69% of the total). The rest being joint, gynecological,

urological, respiratory, infectious, hematological and ENT patholo-

gies. The risk factors of the HCV infection were identified in 61.57

% of the subjects, especially between 40-59 years old. The profile of

the risk factors was dominated by the surgical procedures (51.24%)

and the blood transfusions (22.73%). The professional risk and the

presence of acute nonA nonB hepatitis represent 4.55%, and 4.96%.

Other factors include family factors (1.68%) and haemodyalise

(0.41%). The dentistry treatments of little extent, being harder to

quantify, were included in the transmission without identifiable risk

factors.

Out of a total of 179 surgical procedures, the most frequent were the

obstetric-gynecology ones (30.17%), being followed by appendicec-

tomy (17.77%), colecitectomy (11.73%). 22.58% of these procedures

having needed blood transfusions. The transfusions have been sig-

nificantly associated with the feminine gender, most of them being

dome before 1995, thus before the donor testing.

Conclusions:

1. The epidemiologic history revealed the presence of risk factors

in about 2/3 of the patients, the most frequent were surgical

procedures and blood transfusions.

2. The transfusions have been significantly associated with the

feminine gender, the most frequent were the obstetrics-gyne-

cology procedures.

3. More patients, mainly olders, presented one or more associated

pathologies.
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Types/ sub.types of HCV detected by RFLP of 50 NCR in patients
with chronic hepatitis C

Asif Iqbal, Mohammad Ahmad Ansari, Akanksh Singh,
Mohammad Irshad

Department of Laboratory Medicine, ALL INDIA INSTITUTE

OF MEDICAL SCIENCE, New Delhi, India

Background/Aim: Hepatitis C Virus (HCV), a single stranded RNA

virus, infection is a rapidly increasing public health problem, with an

estimated 170 million patients infected worldwide. It causes signifi-

cant liver disease ranging from chronic hepatitis to cirrhosis and even

hepatocellular carcinoma. The present study was planned to investi-

gate the status of genotypes in liver disease patients in North India.

Methods: In this study, 68 sera positive for HCV-RNA were

amplified by conventional PCR using 5‘NCR sequence specific

primers. Approximately 240 bp amplicons, on agarose gel were also

confirmed by sequencing. PCR amplicons were purified by gel

extraction method and then subjected to restriction fragment length

polymorphism (RFLP) analysis. Restriction enzymes RsaI, HaeIII,

MvaI and HinFI were used to differentiate the genotypes while BstUI

and ScrFI were used to differentiate the subtypes. Core amplicon

sequences were aligned with known isolates of HCV and phyloge-

netic analysis was done by neighbor joining method.

Results: Of 62 HCV positive cases, 27 (43.5 %) belonged to geno-

type-1, 27 (43.5 %) to genotype-3, 2 (3.2 %) to genotype-4 and 6 (9.6

%) belonged to mixed genotypes. Sequence alignment studies support

the findings of RFLP analysis. Simultaneously, phylogenetic analysis

confirms the high prevalence of genotype-1 and 3 in India.

Conclusion: HCV genotype-1 and 3 were found to be the dominant

genotypes.
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Efficacy of peg-interferon based treatment in patients
with hepatitis C refractory to previous conventional interferon-
based treatment

Musarat Kalhoro Abbasi1, Samiullah Shaikh2, Bikha Ram2

1Gastronterology and hepatology, Isra University Hospital,

Hyderabad, 2Medicine Unit 4, Liaquat University of Medical and

Health Sciences, Jamshoro, Pakistan

Objective: To determine the efficacy of peg-interferon-based therapy

in patients refractory to previous conventional interferon-based

treatment and factors predicting sustained viral response (SVR).
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Study Design: Analytical study.

Place and Duration of Study: Medical Unit IV, Liaquat University

Hospital, Jamshoro, from July 2009 to June 2011.

Methodology: This study included consecutive patients of hepatitis C

who were previously treated with conventional interferon-based

treatment for 6 months but were either non-responders, relapsed or

had virologic breakthrough and stage 2 with fibrosis on liver biopsy.

All eligible patients were provided peg-interferon at the dosage of 180

lg weekly with ribavirin thrice a day for 6 months. Sustained Viral

Response (SVR) was defined as absence of HCV RNA at 24th week

after treatment. All data was processed on SPSS version 16.

Results: Out of 450 patients enrolled in the study, 192 were excluded

from the study on the basis of minimal fibrosis (stage 0 and 1). Two

hundred and fifty eight patients fulfilled the inclusion criteria and 247

completed the course of peg-interferon treatment. One hundred and

sixty one (62.4%) were males and 97 (37.6%) were females. The

mean age was 39.9 ± 6.1 years, haemoglobin was 11.49 ± 2.45 g/dl,

platelet count was 127.2 ± 50.6 103/mm3, ALT was 99 ± 65 IU/L.

SVR was achieved in 84 (32.6%). The strong association was found

between SVR and the pattern of response (p = 0. 001), degree of

fibrosis and early viral response (p = 0.001).

Conclusion: Peg-interferon based treatment is an effective and safe

treatment option for patients refractory to conventional interferon-

based treatment.

Topic: 9.b Clinical

Absno: 2555

Validity of AST to platelet ratio index as predictor of EVR
in patients with hepatitis C treated by interferon
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Hyderabad, 2Medicine Unit 4, Liaquat University of Medical and

Health Sciences, Jamshoro, Pakistan

Objective: To observe any change in value of aspartate amino-

transferase to platelet ratio index from the baseline and to compare it

with the Hepatitis C virus ribonucleic acid at 12 weeks after the start

of interferon based treatment in patients with Hepatitis C.

Methods: The prospective study, conducted at the Department of

Medicine, Liaquat University of Medical and Health Sciences Hos-

pital, Jamshoro, Pakistan, from September 2009 to March 2010,

included 158 consecutive, chronic patients of Hepatitis C with

grade [ 2 fibrosis on liver biopsy, or having aspartate amino-

transferase/Platelet ratio index of [ 1. The aspartate aminotransferase

to platelet ratio index was determined as aspartate aminotransferase

level (upper normal limit)/ platelets counts (109/L) x 100. Eligible

patients were assigned to receive thrice weekly subcutaneous injec-

tion of 3MIU standard interferon [ -2b and weight-base dosage of

ribavirin. The early virological response was defined as undetectable

Hepatitis C virus ribonucleic acid test at week 12 of the study.

APRI \ 1 was considered to be the response to therapy. Paired

sample t-test was applied to observe pre- and post-treatment

mean ± SD of continuous variables, while Chi-square test was

applied for comparing categorical variables.

Results: Out of 158 patients enrolled, 90 fulfilled the inclusion cri-

teria. The (AST) to platelet ratio index before treatment was

1.61 ± 1.00 and after treatment 1.10 ± 1.08. Hepatitis C virus

ribonucleic acid after 12 weeks of treatment was non-detectable

(early viral response achieved) in 72 (80%) patients. A strong relation

was found between (AST) to platelet ratio index and Negative

polymerase chain reaction with early virological response as only 2

(4.5%) patients with negative polymerase chain reaction at 12 weeks

had (AST) to platelet ratio index [ 1 (p = 0.001).

Conclusions: APRI can act as a predictor of early viral response in

patients with Hepatits C.
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Phase 3 randomized controlled trial comparing
sofosbuvir + ribavirin for 12 weeks to PEG + ribavirin
in treatment-naı̈ve GT2/3 HCV-infected patients: the FISSION
trial

Edward J. Gane1, Eric Lawitz2, Maribel Rodriguez-Torres3,
Stuart Gordon4, Hadas Dvory-Sobol5, Sarah Arterburn5, John
McNally5, Diana M. Brainard5, William T. Symonds5, John G.
McHutchison5, Aasim Sheikh6, Alessandra Mangia7

1Auckland City Hospital, Auckland, New Zealand, 2Alamo Medical

Research, San Antonio, TX, USA, 3Fundacion de Investigacion, San

Juan, Puerto Rico, 4Henry Ford Health System, Detroit, MI, 5Gilead

Sciences, Foster City, CA, 6Gastrointestinal Specialists of Georgia,

PC, Marietta, GA, USA, 7IRCCS ‘Casa Sollievo della Sofferenza’’

Hospital, San Giovanni Rotondo, Italy

Aims: FISSION is a Phase 3, randomized, open-label, international,

non-inferiority study comparing 12 weeks of sofosbuvir (SOF)

+ribavirin (RBV) to 24 weeks of peginterferon (PEG) + RBV.

Methods: Treatment-naı̈ve GT2/3 HCV-infected patients were ran-

domized 1:1 to SOF 400 mg daily +RBV 1000-1200 mg daily for

12 weeks or PEG 180 lg weekly +RBV 800 mg daily for 24 weeks

(stratified by GT 2/3, HCV RNA \ /C 106 IU/mL and cirrhosis).

GT2/3 patients were enrolled in an approximate 1:3 ratio. The pri-

mary endpoint was SVR12 with a pre-specified non-inferiority margin

of 15%.

Results: 499 patients were randomized and treated; 66% male, 87%

white, 30% BMI C 30, mean age 48 (19-77) years, 43% had IL28B
CC genotype, 20% had compensated cirrhosis, and 72% GT3 infec-

tion. Safety is summarized in Table 1 below including AEs occurring

in C 20% of either treatment arm. None of the discontinuations due

to AEs in the SOF + RBV arm was deemed related to SOF. Efficacy

outcomes including final SVR12 and resistance analyses will be

presented.

Conclusions: SOF + RBV for 12 weeks was well tolerated in treat-

ment-naı̈ve cirrhotic and non-cirrhotic GT2/3 HCV-infected patients.

Table 1 Safety summary

SOF+RBV

(N=256)

PEG+RBV

(N=243)

Discontinuations due to

AE

3 (1%) 25 (10%)

Fatigue 92 (36%) 135 (56%)

Headache 64 (25%) 107 (44%)

Nausea 46 (18%) 69 (28%)

Insomnia 31 (12%) 69 (28%)

Hemoglobin \ 10 g/dL 23/254 (9%) 35/242 (15%)

Hemoglobin \ 8.5 g/dL 1/254 (\1%) 4/242 (2%)

Neutrophils \750/mm3 0/254 36/242 (15%)

Platelets \50,000/mm3 0/254 18/242 (7%)
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Fewer AEs, discontinuations due to AEs, and Grade 3/4 laboratory

abnormalities were observed during treatment with SOF + RBV as

compared to treatment with PEG + RBV.
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Treatment with sofosbuvir + ribavirin for 12 weeks achieves
SVR12 of 78% in GT2/3 interferon-ineligible, -intolerant,
or -unwilling patients: Tthe POSITRON trial
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David R. Nelson4, Evguenia Svarovskaia5, Di An5, John McNally5,
Diana M. Brainard5, William T. Symonds5, John G.
McHutchison5, Kris V. Kowdley6, Eric M. Yoshida7

1Monash Medical Centre, Clayton, VIC, Australia, 2Weill Cornell

Medical College, New York, NY, 3Johns Hopkins University,

Lutherville, MD, 4University of Florida, Gainesville, FL, 5Gilead

Sciences, Inc., Foster City, CA, 6Virginia Mason Medical Center,

Seattle, WA, USA, 7Vancouver General Hospital, Vancouver, BC,

Canada

Aims: Interferon (IFN)-ineligible, IFN-intolerant, or IFN-unwilling

patients have no currently approved treatment options. We report here

the results from POSITRON, a Phase 3, randomized, placebo-con-

trolled study comparing SOF + ribavirin (RBV) to placebo.

Methods: GT 2/3 HCV-infected patients were randomized 3:1 to

SOF 400 mg once daily + RBV 1000-1200 mg daily or placebo for

12 weeks (stratified by cirrhosis status). The primary endpoint was

SVR12. Secondary objectives included safety and tolerability, and

resistance.

Results: 278 patients (44% IFN-ineligible, 9% -intolerant, 47% -

unwilling) were randomized and treated; 54% were male, 91% white,

16% had compensated cirrhosis, 51% GT2, 45% were IL28B CC

genotype. The SVR12 rate for SOF + RBV (161/207, 78%) was

superior to placebo (0%, p \ 0.001). All patients became HCV RNA

negative on treatment, and relapse accounted for all virologic failures.

SVR12 rates were 93% in GT2, 61% in GT3, 81% in non-cirrhotics,

and 61% in cirrhotics. The difference in SVR12 by cirrhosis status

was observed in GT3 patients only. No S282T in NS5B was detected

among virologic failures. Table 1 below summarizes safety including

AEs observed in C 15% of either treatment group.

Conclusions: Treatment with SOF + RBV for 12 weeks resulted in a

high SVR12 rate without evidence of resistance and was well toler-

ated in cirrhotic and non-cirrhotic GT2/3 HCV-infected patients who

do not currently have any treatment options.
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All oral therapy with sofosbuvir + ribavirin for 12 or 16 weeks
in treatment experienced genotype 2/3 HCV-infected patients:
the fusion trial
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John McNally5, Diana M. Brainard5, William T. Symonds5,
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1Toronto Western Hospital Liver Centre, Toronto, ON, Canada,
2University of Florida, Gainesville, FL, 3Virginia Mason Medical

Center, Seattle, WA, 4Texas Clinical Research Institute, Arlington,

TX, 5Gilead Sciences, Inc., Foster City, CA, 6Duke University

Medical Center, Durham, NC, 7Henry Ford Health System, Detroit,

MI, USA

Aims: Treatment-experienced genotype (GT) 2/3 HCV-infected

patients have poor response rates to retreatment with peginterferon

(PEG) + ribavirin (RBV). We report here the results from FUSION, a

Phase 3 study designed to evaluate sofosbuvir (SOF) 400 mg

QD + RBV 1000-1200 mg for 12 or 16 weeks in treatment-experi-

enced GT2/3 HCV-infected patients.

Methods: Randomized, placebo-controlled, double-blind study of

treatment-experienced GT2/3 HCV-infected patients who were ran-

domized 1:1 to SOF + RBV for 12 weeks followed by SOF

placebo + RBV placebo for 4 weeks or to 16 weeks SOF + RBV

(stratified by cirrhosis and HCV genotype). The primary endpoint was

SVR12. Secondary endpoints included safety, tolerability, and

resistance.

Results: 201 patients were randomized and treated; 70% were male,

87% were white, the mean age was 54 years (range 24-70), 30% were

IL28B CC genotype, 34% had compensated cirrhosis, 63% had GT3

infection, 75% had relapse/breakthrough after prior treatment. No

patients experienced on-treatment virologic failure. One subject

(\ 1%) discontinued treatment due to an AE. Pooled safety data are

summarized in Table 1.

Conclusions: SOF + RBV for 12 or 16 weeks was well tolerated in

treatment-experienced GT2/3 HCV-infected patients. SVR12 data for

both treatment arms will be presented.

Table 1 Safety summary

SOF+RBV (N=207) Placebo (N=71)

Discontinuations due to AEs 4 (2%) 3 (4%)

Fatigue 91 (44%) 17 (24%)

Nausea 46 (22%) 13 (18%)

Headache 43 (21%) 14 (20%)

Insomnia 39 (19%) 3 (4%)

Hemoglobin \ 10 g/dL 15 (7%) 0

Hemoglobin \ 8.5 g/dL 2 (1%) 0

Table 1 Safety summary

SOF+RBV for 12 or 16 weeks Total (N= 201)

Fatigue 89 (44%)

Headache 54 (27%)

Insomnia 48 (24%)

Nausea 43 (21%)

Irritability 26 (13%)

Cough 23 (11%)

Diarrhea 21 (10%)

Hemoglobin \ 10 g/dL 15 (7%)

Hemoglobin \ 8.5 g/dL 2 (1%)
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The high IL-28B CC genotype contribute to the good response
of chronic hepatitis C genotype 1 in China
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Guangzhou, China

Background and aims: Recent studies showed the single-nucleotide

polymorphism (SNP) of IL-28B is highly associated with the thera-

peutic responses of chronic hepatitis C(CHC) . Genotype 1b is the

most common Hepatitis C virus(HCV) genotype in south China.In

this retrospective study, We evaluated the therapeutic responses of

CHC genotype 1b patients to combination of pegylated interferon and

ribavirin treatment and the predictive value of IL-28B SNP.

Method: One hundred and twenty patients with CHC genotype 1b

from two clincal centers(The third affiliated hospital of Sun yat-sen

University, Guangzhou Eighth People0s Hospital) in South China

were included. All patients were treatment-naive and subsequently

completed a 48-week duration of therapy with pegylated Interferon

a-2a/2b (180 lg/week for pegylated Interferon a-2a, 1.5 lg/kg/week

for pegylated Interferon a-2b)plus ribavirin(900 mg/d), with

24 weeks of treatment-free follow-up. Virologic responses were

evaluated with COBAS AmpliPrep/COBAS TaqMan HCV Tes-

t(lower limit of detection IS 15 IU/mL). IL-28B SNP(rs12979860)

was analyzed for association with treatment response.

Result: The rate of rapid, complete early, and sustained virologic

response (RVR, cEVR, SVR) were 53%(63/120), 80%(96/120) and

76%(91/120) respectively. Analysis of IL-28B SNP showed that IL-

28B CC genotype was found in 80%(96/120) of the patients, CT in

16.7%(20/120) and TT in 3%(4/120). Compared to patients with non-

CC genotype, patients with CC genotype had higher rates of

RVR(61% VS 17%, 59/96 VS 4/24,P \ 0.001), cEVR(88% VS

50.0%, 84/96 VS 12/24,,P \ 0.001) and SVR (46% VS 83%, 80/96

VS 11/24,,P \ 0.001). Of the 12 patients with non-CC genotype who

did no achieve a cEVR, only 1(1/12,8.3%)got SVR.

Conclusion: The high frequency of IL-28B cc genotype contribute to the

high therapeutic response of the patients with CHC genotype 1b in

China.Patients with non-CC genotype who still have HCVRNA detect-

able at week 12 are recommended to discontinued the treatment early.
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Risk factors for acquisition of hepatitis C virus infection
and genotype distribution in South China

Cai Qingxian1, Zhang Xiaohong2, Hong Chunxia2

1The department of infectious disease, Third Affiliated Hospital of

Sun Yat-sen University, 2The department of infectious disease, The

Third Affiliated Hospital of Sun Yat-sen Univercity, Guangzhou,
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Aims: To describe the recent distribution and evolution of Hepatitis C

Virus(HCV) genotypes in South China.

Methods: 637 patients with HCV RNA positive from the third

affiliated hospital of Sun Yat-Sen University were included. The

blood samples were obtained before antiviral treatment was done.

HCV genotypes were determined by nucleotide sequencing of the

core region followed by phylogenic analysis with the published HCV

genotypes.The distribution of HCV genotypes was analyzed accord-

ing to patients’age, risk exposure and the first time of risk exposure.

Results: Among the 637 cases, subtype 1a (1.2%), 1b (60.5%), 2a

(9.8%), 3a (3.9%), 3b (1.8%) and 6a (22.8%) were found. The risk

factors included blood or blood product transfusion(45.7%), injection

drug users(IDUs) (14.5%),dental procedure(8%) and surgery(16.9%),

but 95 patients (14.9%) couldn’t provide any risk exposure history.

Blood transfusion acted as risk factor more frequently among patients

infected before 1997 than those infected after 1997(86.7% vs 22.8 %,

P \ 0.01). Genotypes 1b were more frenquent in patients infected with

blood or blood product transfusion than in other patients

(82.9%vs46.6%, P \ 0.01), while genotype 6 were more frenquent in

patients acquired infection via IDUs than in other sub-

jects(63.3%vs21.2%,P \ 0.01). Among patients with genotypes 6,

40.3% had a history of IDUs, and 70% were exposed to risk factors after

1997. Multivariate stepwise logistic regression analysis showed age

40 years or under(P \ 0.001) and infection via IDUs(P \ 0.001) were

independently associated with genotypes 6.

Conclusion: In South China, the relative prevalence of genotyp 6 has

increased significantly. The distribution of genotype was associated

with the modes of HCV acquisition.
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Buprenorphine maintenance achieves higher compliance rate
than methadone in patients chronically infected with HCV treated
with pegylated interferon and ribavirin

Dimitrios Dimitroulopoulos1, Elefteria Petroulaki2, Stavroula
Kollia3, Anastasios Tsantilas2, Apostolos Malahias4, Nikolaos
Ziogas4, Klisthenis Tsamakidis4, Dimitrios Xinopoulos4

1Gastroenterology, Agios Savvas Hospital, 2National Greek

Organization Against Drugs (OKANA), Athens, 3National Greek

Organization Against Drugs (OKANA), Halkida, 4Gastroenterology,

‘‘Agios Savvas’’ Hospital, Athens, Greece

Introduction: Chronic HCV infection (HCV) is the most common

infectious disease among intravenous drug users.

Aims; To determine and compare compliance rates between two

groups of chronic HCV patients from the National Greek Organiza-

tion Against Drugs (OKANA) in substitution programs with

buprnorphine or methadone, treated with pegylated interferon plus

ribavirin during 24 or 48 weeks of therapy and 24 weeks of follow

up. Also, to evaluate the efficacy of treatment in each group.

Methods: 97 consecutive chronic HCV infected patients, members of

the OKANA program, were treated with pegylated interferon a-2a
(180 lg/wk administered subcutaneous) in combination with oral

ribavirin (1000 or 1200 mg/day depending on baseline body

weight B or [ 85 Kg, respectively, divided in two doses), for 24 or

48 weeks according to their genotype. 45 were in buprnorphine

maintenance (Group A, 36 males, 9 females) and 65 in methadone

maintenance (Group B, 52 males, 13 females). During the study, all

patients were followed up periodically by hepatologists, internists and

psychiatrists.

Results: Baseline characteristics were similar between the two

groups. 34/45 patients (75,6%) from group A and 31/65 (47,7%) from

group B completed therapy (p = 0.006). Thirty-two (71,1%) patients

from group A and 27 (41,5%) from group B were followed up until

the end of the follow-up period (p = 0.004). At the end of the follow-

up, sustained virologic response (SVR) was achieved in 23/45

(51.1%) patients from group A and 21/65 (32.3%) from group B

(p = 0.075).
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Conclusion: Buprenorphine maintenance achieves a significantly

higher compliance rate than methadone in patients with chronic HCV

infection treated with pegylated interferon and ribavirin. After

24 weeks of follow-up, response rates were similar for patients who

were compliant to treatment for both groups.
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Comparative study between Greek and Egyptian HCV,
genotype 4a, patients treated with pegInterferon/ribavirin.
Ethnicity and other predictive factors

Dimitrios Dimitroulopoulos1, V Papastergiou2, L Skorda2,
P Lisgos2, Ioannis Ketikoglou3, N Kostas2, Stylianos
Karatapanis2

1Gastroenterology, Agios Savvas Cancer Hospital, Athens, 21st

Internal Medicine Dpt, General Hospital of Rhodes, Rhodes, 3Internal

Medicine Dpt, Hippokration General Hospital, Athens, Greece

Background: Hepatitis C virus genotype 4 (HCV-4) is spreading

beyond Africa and the Middle East but data regarding treatment with

pegylated interferon alpha and ribavirin of European populations

infected with HCV-4 remains limited. Interestingly, European (vs.

Egyptian) origin has been associated with lower sustained virological

response rates.

Aim: The aim of the study was to investigate the treatment out-

comes of Greek (vs. Egyptian), treatment-naı̈ve patients infected

with HCV-4 (subtype a) and to identify factors influencing

response rates.

Methods: One hundred seventy-seven consecutive patients (mean

age: 44.6 ± 10.2, males: 143/177; 80.8%, Egyptians: 76/177; 42.9%)

treated over a 7-year period at the Hepatology clinics of three tertiary

care hospitals in Greece were retrospectively evaluated.

Results: Overall, sustained virological response was achieved in

75/177 (42.4%) of the cohort without a significant difference

between the two ethnic groups [Greek: 44/101 (43.6%); Egyptian

31/76 (40.8%), P = 0.7598]. In multivariate analysis, it was found

that ethnicity was not associated with an impaired response but

age C 45 years [odds ratio (OR): 0.4225, 95% confidence interval

(CI): 0.2135-0.8133; P = 0.0134], diabetes (OR: 0.2346, 95% CI:

0.0816-0.0674; P = 0.0071), advanced liver fibrosis (OR: 0.3964,

95% CI: 0.1933-0.8133; P = 0.0116), and treatment suspension

(OR: 0.1738, 95% CI: 0.0482-0.6262; P = 0.0075) showed an

independent negative association with response to antiviral

treatment.

Conclusion: In contrast to previous European data suggesting

Egyptian ethnicity to be a positive predictor for a sustained virolog-

ical response, there was no influence of Greek versus Egyptian

ethnicity on treatment outcomes. Higher age, advanced liver fibrosis,

and diabetes have been shown to reduce significantly response rates in

patients infected with HCV-4.
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Sustained virologic response (SVR12) in HCV genotype 1 patients
receiving peginterferon lambda combined with ribavirin
and either daclatasvir or asunaprevir
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Lueth4, Lawrence Serfaty5, Gloria Taliani6, Vinod Rustgi7,

Stanislas Pol8, Moises Diago9, Maurizia Brunetto10, Maribel
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Rome, Italy, 7Metropolitan Research, Fairfax, VA, USA, 8Hopital
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Ospedaliera Universitaria Pisana, Pisa, Italy, 11Fundacion de

Investigacion, San Juan, PR, 12Yale University, New Haven, CT,

USA, 13Hospital Del Mar, Barcelona, Spain, 14Johann Wolfgang

Goethe University, Frankfurt, Germany, 15Henry Ford Health System,

Detroit, MI, USA

Background: Peginterferon lambda-1a (Lambda; type III interferon)

and direct acting antivirals (DAA) are being developed to treat

chronic hepatitis C. The efficacy and safety of Lambda combined

with ribavirin (L/R) and daclatasvir (DCV; selective NS5A replica-

tion complex inhibitor) or asunaprevir (ASV; selective NS3 protease

inhibitor) were evaluated in a double-blind, global, phase 2b study

(D-LITE; AI452-008).

Methods: HCV GT1, treatment-naive patients (n = 119) were ran-

domized (1:1:1) to receive L/R/DCV, L/R/ASV, or peginterferon alfa-

2a/R/placebo (alfa/R/PBO). L/R/DAA recipients with protocol-

Table 1 Efficacy and Safety in HCV Patients who Achieved a

Protocol-defined Response (PDR)

L/R/DCV

(n=41)

L/R/ASV

(n=38)

Efficacy, n (%) 37 (90) 32 (84)

Completed treatment (24 wks) 35 (95) 28 (88)

RVR (undetectable Wk 4) 27 (73) 29 (91)

cEVR (undetectable Wk 12) 37 (100) 32 (100)

eRVR (undetectable Wks 4 and

12)

27 (73) 29 (91)

SVR4 29 (78) 27 (84)

SVR12 28 (76) 24 (75)

GT-1a* 15/23 (65) 14/21 (67)

[IL28B CC] [6] [5]

GT-lb** 13/14 (93) 10/11 (91)

[IL28B CC] [6] [5]

IL28B CC 9/12 (75) 9/10 (90)

IL28B non-CC 19/25 (76) 15/22 (68)

Safety, n(%)

Serious adverse events 1 (3) 3 (9)

Grade 3-4 lab abnormalities

Hemoglobin 0 0

ALT 0 3 (9)

AST 2 (5) 5 (16)

Total bilirubin 1 (3) 4 (12)

* L/R/DCV:4 relapse, 2 detectable at end of treatment, 2 missing;

L/R/ASV: 3 relapse, 3 detectable at end of treatment, 1 missing

** 1 relapse each
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defined responses (PDR; defined as HCV RNA \ 25 IU/mL Wk 4,

undetectable Wk 12) were treated for 24 wks; patients without PDR

received 24 wks of additional L/R. Alfa/R/PBO recipients were

treated for 48 wks. Lambda and alfa were dosed at 180 lg sc QW;

DCV 60 mg QD; ASV 200 mg BID; ribavirin weight-based BID. We

report interim SVR12 results in L/R/DAA-treated patients who

achieved PDR (Table 1).

Results: A total of 79 patients received L/R/DAA; 69/79 (87%)

achieved PDR (90% L/R/DCV, 84% L/R/ASV), and 63/79 (79%)

completed 24 wks of treatment (Table 1). Among patients with PDR,

73% (L/R/DCV) and 91% (L/R/ASV) of patients achieved RVR.

SVR12 was achieved in 76% (L/R/DCV) and 75% (L/R/ASV) of

patients with PDR; rates were higher in HCV GT-1b patients for both

DAA arms. Preliminary analyses of DCV/ASV resistance profiles are

consistent with prior findings. Serious adverse events and grade 3-4

lab abnormalities were more frequent in patients receiving L/R/ASV

versus L/R/DCV.

Conclusions: Among patients treated with Lambda plus ribavirin

and a DAA (DCV or ASV), 87% qualified for a shorter treatment

duration, and C 75% achieved SVR12. Among GT1b

patients C 91% achieved SVR12. The L/R/DCV regimen was very

well tolerated.
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Importance of inverse relationship between serum lipoproteins
and chronic hepatitis C infection

Muhammad Adnan Bawany1,2, Falak Naz2
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Objectives: To determine the serum lipid profile in patients with

chronic HCV infection and correlation between serum lipid levels and

liver histology.

Material and methods: Descriptive study was carried out in

Medical Unit I of Liaquat University Hospital Jamshoro Hydera-

bad, from September 2007 to August 2009. Convenience sampling

was used and 30 patients were selected. Positive PCR test for

HCV, non diabetic patients and non cirrhotic patients were inclu-

ded in this study. All the patients were selected from the medical

OPD. Clinical examination performed and then blood tests were

done. Serum lipid profile were determined in all participants after

an overnight fast of 12 h. TC, TG, and HDL-C was measured

enzymatically with commercial kits (Olympus System

Reagent,Hamburg,Germany) by the use of an automated analyzer.

The body mass index (BMI) was calculated in accordance with the

formula of weight (kg) divided by height2 (m2). Selected patients

were called in the ward and biopsy was done via Trucut needle

and the specimen was fixed in formalin. The biopsies were used to

calculate the degree of steatosis (0-3) and fibrosis by METAVIR

score.

Results: A total of 30 patients were selected for this study. Out of

these 19 were males and 11 females. The patients were divided in

three groups. Patients with chronic HCV infection were found to have

significantly lower levels of serum TC, HDL-C and LDL-C than

normal adults values. Steatosis was present in significant number of

patients (36.67%). However, steatosis was not correlating with

fibrosis (p [ 0.005).

Conclusion: Hypolipoproteinemia and steatosis are important factors

which are associated with chronic hepatitis C.
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Genetic polymorphisms of IL-28B is associated with spontaneous
clearance of hepatitis C infection in the chinese han population
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Yat-sen University, Guangzhou, China

Background: Genome-wide association studies have recently shown

that the rs8099917 polymorphism in IL28B is associated with the

response to chronic hepatitis C treatment and progression of to

chronic HCV infction. The aim of this study was to investigate the

association between IL-28B variation and spontaneous clearance of

HCV infection in the Chinese Han population.

Methods: A total of 280 hepatitis C infected patients, (200 chronic

hepatitis C patients and 80 spontaneous clearance patients of HCV

infection, were enrolled in the study. The rs8099917 SNP of IL-28B

was detected from each cohort.

Result: There was genotype frequency (rs8099917) difference

between chronic hepatitis C patients and spontaneous clearance

patients (P\0.001). TT genotype prevalent in the spontaneous clear-

ance group (86.2%), more than in chronic hepatitis C group (62%). T

and G allele frequencies were 78.0% and 22.0% in chronic hepatitis C

patients group, 92.5% and 7.5% in spontaneous clearance patients

respectively. There was T allele frequency (rs8099917) difference

between chronic hepatitis C patients and spontaneous clearance

patients (P\0.001). Homozygous carriers of the rs8099917 T-allele

had more than a 2.84-fold (1.585 to 5.096) higher risk to spontaneous

clear HCV compared with heterozygotes and GG homozygote.

Conclusions: The IL-28B (rs8099917) TT genotype is associated

with spontaneous clearance of HCV infection. It was an important

factor to predict the spontaneous clearance of HCV.
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Pegylated interferon-alpha and rivabirin combination therapy
for chronic hepatitis C patients with mixed genotype 1 and 2
infection

Wei-Lun Tsai1, Kung-Hung Lin1, Jin-Shiung Cheng2,
Kwok-Hung Lai1, Ping-I Hsu1

1Department of Gastroenterology, Kaohsiung Veterans General
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General Hospital Tainan Branch, Kaohsiung, Taiwan R.O.C.

Background/Aims: In HCV endemic regions, patients infected with

mixed genotypes are not uncommon. However, the characteristics and

treatment responses have rarely been reported. The aim of this study

is to investigate the effect of Pegylated interferon-alpha and rivabirin

combination therapy for chronic hepatitis C patients with mixed

genotype 1 and 2 infection.

Methods: Consecutive patients infected with either HCV-1, HCV-2,

or HCV 1 + 2, receiving combination therapy with pegylated inter-

feron-alpha and ribavirin between July 2007 and September 2011

were included for analysis. Baseline characteristics and virological

responses to treatment, including rapid (RVR), complete early

(cEVR), end-of-treatment (ETVR), and sustained virological response

(SVR) were compared (HCV-1 versus HCV 1 + 2, and HCV 1 + 2
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vs. HCV-2). Genotyping of HCV was modified from the method by

Ohno et al, (J Clin Microbiol 1997;35:201-7).

Results: Two hundred and twenty five HCV-1, 146 HCV-2, and 28

HCV 1 + 2 infected patients were included. The baseline viral load

were comparable between HCV-1 and HCV-1 + 2 patients, but

were significantly lower in HCV-2 compared with HCV-1 + 2

patients (6.19 ± 1.01 vs. 6.86 ± 0.69 log copies/mL, p \ 0.001).

The serial virological response rates of HCV-1 + 2 patients were

comparable with HCV-2 patients. The RVR and cEVR rates of

HCV-1 + 2 were significantly higher than those of HCV-1 patients

(RVR, 96.4% vs. 46.7%, p \ 0.001; EVR, 100% vs. 81.5%,

p = 0.01), but the ETVR and SVR rates were not different (ETVR

100% vs. 91.4%, p = 0.217; SVR 92.9% vs. 74.1%, p = 0.177). In

patients with HCV-1 or HCV 1 + 2 infection, pretreatment ALT

levels (p = 0.002), platelet counts (p = 0.007), viral loads

(p \ 0.001), and genotypes (p \ 0.001), were related to RVR by

multivariate analysis.

Conclusions: HCV 1 + 2 infection had similar virological response

as HCV-2 but had better RVR and cEVR than HCV-1.
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Efficacy and safety of peginterferon plus ribavirin for patients
aged ‡ 65 years with chronic hepatitis C: a meta-analysis
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Objective: To evaluate the efficacy and safety of peginterferon plus

ribavirin in chronic hepatitis C patients C 65 years

Methods: PUBMED, Ovid, Web of knowledge and Cochrane Library

were systematically identified up to August 30, 2012. A meta-analysis

was performed using both fixed-effect and random-effect model based

on the heterogeneity among studies.

Results: Nine studies, including 1075 patients C 65 years (group A)

with CHC treated with peginterferon plus ribavirin, and 3235

patients \ 65 years (group B) met the inclusion criteria. The analysis

results of peginterferon plus ribavirin therapy on efficacy and safety

of elderly CHC patients were as follows: (1) The overall sustained

virological response (SVR) in group A was significantly lower than

that in group B, both by intention-to-treat (ITT) analysis and analysis

excluding patients with treatment discontinuation (42.3% vs. 58.7%,

54.7% vs.67.5%, respectively, both P \ 0.00001). (2) Subgroup

analysis showed that the SVR rate of patients C 65 years with HCV

genotype 1 or 4 was significantly lower than that of patients \ 65 -

years (30.5% vs. 48.2%, OR = 0.47, 95%CI = 0.35-0.62,

P \ 0.00001). Among patients with genotype 2 or 3, SVR rate was

also significantly lower in group A than that in group B (773.4% vs.

81.7%, OR = 0.59, 95%CI = 0.43-0.81, P value = 0.001). (3) The

discontinuation rate of patients in group A was significantly higher

than that in group B (25.3% vs.14.7%, OR = 2.12, 95%CI = 1.77-

2.52, P \ 0.00001). (4) Patients in group A had significantly higher

risk of suffering a relapse rate than those in group B (39.2% vs.26.7%,

OR = 1.97, 95%CI = 1.59-2.44, P \ 0.00001).

Conclusions: Peginterferon and ribavirin therapy was effective for

elderly patients with CHC, especially for those with HCV genotype

2/3. The response-guided therapy can be applied for aged patients

with genotype 1/4. However, elderly patients experienced adverse

events more frequently and had poorer treatment adherence, leading

to inferior treatment efficacy.
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Correlation between serum cholinesterase and liver fibrosis in 41
patients with chronic hepatitis C

Li Mai, Ying Yan, Shao-Quan Zhang, Wen-Xiong Xu, Zhan-Yi Li
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of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the correlation between the level of serum

cholinesterase and liver fibrosis in 41 patients with chronic hepatitis

C.

Methods: In a retrospective study, the level of serum cholinesterase

and the histopathology of liver fibrosis of 41 patients with chronic

hepatitis C were analyzed. The independent-samples T test was used.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 26

patients, S3*4 in 15 patients. The level of serum cholinesterase of

patients was 8291.77 ± 2286.70 U/L in group S0*2, 5569.20

± 2265.51 U/L in group S3*4. The level of serum cholinesterase in

group S3*4 was lower than that of the group S0*2.(t = 3.684,

P=0.001).

Conclusion: The results suggested that the level of serum cholines-

terase decreased with the increase in the degree of liver fibrosis in

patients with chronic hepatitis C.

Topic: 9.b Clinical

Absno: 2686

Relationship between the level of serum albumin and liver fibrosis
in patients with chronic hepatitis C
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Objective: To investigate the relationship between the level of serum

albumin and liver fibrosis in patients with chronic hepatitis C.

Methods: The level of serum albumin and the histopathology of liver

fibrosis of 67 patients of chronic hepatitis C were reviewed. The

independent-samples T test was used.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 47

patients, S3*4 in 20 patients. The level of serum albumin of patients

was 42.92 ± 3.78 g/L in group S0*2, 40.16 ± 2.76 g/L in group

S3*4. The level of serum albumin in group S3*4 was lower than that

of the group S0*2.(t = 2.952, P=0.004).

Conclusion: The results suggested that lower level of serum albumin

may predict higher risk of liver cirrhosis in patients with chronic

hepatitis C.
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Correlation between the white blood cell count and liver fibrosis
in 64 patients with chronic hepatitis C
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of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the correlation between the white blood

cell count and liver fibrosis in 64 patients with chronic hepatitis C.

Methods: In a retrospective study, the white blood cell count and the

histopathology of liver fibrosis of 64 patients of chronic hepatitis C

were reviewed. The independent-samples T test was used.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 44

patients, S3*4 in 20 patients. The white blood cell count of patients

was (5.44 ± 1.47) 9 109/L in group S0*2, (4.51 ± 1.14) 9 109/L in

group S3*4. The white blood cell count in group S3*4 was lower than

that of the group S0*2.(t = 2.487, P=0.016).

Conclusion: The results suggested that the white blood cell count

decreased with the increase in the degree of liver fibrosis in patients

with chronic hepatitis C.
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Objective: To investigate the relationship between the platelet count

and liver fibrosis in 78 patients with chronic hepatitis C.

Methods: In a retrospective study, the platelet count and the histo-

pathology of liver fibrosis of 78 patients of chronic hepatitis C were

reviewed. The independent-samples T test was used.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 46

patients and S3*4 in 32 patients. The platelet count of patients was

(181.45 ± 56.93) 9 109/L in group S0*2 and (123.80 ± 59.33) 9

109/L in group S3*4. The platelet count in group S3*4 was lower than

that of the group S0*2.(t = 3.707, P=0.000).

Conclusion: The results suggested that the platelet count decreased

with the increase in the degree of liver fibrosis in patients with chronic

hepatitis C and lower platelet count may predict higher risk of liver

cirrhosis.
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Objective: To investigate the relationship between the diameter of

the spleen vein under the ultrasound and the liver fibrosis in 55

patients with chronic hepatitis C.

Methods: In a retrospective study, the diameter of the spleen vein

under the ultrasound and the histopathology of liver fibrosis of 55

patients of chronic hepatitis C were reviewed. The independent-

samples T test was used.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 36

patients and S3*4 in 19 patients. The diameter of the spleen vein of

patients was 5.65 ± 1.95 mm in group S0*2 and 6.88 ± 2.01 mm in

group S3*4. The diameter of the spleen vein in group S3*4 was wider

than that of the group S0*2.(t = -2.205, P=0.032).

Conclusion: The results suggested that the diameter of the spleen

vein under the ultrasound increased with the increase in the degree of

liver fibrosis in patients with chronic hepatitis C.
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Extrahepatic manifestations in chronic hepatitis C

Coldea Liliana

Lucian Blaga University Sibiu, sibiu, Romania

The chronic hepatitis C is a frequently problem in worldwide, the

number of infected individuals is high and go on, getting a public

health problem. In Romania there are nearly 1 million persons

infected with hepatitis C virus, the scope of spreading is related with

specific risk factors.

Without hepatic manifestations in chronic hepatitis C appears

other extrahepatic manifestations such as cryoglobulinemia mixed is

the most frequently.

I analysed the distribution of chronic hepatitis C in Clinical

Hospital Sibiu, between 1 January 2001 - 1 January 2004, the aim of

study is to establish the characteristic and frequency of extrahepatic

manifestations.

At the same time I followed to establish the correlations between

age, sex, residence, the possible infection moment and extrahepatic

manifestations.

The extrahepatic manifestations were presented at one third of

patients that means extrahepatic manifestations appear with a high

frequency.

The most frequent extrahepatic manifestations was: cryoglobu-

linemia mixed both symptomatic - 5 cases (9,43 %) and

asymptomatic - 17 cases (32,17 %), followed by diabetes mellitus

without insulin - 11 cases (20,75 %). In according with specialist

dates cryoglobulinemia mixed is the most frequent extrahepatic

manifestations, the dates with are confirming by my study.

In the most cases the diagnosis of hepatic and extrahepatic man-

ifestations was established simultaneous, the patients addressing to

doctor for clinical of extrahepatic manifestations and after the lab

investigations it was established the hepatitis C virus infection.

Analyzing the results of antiviral therapy at patients with hepatic

and extrahepatic manifestations showed that the antiviral treatment

has more advantageous at cases with only hepatic manifestations. In

some of extrahepatic manifestations the role of HCV is well estab-

lished, while in others it is still speculative. The number of

extrahepatic manifestations in chronic hepatitis C is in continues

growth and became a open filed of research.
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Aim: To study the clinical, biochemical and virological long-term

outcome in chronic hepatitis C (CHC) patients with a sustained vi-

rological response (SVR) after pegylated interferon (PEG-IFN) plus

ribavirin combination therapy.

Methods: Twenty eight patients with a SVR after treatment with

PEG-IFN plus ribavirin were included in a 5-year follow-up study in a

single Gastroenterology & Hepatology center, based on standard

clinical practice. Clinical and ultrasonic evaluation, liver function

tests, alpha-fetoprotein and hepatitis C virus RNA by PCR were

performed annually for a period of 5 years.

Results: The mean follow-up period of the 28 patients was

67 ± 4 months after they obtained a SVR. Eleven patients (39.2%)

presented with high fibrosis score (Metavir [ 3) before treatment.

Seventeen patients (60.7 %) had genotype 4, nine patients (32.1 %)

genotype 1, one patient genotype 2 and one patient genotype 3.

One patient (3.5 %) showed evidence of hepatic decompensation. One

patient (3.5 %) showed virological relapse after achieving SVR.

At the end of the 5-year follow-up there were no deaths, no ele-

vation in liver function tests and no hepatocellular carcinoma.

Conclusion: The long-term outcome of patients with SVR to PEG-

IFN plus ribavirin was good with one patient having virological

relapse and one patient with liver decompensation.
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Analysis of the relationship between serum HCV RNA load
and the histopathological features of 49 cases of chronic
hepatitis C

Ying Yan, Li Mai, Wen-Xiong Xu, Ka Zhang, Zhan-Yi Li

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the relationship between the serum HCV

RNA load and the histopathological features of 49 cases of chronic

hepatitis C.

Methods: In a retrospective study, 49 patients with chronic hepatitis

C received liver puncture and the relationship between serum HCV

RNA load and liver inflammation and fibrosis were analyzed.

Results: Among the 49 patients of chronic hepatitis C, the histopa-

thology of liver tissue inflammation showed G0*2 in 29 patients,

G3*4in 20 patients. The level of serum HCV RNA load was

5.383 ± 1.386copies log10/ml in group G0*2, 5.268 ± 1.813copies

log10/ml in group G3*4, and there was no significant difference

between the two groups(P=0.851). The histopathology of liver tissue

fibrosis showed S0*2 in 26 patients, S3*4in 23 patients. The level of

serum HCV RNA load was 5.521 ± 1.457copies log10/ml in group

S0*2, 5.127 ± 1.598copies log10/ml in group S3*4, and there was no

significant difference between the two groups(P=0.479).

Conclusion: There was no relationship between serum HCV RNA

load and liver inflammation and fibrosis in patients with chronic

hepatitis C.
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Ex vivo induction of IFN-k3 by a TLR7 agonist determines
response to Peg-IFN/Ribavirin therapy in chronic hepatitis
C patients

Kazumoto Murata1, Masaya Sugiyama1, Tatsuji Kimura2,
Sachiyo Yoshio3, Tatsuya Kanto3, Ikue Kirikae1, Mai Asano1,

Yoshihiko Aoki1, Teppei Matsui1, Tsutomu Takeda1,
Masaaki Korenaga1, Masatoshi Imamura1, Naohiko Masaki1,
Masashi Mizokami1

1The Research Center for Hepatitis and Immunology, National Center

for Global Health and Medicine (NCGM), Tokyo, 2Institutes of

Immunology Co. Ltd, Shimotsuke, 3Department of Gastroenterology

and Hepatology, Osaka University Graduate School of Medicine,

Suita, Japan

Background/aims: Genetic variation of interleukin-28B (IL28B),
encoding IFN-k3, predict non-responders to pegylated interferon-a/

ribavirin (Peg-IFN/RBV) therapy in chronic hepatitis C (CHC).

However, it remains unknown whether IL28B is a functional pheno-

type, and why it failed to predict treatment responses at 20%.

Methods: Message and protein levels of IFN-k3 induced by ex vivo
stimulation of peripheral blood mononuclear cells (PBMC) with toll-

like receptor agonists (TLR3; poly I:C, TLR7; R-837) were measured

by quantitative real-time PCR and our newly developed chemilumi-

nescence enzyme immunoassays, and compared with the clinical data.

BDCA-3+ or -4+dendritic cells (DC) was negatively or positively

selected by MACS.

Results: We firstly found that BDCA-4+DCs were the main producers

of IFN-ks when stimulated with R-837 whereas BDCA-3+DCs were

the main producers of IFN-ks when stimulated with poly I:C. We also

found that detectable levels of IFN-ks were inducible using small

amount of PBMC by R-837, not poly I:C. When stimulated with

R-837, IFN-k3 was more robustly up-regulated in the PBMC from

CHC patients with favorable genotype (TT in rs8099917, n = 58) for

the response to Peg-IFN/RBV than non-TT (n = 41) whereas no

differences was observed in IFN-k1 or IFN-k2, which may support

our GWAS data. Importantly, protein levels of IFN-k3 induced by

R-837 clearly differentiated the response to Peg-IFN/RBV treatment

(p = 1.0 9 10-10), including discrepant cases such as VR in patients

with TG/GG or NVR in TT genotype. Our method more accurately

predicted treatment efficacies (95.7%) than IL28B genotyping

(65.2%) did.

Conclusions: Genetic variations in IL28B basically affect IFN-k3

production, but different amount of IFN-k3 production determines the

outcomes of Peg-IFN/RBV treatment. This study, for the first time,

presents compelling evidence that genetic variations in IL28B confer

a functional phenotype. Our method may provide more accurate

prediction for the efficacy of Peg-IFN/RBV therapy than genetic

analysis.

Topic: 9.b Clinical

Absno: 2758

Retrospective long term evaluation of chronic hepatitis C patients
after therapy

Nilgun Fatma Can, Gaye Usluer, Saygin Nayman Alpat,
Nurettin Erben, Ilhan Ozgunes

Eskisehir Osmangazi University School of Medicine, Department

of Infectious Diseases and Clinical Microbiology, Eskisehir, Turkey

Background: Hepatitis C virus (HCV) infection is a prevalent, major

health problem throughout the world. Current conditions of chronic

hepatitis C patients who received treatment in our clinic were retro-

spectively evaluated in this study.

Methods: Study has been done between 30/03/2012 and 30/10/2012.

62 Chronic hepatit C patients who received treatment previously and

are not in treatment now, were added to the study after retrospective

search through patient files. Statistical analysis is done using SPSS

v.15.0.
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Results: Treatment response of patients were evaluated at

54 ± 38 months. 24 patients (38.7%) were male, 38 patients (61.3%)

were female. Mean age is 53.98 ± 10.05. Mean disease duration is

90.67 ± 58.72 months and the range is 18 to 360 months. No patient

has a family history of hepatocellular carcinoma. INF a 2a + riba-

virin, INF a 2b + ribavirin, Peg INF a 2a + ribavirin, Peg INF a
2b + ribavirin were the treatment modalities. 11 patients received a

second therapy for recurrence. HCV RNA values for every patient

were compared at the first month, third month, end of therapy and

6 months later. Lowest pretherapy HCV RNA value was 1732

copy/ml, highest value was 235493026 copy/ml. Rapid virologic

response (RVR) was observed 42 (67.7%) of total 62 patients. RVR

was not observed in 15 patients. 15 patients (24.2%) did not response

RVR. Early virological response (EVR) was detected in 57 of 62

patients (91.9%). 5 patients (8.1%) were HCV RNA positive in the

third month of therapy. End-of-treatment virologic response (ETVR)

rate was 96.8% (60 patients). 2 patients (3.2%) did not have viro-

logical response. Of the 62 patients, 54 (87.1%) had sustained

virological response (SVR) whereas 8 patients (12.9%) had not. Rates

of RVR, EVR, ETVR and SVR were 36.4%, 81.8%, 90.9% and

63.6% respectively in second therapy patients.

Conclusion: Finally, long term prognosis in chronic hepatitis C

patients receiving therapy is better.
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Regional differences should be considered for the more effective
interferon treatment of chronic hepatitis C: Evidences
on Japanese nation-wide database

Naohiko Masaki, Yoko Yamagiwa, Masashi Mizokami
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for Global Health and Medicine, Ichikawa, Japan

Backgrounds: The effects of peginterferon and ribavirin combination

(P/R) therapy for chronic hepatitis C (CH-C) have been significantly

improved by the appearance of direct-acting antiviral agents. How-

ever, it has still been our major concern that such up-to-date

achievements are not always evenly applicable to all patients

throughout the country.

Aims: To investigate and explore the regional differences in the

clinical settings of interferon treatment of CH-C.

Methods: The nation-wide database for interferon-treated patients

with CH-C has been constructed since 2009, by the Grant of the

Ministry of Health, Labour and Welfare, Japan. Thirty-four out of 47

prefectures, having participated in this study, were classified into 9

districts (from north to south: Tohoku, Kanto, Shin-etsu, Hokuriku,

Tokai, Kinki, Chugoku, Shikoku, Kyushu), according to each loca-

tion. Demographic features, treatment performance, and virological

response were evaluated in the intent-to-treat design, especially from

the viewpoint of regional differences.

Results: Up to June, 2012, 10,611 patients were registered in this

study (median age 60 y.o.; male 50.1%; IFN naı̈ve 72.5%; chronic

hepatitis 95.5%; HCV genotype [1 or 2]/viral load [5 LogIU/ml more

or less, high or low] 1/high 59.7%, 1/low 5.0%, 2/high 25.9%, 2/low

6.6%; P/R-treated 84.3%). As for the P/R-treated patients, the pro-

portions of repeated IFN, the elderly []65 y.o.], HCV genotype 1,

and treatment discontinuation were significantly different among

districts (p \ 0.001, \ 0.001, \ 0.001, 0.003, respectively, by Krus-

kal-Wallis test), whereas virological response was not. Multivariate

logistic regression analysis revealed that treatment discontinuation

were independently associated with liver cirrhosis (p \ 0.001), HCV

genotype 1 (p \ 0.001), the elderly (p \ 0.001), lower platelets

counts (p \ 0.001), higher viral load (p = 0.033), and districts

(p = 0.025).

Conclusions: Regional differences still exist in several aspects of P/R

therapy, and may affect treatment performance. Therefore, they

should be taken into consideration for future strategies against

CH-C.
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A case-control study of hepatitis C virus genotype 1b
and the associated risk for hepatocellular carcinoma
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study group

1National Yang-Ming University, 2Academia Sinica Genomics

Research Center, Taipei, Taiwan R.O.C., 3Global Health Economics

and Outcomes Research, Bristol-Meyers Squibb, Princeton, NJ, USA,
4Graduate Institute of Clinical Medical Science, China Medical

University, 5Molecular and Genomic Epidemiology Center, China

Medical University Hospital, Taichung, 6Department of

Gastroenterology, Kaohsiung Chang-Gung Memorial Hospital,

Kaohsiung, 7MacKay Medical College, Taipei, Taiwan R.O.C.
8School of Medicine, Yale University, New Haven, CT, USA,
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National Taiwan University, Taipei, Taiwan R.O.C.

Background: This case-control study aimed to evaluate 1) the

associations of HCV 1b and serum levels of alanine aminotransferase

(ALT), aspirate aminotransferase (AST), and HCV RNA; 2) the

associations for the risk of hepatocellular carcinoma (HCC).

Methods: The 397 HCC cases recruited from medical centers were

compared with 410 community-based controls. The information of

demographic and life styles were obtained. The serum levels of AST,

ALT, and HCV RNA and genotype were tested at recruitment. All

participants had serum HCV RNA levels ] 1000 IU/mL. The asso-

ciations of HCV genotype and the seromarkers related to HCV

infection were compared by chi-squared tests. The logistic regressions

were utilized to estimate the odds ratios (ORs) and 95% confidence

intervals (95% CIs) of genotype and the risk for HCC.

Results: The HCC cases were older, higher proportions to be males,

had habits of cigarette smoking and alcohol consumption, abnormal

serum levels of AST and ALT, had elevated serum HCV RNA levels

than controls (p \ 0.001). In addition, the prevalence of HCV

genotype 1b was higher among HCC cases than that among controls

(64% vs. 55%, p \ 0.001). Participant infected with HCV 1b had

elevated serum HCV RNA levels than HCV non-1b, with mean of

2.0X106 IU/mL and 1.2X106 IU/mL, respectively (p \ 0.001). The

crude OR for HCV 1b associated with HCC was 1.47 (1.11-1.96) by

comparing to those with non-1b. Combining the HCV genotype and

HCV RNA levels to estimate HCC risk, the multivariate adjusted OR

for HCC risk was 0.83 (0.44-1.57), 3.43 (1.89-6.21), and 5.49 (3.20-

9.42) for participants with non-1b and RNA \ 105, non-1b and

RNA C 105, 1b and RNA C 105 by taking those with 1b and

RNA \ 105 as a reference group.

Conclusions: Patients with HCV 1b infection had an increased

risk for HCC. They should be monitored closely for early

interventions.
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Genetic variation in CD24 is associated with spontaneous
and interferon plus ribavirin treatment-induced hepatitis
C virus clearance in chinese population

Sun haibo1, Pan Yu1, Jiang jing1, Wu ruihong1, Lv Juan1,
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1Hepatology, The First Hospital of Jilin University, Changchun,
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Background and aims: Host immune response to hepatitis C virus is

a vital factor, except the environment and the virus itself, involved in

both viral clearance and the pathogenesis of liver disease. CD24 plays

an important role in inflammation and immune response and its

polymorphisms was associated with progression of chronic hepatitis

B virus infection. Our study aimed to evaluate whether CD24 poly-

morphisms affect the spontaneous and treatment-induced clearance of

HCV.

Methods: We genotyped 544 chronic hepatitis C (CHC) patients, 78

individuals with spontaneous clearance(SC), and 215 healthy con-

trols(HC), for CD24 gene variant positions -P534, P170(rs8734),P1527

(rs3838646) and IL28B SNP rs12979860 by pyrosequencing. In CHC

patients, 362 individuals were treated with recombinant IFN-a2b /RBV

for 48 weeks of treatment and 24 weeks of follow-up. The definitions of

response to treatment were undetectable serum HCV-RNA at

week4(RVR), week12(EVR), week48(EVTR) and week72 (SVR) after

starting treatment.

Results: The P170 TC and TC/TT genotypes were over-represented

in SC group compared to CHC (62.8% vs 47.2 % and 75.6% vs 60.3

%). After adjusted for sex, IL28B genotype and HBsAg status with

multiple logistic regression analysis,odds ratio [OR] = 2.11, 95%

confidence interval[CI] = 1.19-3.73, P = 0.010, OR = 2.01,

95%CI = 1.15-3.49, P = 0.014 respectively). P170 TC/TT genotype

was also associated with SVR (sex, age, baseline HCV load, viral

genotype, IL28B genotype adjuested OR = 1.96, 95%CI = 1.07-

3.61, P = 0.031) and OR values increased in all viral clearance

patients (either spontaneous or treatment-induced) (OR = 2.07,

95%CI = 1.23-3.47, P = 0.006). The promoter set of CD24 SNP -

P534 AC genotype was higher in EVR(52.9% vs 37.2%, P = 0.092).

No differences were observed for P1527 polymorphism.

Conclusions: P170 and -P534 high-activity genotypes associated with

increased spontaneous viral clearance and affect therapeutic outcomes

under recombinant interferon-a2b plus ribavirin in patients with

chronic hepatitis C. Genetic variation of CD24 may be an important

determinant for the HCV clearance of chronic HCV infection.
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Objective: To explore the effects of programmed cell death-1 (PD-1)

single nucleotide polymorphisms (SNPs) on chronic hepatitis C virus

(HCV) infection and antiviral treatment responses.

Methods: All 170 HCV chronic infected patients received interferon

plus ribavirin individualized therapy and 81 healthy controls were

genotyped for the PD-1.1 and PD-1.3 polymorphisms. The relation-

ship between PD-1 SNPs and chronic HCV infection, and the effect of

PD-1 SNPs on virological responses were analyzed.

Results: The presence of PD-1.1 T allele and TT genotype was sig-

nificantly higher in chronic HCV infected patients compared with the

controls (52.94% vs. 43.21%, v2 = 4.156, P = 0.041; 30.59% vs.

14.81%, v2 = 7.290, P = 0.026). PD-1 polymorphisms were not

significantly associated with early virological response or sustained

virological response (P [ 0.05) in chronic hepatitis C (CHC) patients

reserved antiviral treatment. PD-1.3 was non-polymorphic, invariably

CC genotype in our study population.

Conclusions: PD-1.1 T allele and TT genotype were predictor for

susceptibility to chronic HCV infection. Polymorphisms in the PD-1

were not related to the antiviral treatment outcome of CHC patients.
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infection
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Objective: To explore the effects of single nucleotide polymorphisms

(SNPs) and serum level of interleukin 17 (IL-17) on chronic hepatitis

C virus (HCV) infection.

Methods: 170 patients with chronic HCV infection and 81 healthy

controls were genotyped for the IL-17 rs8193036 and rs2275913

polymorphisms by TaqMan system. Serum IL-17 level was examined

by enzyme linked immunosorbent assay.

Results: There was no significant difference neither in distribution of

IL-17 rs8193036 C/T and rs2275913 A/G allele nor in distribution of

rs8193036 CC (48.82% vs. 41.98%), CT (44.12% vs. 44.44%), TT

(7.06% vs. 13.58%) genotypes and rs2275913 AA (19.41% vs.

13.58%), AG (49.41% vs. 50.62%), GG (31.18% vs. 35.80%) geno-

types between the HCV chronic infected patients and the healthy

controls. The alleles and genotypes distribution of IL-17 rs8193036

and rs2275913 did not show any significant differences between HCV

genotype 1 and genotype 2 infected patients. However, the serum IL-

17 level was higher in the patients with chronic hepatitis C than in the

controls.

Conclusion: IL-17 rs8193036 and rs2275913 polymorphisms were

not related to the susceptibility to chronic HCV infection in Chinese

population. High serum IL-17 level was related to chronic HCV

infection.
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Objective: To explore the impact of interleukin 17 (IL-17) single

nucleotide polymorphisms (SNPs) on antiviral treatment responses in

chronic hepatitis C virus (HCV) infected patients.

Methods: All 170 chronic HCV infected patients received inter-

feron plus ribavirin individualized therapy were genotyped for the

IL-17 rs8193036 and rs2275913 polymorphisms. Serum IL-17 level

was examined by enzyme linked immunosorbent assay.

Results: The IL-17 rs2275913 G allele was significantly overrepre-

sented in sustained viral response (SVR) patients than in non-respond

(NR) patients (67.11% vs 32.89%), while A allele was significantly

overrepresented in NR patients (53.03% vs 46.97%). No association

between IL-17 rs8193036 polymorphisms and virological responses

was found. Serum IL-17 level was higher in SVR patients than in NR

patients.

Conclusions: IL-17 rs2275913 G allele is associated with SVR to

anti-HCV treatment. Polymorphism in the IL-17 rs2275913 might be

an important predictor of antiviral treatment response.
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The distribution of IL28B gene polymorphisms in previously
untreated Australian patients with genotype 1 CHC:
The PREDICT study
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The Aims: of this study were to examine the distribution of poly-

morphisms in the IL28B gene in previously untreated Australian

patients with genotype 1 (Gt1) chronic hepatitis C (CHC) and to

assess the impact of IL8B genotyping on treatment uptake.

Methods: This was a prospective, multicentre study undertaken by

the Australian Liver Association Clinical Research Network. Eligible

subjects had Gt1 CHC, were treatment naı̈ve and being considered for

treatment. IL28B SNP’s were genotyped by the Applied Biosystems’s

Taqman SNP genotyping assay. Patients completed a baseline treat-

ment uptake survey with the treating physician completing a

treatment uptake survey at 6-months follow up.

Results: Between May 2012-June 2012 1132 patients (64% male,

86% Caucasian) were recruited from 38 clinics across Australia.

Frequency of IL28B rs12979860 CC/CT/TT genotypes was 34%, 53%

and 13% and that of rs8099917 TT/TG/GG genotypes was 52%, 43%,

and 5% respectively. Prevalence of the favorable IL28B rs12979860

CC and rs8099917 TT genotypes in self-reported Causcasians,

Asians, Aboriginals and Meditteraneans was 27% and 48%, 79% and

78%, 35% and 58%, and 18% and 35% respectively. Treatment

uptake was higher among those with IL28B CC compared to non-CC

genotype subjects (44% vs 29%) while among those with no therapy

planned, a higher frequency of CC patients reported increased will-

ingness to seek treatment post-genotyping compared to non-CC

patients (60% vs 21%). 62% of patients had not initiated therapy at

6 months follow up. An unfavorable IL28B genotype was given as the

main cause in 5% of this group.

Conclusions: The distribution of IL28B polymorphisms among

untreated patients with Gt HCV in Australia appears similar to that

reported from North America. The frequency of the favorable

response alleles varies according to ethnicity. A favorable IL28B
genotype appears to be associated with increased willingness to

undertake treatment.
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Recently, antiviral therapy such as Interferon and Ribavirin combi-

nation is one of the most important treatment of chronic hepatitis C

patients and widely used in the world. However, adverse effects of

this therapy that Depression or neuropsychiatric symptoms make it

difficult to be completed.

The aim of study is to evaluate neuropsychiatric symptoms with

antiviral therapy and its correlation of effects on cerebral glucose

metabolism (CMRglu) in chronic hepatitis C patients.

Seven patients with chronic hepatitis C undergoing antiviral therapy

(Interferon and Ribavirin) were prospectively evaluated neuropsychi-

atric symptoms by neuropsychiatric test such as Digit symbol test(DST),

Block design test(BDT),and Self-rating Depression Scale(SDS).

We assessed cerebral glucose metabolism (CMRglu) using [18F]

deoxyglucose positron emission tomography (FDG-PET) before and

the 8th weeks of treatment and after the therapy.

Compare to before and 8th weeks of treatment, SDS of all patients

were worsened. CMRglu of six patients were 1-24% decreased in whole

of the brain region. CMRglu of one patient was increased in the all of

brain regions. There were no trend of result that DST and BDT before and

8th weeks of treatment. Compare to before and after the therapy, SDS of

all three patients after the treatment were recovered within normal range.

CMRglu of all of patients were 2-106% increased from 8th week of

treatment in whole of the brain. CMRglu of all of three patients were

recovered and increased -8*73%from before the treatment.

These results suggest that antiviral therapy affects on cerebral glu-

cose metabolism and Depression or neuropsychiatric symptoms in

chronic hepatitis C patients. This depression or neuropsychiatric

symptoms should be reversible. We believe that Cerebral glucose

metabolism is affected by antiviral therapy and that might be reversible.

It might be associated with depression or neuropsychiatric symptoms.
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Background/aims: In the SOUND-C2 study, SVR12 rates of 85%

were reported for patients with HCV genotype (GT) 1b treated with

faldaprevir, twice-daily BI207127 and ribavirin for 28 weeks. Lower

SVR rates were reported for GT1a-infected patients overall, but

patients with GT1a carrying the IL28B CC genotype (rs12979860,

GT1a-CC), appeared to have similar SVR rates to GT1b patients. In

SOUND-C2, an induction dose of BI207127 was given on Day 1

leading to high plasma concentrations and increases in gastrointesti-

nal adverse events (AEs). Here we investigated the same regimen,

without an induction dose of BI207127, dosed for 16 weeks in GT1b

or GT1a-CC patients.

Methods: Patients infected with GT1b (n = 20) or GT1a-CC

(n = 12) received faldaprevir 120 mg once-daily, BI207127 600 mg

twice-daily and weight-based ribavirin for 16 weeks. Patients with

compensated cirrhosis were included in the study. The primary end-

point was SVR12 (undetectable HCV RNA 12 weeks after the end of

treatment).

Results: All 20 patients with GT1b and 8/12 of patients with GT1a-

CC had undetectable HCV RNA at the end of treatment. SVR12 was

achieved in 19/20 patients with GT1b. The only GT1b patient without

SVR12 was a non-cirrhotic patient who discontinued treatment at

Week 8 with undetectable HCV RNA and relapsed 12 weeks later. In

contrast, only 2/12 of patients with GT1a-CC achieved SVR12, with

6/8 patients with end-of-treatment response experiencing a relapse.

Overall tolerability was good with 4/32 severe treatment-related AEs,

1/32 serious AE (dehydration requiring hospitalisation) and 3/32 early

discontinuations due to an AE (dehydration, vomiting and pruritus).

Conclusions: In SOUND-C3, optimising treatment for GT1b-infected

patients improved efficacy compared with SOUND-C2: 95% of

patients with GT1b (including patients with compensated cirrhosis)

achieved SVR12 with 16 weeks treatment. The regimen is being

studied in patients with GT1b in Phase III studies for 16 and

24 weeks.
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Relationship between L-carnitine supplementation
and hemoglobin decline during treatment with pegylated
interferon/ribavirn for patients with cirrhotic HCV

Akio Miyasaka, Yuich Yoshida, Ryujin Endo,
Yasuhiro Takikawa, Kazuyuki Suzuki

Division of Gastroenterolgy and Hepatology, Iwate Medical

University School of Medicine, Morioka, Japan

Aim: Anemia is often induced by ribavirin during pegylated interferon

(Peg-IFN) and ribavirin combination treatment in chronic hepatitis C

virus (HCV) patients. Meanwhile, L-carnitine may act via stabilization

of the red blood cell membrane. We evaluated the efficacy of L-car-

nitine on hemoglobin in patients with cirrhotic HCV during treatment

with pegylated interferon a-2b (Peg-IFNa-2b) /ribavirin.

Methods: Nine patients with cirrhotic HCV were included in this

study and divided into two groups. Group A (n = 4) received Peg-

IFNa-2b/ribavirin plus L-carnitine (1.8 g/day), and Group B (n = 5)

received Peg-IFNa-2b/ribavirin for 48 weeks. All patients underwent

laboratory tests including hemoglobin before the treatment and every

4 weeks during the treatment.

Results: There was no significant difference in ribavirin adherence

during 16 weeks after initiation of the treatment between both groups.

Baseline hemoglobin concentrations were 13.1 g/dl in Group A and

14.0 g/dl in Group B. During 16 weeks after initiation of the treat-

ment, hemoglobin decline were -2.4 g/dl in Group A and -3.0 g/dl in

Group B. Hemoglobin tended to decrease in group B compared to

group A at 16 week after initiation of the treatment.

Conclusions: Though this study is in progress, L-carnitine supple-

mentation may modulate hemoglobin decline during treatment with

Peg-IFNa-2b/ ribavirin for cirrhotic HCV patients. However, further

study is necessary in large number of patients.
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Relationship of chronic hepatitis C combined with diabetes
mellitus and IL28B gene polymorphism

YING LIU1, Cheng hu2, Zhixin Zhao3

1Department of Infectious Diseases, 2Department of Urology, the 3rd

affiliated hospital of SYSU university, GUANGZHOU, 3Department

of Infectious Diseases, the 3rd affiliated hospital of SYSU university,

Guangzhou, China

Background and aims: Recent research revealed that the interferon

therapy effect for Chronic Cepatitis C(CHC) was related with IL28B

gene polymorphism, moreover, existed literature reported insulin

resistance was related with IL28B gene in CHC patients. The aim of

this research was to find the relationship of CHC combined with type

2 diabetes mellitus (CHC + DM) and IL28B gene polymorphism.

Material and methods: Blood samples of 80 CHC + DM and 152

merely CHC patients were collected, IL28B gene SNP (rs12979860)

as well as other clinical indicators were compared retrospectively,

those indicators which including Liver function indicators(aspartate

aminotransferase (AST), alanine aminotransferase (ALT), c-glutamyl

(GGT),total bilirubin (TB)), blood glycose related indicators(glycos-

ylated hemoglobin, fasting glucose, fasting insulin), hepatitis C virus

RNA viral load and blood triglycerides.

Result: Frequency distribution of SNP(rs12979860) by C/T in

CHC + DM group was significantly higher than that of CHC

group(27.27% vs. 19.73%, p\0.05). Liver function indicators, blood

triglycerides, hepatitis C virus RNA viral load and blood glycose

related indicators were similar in both subgroups upon

SNP(rs12979860) by C/T and C/C in CHC + DM group. Multiple

regression analysis revealed that SNP (rs12979860) by C/T is a

independent risk factor for CHC patient develop into diabetes

mellitus.

Conclusion: We propose SNP (rs12979860) with C/T allele as a

major risk gene for CHC patient develop into diabetes mellitus.
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Peginterferon and riabvirin treatment of virologic response rates
for HCV infection in South Korea

Se Hyun Cho, Hyun Jin Kim, Joon Yeol Han

Gastroenterology and hepatology, Yeouido St. Mary’s hospital,

Seoul, Republic of Korea

Background/Aims: Patients with chronic infection with hepatitis C

virus need peginterferon and ribavirin treatment for sustained viro-

logic response. The rate of SVR associated with genotype, genotype 2

has been superior to 1. In case of genotype 1, the rate of SVR has been

below 50%. We retrospectively designed to compare rates of SVR

among two HCV genotype for 5 years in South Korea.
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Methods: We enrolled 81 patients with chronic hepatitis C infection

who had not previously received treatment. All patients received

standard therapy with peginterferon alfa-2a or 2b per week and

ribavirin per day. In genotype 1, peginterferon and ribavirin were

administered for 48 weeks and in genotype 2, 3, for 24 weeks.

Results: A total of 81 patients were treated. A SVR was achieved in

22 of the 31(70.9%) in genotype 1, in 38 of the 47(80.9%) in genotype

2, and in 1 of the 3(33.3%) in genotype 3. Nonresponse was showed 2

of the 31(6.5%) and relapse was 2 of the 31(6.5%) in genotype 1. No

non response and relapse was found in genotype 2, 2 of the 3(66.6%)

was relapsed in genotype 3.

Conclusions: Genotype 1 has been known features associated with

reduced responsiveness. In South Korea, among the patient with

genotype 1, significantly increased the rates of SVR in previously

data. In South Korea, the treatment should be considered more

aggressively in genotype 1. Table 1.
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Long-termed response in chronic hepatitis B (CHB)
with consistency or even improvement of the kidney function

Andreas Kapatais, Fotini Rose Hatzi, Stefanos Tigkas,
Eugenia Tigka, Paraskevi Aggelopoulou

Internal Medicine, General Hospital Of Western Attica, Athens,

Greece

Objective: The main objective of this study is to point out that the

long-termed usage of the antiviral drug telbivudine in patients suf-

fering from CHB, not only suppresses the viral DNA and lowers the

liver enzymes in non-detectable levels, but also does not affect the

kidney function. Furthermore, it scores significant improvement in

some patients.

Material and Method: 37 patients with CHB were studied (28 men

and 9 women). The average age was 48,5 years for males and

49,8 years for females. Both groups were not under any other drug,

when they were given therapy with telbivudine, which is being con-

tinued up to now. Laboratories blood tests (urea, creatinine) were

taken at the beginning of the therapy (2008) and in a 32-month period

(2011). Also, the glomerular filtration rate (GFR) was calculated for

each participant before and after the administration of the drug. The

intermediate values of creatinine were excluded and only the first and

the last values were used in order to calculate the GFR.

Results: The average value of creatinine before the drug adminis-

tration was 0,99 for men and 0,80 for women. Respectively, after the

drug usage were 0,89 and 0,72. The GFR value before for the men

was 95,85 and after 86,42. Similarly, for the women the GFR before

was 87,70 and after 82,20. Looking at the results of the hematologic

tests, the patients were not obliged to have their kidney function

checked regularly.

Conclusions: The use of telbivudine does not affect the kidney

function, moreover it improves the creatinine values in our subjects.

In this study, the age varied between 31 - 66 years old, while the

survival rate at birth was quite large. Hence, they can receive tel-

bivoudine without any problem regarding their kidney function.

Obviously, further studies are required towards that direction.
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Hepatitis B vaccination on chronic hepatitis C patients
and unresponses patients were investigated for occult HBV

Fatma SIRMATEL1, Fahri YILMAZ2, Sude Tekin KORUK3,
Muharrem BITIREN4, Ocal SIRMATEL5

1Infectious Diseases, Abant Izzet Baysal University, bolu, 2Pathology

and sitology, Abant Izzet Baysal University, Bolu, 3Infectious

Diseases, 4Pathology and sitology, Harran University, Sanliurfa,
5Radiology, Abant Izzet Baysal University, Bolu, Turkey

Recently, cases of occult HBV in patients with chronic hepatitis C

(CHCV) leads to serious liver disease caused. The chronic HCV

patients who had not respond to the HBV vaccine were evaluated for

occult HBV.

Serological, histological, radiological and clinical diagnosis of

chronic HCV patients were evaluated all serologic markers of HBV

by ELISA (Abbott). Examination of occult HBV in serum and liver

tissue of HBV-DNA viral load were used. Three doses of HBV

vaccine in patients with negative all serological markers(anti HBs,

anti HBc, HBs Ag) and a single dose to only the total anti-HBc

positive patients were administered. Not develop adequate anti-HBs

response in sera of patients with chronic HCV and HBV-DNA levels

in the tissues of liver biopsy, according to commercial kit prospective

insert were analyzed by quantitative PCR method (Qiagen).

Total 167 CHCV enrolled and 78 (46.7%) patients had to natural

immune to HBV(Anti-HBs [ 10 IU / ml). By the way 90 CHCV

were 22 (13.1%) with isolated anti-HBc IgG positive and 67 (40.1%)

none HBV. Before vaccinated was found in HBV-DNA only 4 (4.4%)

cases were positive in no immune to HBV . A total of 19 patients who

do not respond to vaccination immune adequate, and the three

patients occult HBV. They were found in the blood and liver tissue of

HBV-DNA positive. One of these cases, while the low-dose anti-HBs

Ag positive (4.1 IU / ml) and the other two cases were positive for

anti-HBc in their serum samples.

The association of the two virus causes led to severe inflammation

and rapid advancement of cirrhosis. The detection of HBV-DNA in

the liver is the most accurate may to identify for occult HBV infec-

tion. Therefore, patients with chronic HCV when unresponsive to

vaccine HBV should be monitored as occult HBV.
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Reasons for treatment (Tx) discontinuation among hepatitis C
(HCV) patients treated in clinical practice

Marianne Ulcickas Yood1, Sandhya Sapra2, Susan A. Oliveria1,
Deborah Casso1, An-Chen Fu3, Gilbert J. L’Italien2

Table 1 Virologic Response Rates for HCV Infection

Genotype Treated patient (number) Virologic response

1 (a/b) 31 SVR 22 (70.9%)

Non response 2 (6.5%)

Relapse 2 (6.5%)

2 (a/b/c) 47 SVR 38 (80.9%)

3 (a) 3 SVR 1 (33.3%)

Relapse 2 (66.6%)
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NJ, 3HealthCore, Wilmington, DE, USA

Purpose: Previous investigation has indicated low viral suppression

in patients who discontinue tx with peg interferon alfa-2a or alfa-2b

(alfa) and ribavirin (RBV) for HCV. The objective here was to

investigate reasons for tx discontinuation in a clinical setting of

patients treated with combination of alfa and RBV which either

together or with newly approved antivirals is the current tx for

HCV.

Methods: Using the HealthCore Integrated Research Database

(HIRDSM) affiliated with 14 US health plans, patients meeting the

following inclusion criteria were retained: 1) C 18 and \ 65 years of

age; 2) C 1 diagnosis code for HCV; 3) C 2 prescriptions for alfa

and C 1 for RBV from 1/1/2005 to 6/30/2009; 4) continuously

enrolled in health plan for C 6 months before tx with alfa/RBV and

no prescriptions for either drug in the 6 months before first pre-

scription; and 5) continuously enrolled during alfa tx. Allowing

for \ 30 day gaps in tx, patients were eligible for chart review if they

completed \ 46 weeks (genotype 1,4 (G1/4)) or \ 22 weeks (Geno-

type 2,3 (G2/3) or genotype unknown) of alfa tx, received care from a

gastroenterologist (GI) or infectious disease (ID) specialist during and

up to 3 months after last alfa pharmacy fill, and did not resume alfa tx

within 30-60 days after discontinuation. Reasons for discontinuation

and percentage of patients with specific AEs as noted in patient charts

are reported.

Results: Of the 3,877 HCV patients meeting inclusion criteria,

1,379 (36%) did not complete a full course of alfa tx. Of these,

601 were seen by a GI/ID specialist and eligible for medical record

review. In patients where chart review was completed (N = 214;

70% G1/4, 22% G2/3), main reasons for discontinuation were:

AE 52%, non-response 29%, completed therapy 9%, and patient

elected discontinuation 6%. Overall, 131 patients (61%) discon-

tinued due to AE, non-compliance, or patient choice. The most

common AEs noted as reasons for discontinuation were fatigue,

depression, irritability/anxiety, anemia, and muscle aches

(Fig. 1).

Conclusions: Rates of discontinuation of alfa based regimens were

high; most were due to AEs and non-response to tx. These outcomes

should be further evaluated in the context of newly approved antiv-

irals. Treatments that lower AE burden, have a better response and

hence mitigate the negative sequelae on cure, cost, and quality of life

are an unmet need.
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Seroprevalence of hepatitis E among Iranian renal transplant
recipients

Zakieh Rostamzadeh, Sima Masodi, Nariman Sepehrvand,
Zahra Shirmohamadi

Virology Department, Medical Science of Iran, Urmia, Iran

Background: Renal transplant recipients are known to be susceptible

for viral infections with more severe clinical presentations compared

to healthy persons. Hepatitis E is generally a self-limited disease

which is caused by Hepatitis E virus. Recently, Hepatitis E becomes

more important in organ transplant recipients, because of new find-

ings regarding the chronicity potential in this patient group. This

study was aimed to evaluate the seroprevalence of anti-HEV IgG

among kidney transplant recipients of Urmia in the north-west region

of Iran.

Methods: Ninety one patients were selected randomly among patients

who underwent kidney transplantation in Urmia, Iran. Each patient

was experimented for anti-HEV IgG using ELISA method (Diapro,

Italy).

Results: Twenty eight subjects (30.8%) were seropositive for anti-

HEV IgG. Seropositive cases are generally older than seronegative

cases (P = 0.009). There was no correlation between HEV infection

and the level of education (P = 0.206), the history of blood transfu-

sion (P = 0.164), history of pre-transplantation hemodialysis

(P = 0.228). There was not significant difference among the serum

ALT level of anti-HEV seropositive and seronegative cases. Multi-

nomial logistic regression indicated no significant relationship

between HEV infection and increase in ALT levels, even when

controlled for the treatment with azathioprine (P = 0.79, OR = 1.12;

95% CI: 0.45-2.76).

Conclusion: The anti-HEV IgG has a high prevalence in Iranian

kidney transplant recipients, and it is significantly higher in com-

parison with previous studies in general population or HD patients.

This could be of great clinical importance considering the probable

persistent HEV infection in the setting of graft recipients suggested in

the literature.

Keywords: Hepatitis E, ELISA, anti-HEV IgG, Renal Transplant

recipients
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Evaluation of adults with acute viral hepatitis a

Recep Tekin1, Ilyas Yolbas2, Tuba Dal3, Özlem Demirpençe4,
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1Department of Infectious Disease and Clinical Microbiology,
2Department of Pediatric, 3Department of Microbiology, Dicle

University School of Medicine, Diyarbakir, 4Department of

Biochemistry, Batman Bölge Training and Research Hospital,

Batman, 5Department of Infectious Disease and Clinical

Microbiology, Diyarbakır Training and Research Hospital,

Diyarbakir, Turkey

Aim: In developing countries HAV infection is very common in the

first years of life and it is often asymptomatic. However especially in

regions of intermediate endemicity, exposure to the virus may delay

and outbreaks of hepatitis A may be encountered in adults. The aim of

Fig. 1 AEs in the two weeks before alfa discontinuation (blue) and

AEs noted as a reason for alfa discontinuation (red)
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this study is to evaluate the clinical and laboratory findings and risk

factors of adults with acute viral hepatitis A.

Materials and Methods: In present study we evaluated 203 patient

with acute viral hepatitis A, who were admitted to four different

hospitals of three cities of Turkey between January 2000-December

2011, retrospectively. The diagnosis of acute viral hepatitis A was

performed by laboratory findings and clinically.

Results: İn a total of 203 patients, 120 (59.1%) patients were male

and 83 (40.9%) were female. Mean age of cases with acute viral

hepatitis A was 24.7 +11.8 years (ranged 15 to 82 years old). Acute

viral hepatitis A were seen in patient who were 15-20 years and

21-30 years old, commonly. The mean duration of hospitalization was

8.9 days (4-24 days). (74%), fatigue (68%), nausea- vomiting (56%)

and dark urine (48%) were the most common symptoms in cases.

Prolonged cholestasis (6.8%) was the most common atypical mani-

festation. Prolonged jaundice was more frequent in the cases with

positive HBsAg (P \ 0.001). Most of cases were seen in the Autumn

(September to November).

Conclusions: Acute viral hepatitis A can cause atypical presentations

such as prolonged cholestasis, acute kidney injury and fulminant

hepatitis. Some precautions such as routine vaccination program,

improvement of hygiene conditions and informing people about it,

should be taken for reducing of acute viral hepatitis A infection

incidence.
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The seroprevalence of entrically transmitted viral hepatitis
in HCV infected thalassemia and hemophilia patients in Iran
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1Tehran Hepatitis Center, 2Baqiyatallah Research Center for
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Medical Sciences, 3Department of Internal Medicine, Tehran

University of Medical Sciences, 4Iranian Blood Transfusion

Organization research Center, 5Biostatistics Department, Tarbiat

modares university, Tehran, Iran

Hepatitis A and E virus (HAV AND HEV) infections as acute, self-

limited diseases usually spread through oral- fecal rout. Also, blood

transfusion as a probably rout of entrically transmitted hepatitis were

suggested. We aimed to find out the seroprevalence of anti HAV and

HEV antibodies (Ab) in thalassemia and hemophilia patients with

chronic hepatitis C in Iran.

Sera of 219 HCV infected patients with thalassemia and hemo-

philia, referred to Tehran Hepatitis center between ‘‘2009-2010’’ from

all provinces of Iran, were evaluated by Enzyme-linked immunosor-

bent assay (ELISA) to detect anti HAV and HEV IgG Ab.

Anti-HAV IgG antibodies were detected more frequently in thal-

assemia patients (60/64; 93.8 %) than in hemophilia group (104/155;

67.1 %, p \ 0.001). Also, it was associated with male gender, single

status, and residency in urban area (P \ 0.05). Six patients (2.8%)

were seropositive for anti HEV Ab (one thalassemia and 5hemo-

philia). Neither gender nor age had significant relationship with HEV

infection. All seropositive cases were from urban areas. However, the

risk of HEV infection was related to low level education (P \ 0.05).

In conclusion, vaccination of non-immune individuals against

HAV infection in high risk groups especially hemophilia and thal-

assemia patients are recommended. About seroprevalence of HEV,

our results did not show any differences with Iranian general

population.
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Shifting epidemiology of acute hepatitis a: During the recent
10 years in Korea

Dongsoo Lee, Seungwoo Lee, Yeonsoo Kim, Sangbum Kang

Department of Gastroenterology, Daejeon St. Mary’s Hospital/

The Catholic University of Korea, Daejeon, Republic of Korea

Background/Aims: Hepatitis A has a worldwide but uneven distri-

bution among geographical regions and population groups, the

epidemiology of hepatitis A has been changing rapidly in Korea,

symptomatic HAV infections have been increasing paradoxically. In

this study, we aimed to describe the seroprevalence of acute hepatitis

A for the recent last 10 years, and to discuss the strategy to prevent

hepatitis A in Korea.

Methods: We recruited 327 consecutive patients with acute hepatitis

A who diagnosed from April 1999 to November 2009 at Daejeon St’

Mary’s Hospital, were respectively analyzed by conducting a sys-

temic review of medical records. Patients with positive serum ant-

HAV IgM and symptoms of acute hepatitis were classified as con-

firmed cases.

Results: A total of 327 patients of acute hepatitis A were detected

from April 1999 to November 2009. The rate of hepatitis A infection

has been rapidly increasing during the last 10 years. In particular, the

incidence rate had rapidly risen to up to 120 cases in 2009. When we

analyzed according to age, the incidence of hepatitis A has been very

high in adults aged 20-40 year group. The prevalence in 20-29 year

age group and 30-39 year age group were 48.9% (160) and

35.4%(116) of all patients. The mean hospitalization period was

6.67 ± 3.75 days. The frequently clinical symptoms included nausea

(75.5%), fever, anorexia, myalgia, and jaundice. All the patients

recovered without the complication and no patient died.

Conclusion: In conclusion, our study showed that the number of

individuals who are susceptible to HAV infection has been increased

in Korea, and may propose the urgent need for further discussion

about the implementation of preventive measures via vaccination

programs to control hepatitis A in Korea. The vaccination should be

considered for adolescents and adults because of the severity of adult

hepatitis A.
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Novel large fragment genomic deletion mutants of hepatitis D
virus associated with severe hepatitis activities

Chao-Wei Hsu1, Mei Chao2, Yi-Cheng Chen1, Shiu-Feng Huang3,
Chau-Ting Yeh

1Chang Gung Memorial Hospital, Taipei, 2Chang Gung University,
3Chang Gung Memorial Hospital, Taoyuan, Taiwan R.O.C.

Background/Aims: This study was motivated by the encounter of a

patient with fulminant hepatitis D resulting in mortality, which

occurred after complete virological suppression of HBV by oral

antiviral therapy. A novel large fragment HDV genomic deletion

mutant was discovered in the patient’s serum. A large scale survey
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was conducted to examine the prevalence and clinical relevance of

the novel large fragment HDV deletion mutants.

Method: Serial stored serum samples from the fulminant hepatitis

patient were analyzed. Complete HDV genomes of the wild type and

deletion mutant were cloned and sequenced. Serum samples from 405

patients with chronic hepatitis B were retrieved from the serum bank

and submitted for HDV RNA analysis.

Result: Reverse transcription-PCR assay revealed persistence of the

HDV deletion mutant with variations of the wild type-to-mutant ratios

during the clinical course. Of 405 samples from chronic hepatitis B

patients, 20 (4.9%) were positive for HDV RNA. Of them, 5 large

fragment deletion mutants were found in 3 patients. All 3 patients

were treated with entecavir at the time of assay. Two of them suffered

from acute hepatitis exacerbations leading to liver failure. The peak

bilirubin levels in these 3 patients were significantly higher than those

without HDV deletion mutants (P = 0.003). The deleted regions of

the mutants ranged from 514 to 708 bases, encompassing part of the

hepatitis D antigen coding region as well as the two ribozyme cutting

sites.

Conclusion: Exacerbation of hepatitis Could occur, leading to

fulminant hepatitis, even after complete virological suppression of

HBV by oral antiviral agent. Sequence analysis of the novel large

fragment HDV deletion mutants suggested a non-rolling-circle

mechanism.
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Electron microscopy identification of a novel hepatotropic virus
associated with tissue expression of the NV-F antigen

Chau-Ting Yeh

Chang Gung Memorial Hospital, Taipei, Taiwan R.O.C.

Background: By performing random amplification of serum derived

DNA, followed by elimination of chromosome-derived sequences, a

non-human DNA fragment had been obtained from a patient with

non-A-E fulminant hepatitis. This sequence, named NV-F, was

detected in 24.6% non-A-E hepatitis patients and 2.8% healthy

individuals. Physiological characterization showed that the NV-F

sequence was associated with a virus-sized particle (\ 200 nm). The

sequence encoded a putative incomplete open reading frame. We

conducted an electron microscopy experiment to search for new viral

particles in liver biopsy tissues.

Methods: Two approaches were undertaken. Serum samples from

347 patients with severe hepatitis activities (ALT [ 5-fold ULN)

were retrospectively included for identification of viral etiology. Liver

biopsy samples from 23 patients with severe hepatitis were pro-

spectively included for immunhistochemical examination of the

hepatic NV-F antigen (HnFag) expression as well as electron

microscopy.

Results: Of the 347 patients with severe hepatitis, acute HAV, acute

HBV, chronic HBV infection with acute flare, acute or chronic HCV,

and acute NV-F associated virus (HnFV) infection were found in 5,

11, 147, 41 and 9 patients, respectively. Multiple viruses infection

including HnFV + HBV, HnFV + HCV, HBV + HCV, and

HBV + HDV were found in 18, 7, 10, and 5 patients, respectively. In

81 of the 347 (23.3%) patients, no known viral etiology could be

identified. Of the 23 patients receiving liver biopsy and electron

microscopy examination, 7 showed positive tissue HnFag expression.

Electron microscopy examination revealed a novel viral particle in all

7 HnFag-positive liver tissues but not in 10 HnFag-negative liver

tissues. The novel hepatotropic viruses were enveloped, 100-110 nm

in size, and icosahedral in shape. They were located in the cytoplasm.

One of the 7 patients had hepatocellular carcinoma and one had active

cirrhosis.

Conclusion: We identified a novel hepatotropic virus associated with

tissue expression of the NV-F antigen.
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Molecular analysis of hepatitis E virus (HEV)-ORF1 gene
supports a Papain-Like cysteine protease (PCP) activity
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The HEV-ORF1 encodes the nonstructural polyprotein wherein the

functionality of putative PCP-domain in viral replication and poly-

protein processing still remains elusive and contested. In this study,

we intended to characterize the HEV protease. GeneBank HEV a.a.

sequences(n = 77), including 9 representative strains as well as those

of closely-related plus-sense RNA viruses were analyzed in silico. A

total of 32 ORF1(PCP-domain: n = 19; X-domain: n = 13) mutants

of SAR55 HEV replicon(pSK-GFP) were constructed. Replicon con-

structs were in vitro transcribed and transfected into S10-3 cells,

followed by monitoring GFP expression that was an indicator of RNA

replication. An eukaryotic vector(pTriEx-ORF1) with f.l. ORF1 gene

tagged with ‘HA’ and ‘His’ epitopes at N- and C-terminal, respec-

tively was engineered and tested in vitro. The ex vivo synthesis of

ORF1 and its processing in S10-3 cells was analyzed by Immune-

precipitation (IP) and Western blot (WB). Of the PCP constructs, six

‘Cys’ (C457A, C459A, C471A, C472A, C481A, C483A) and three

‘His’ (H443L, H497L and H590L) mutants completely abolished

RNA replication. Alignment of a.a. sequences further mapped a

highly conserved ‘Gly’ triplet(G815-G816- G817) in the downstream

X-domain, homologous to rubella virus(RuV) protease sub-

strate(G1299-G1300-G1301). The two(G816 V and G817 V) of the

X-’Gly’ constructs completely abrogated whereas the G815 V mutant

allowed the viral replication, similar to RuV sequences. All seven

PCP(nts. 1340-1801)- and ten X-(nts. 2396-2910) ‘sequential nucle-

otide mutant0 constructs that conserved a.a. residues, allowed GFP

production. IP/WB analysis of in vitro translation yielded the

expected * 191 kDa band, comparable to f.l. ORF1(* 182 kDa).

IP/WB analysis of ex vivo synthesized ORF1 showed two supposedly

processed fragments of * 60 kDa(anti-His) and * 35 kDa(anti-

HA), as reported previously. However, we could not detect either a f.l.

ORF1 or other forms. In conclusion, the indispensability and func-

tional effects of ORF1 ‘PCP-catalytic’ and ‘X-substrate’ residues on

HEV replication, supports a viral protease activity that needs further

validation.
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Long term transplant outcome of hepatitis B virus and hepatitis
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Background/aim: Hepatitis B virus (HBV) and hepatitis delta virus

(HDV) coinfection often leads to severe chronic hepatitis and cir-

rhosis. Data on long term outcome of liver transplantation (LT) for

coinfected patients is limited. The aim of this study was to assess the

prevalence of HBV and HDV coinfection in our transplant population

and to evaluate its long term impact on LT.

Methods: Between January 1990 and December 2011 a total of

133(106 males and 27 females) patients were transplanted at our

center for HBV related cirrhosis. 32(24%) patients were coinfected

with HDV while 70 patients tested negative for HDV. The HDV

status was not available for 31 patients. All patients received post

transplant combination therapy with nucleos(t)ide analogue and

anti-hepatitis B immunoglobulins. Breakthrough infection was

defined as re-emergence of HBV-DNA or HBsAg while on

treatment.

Results: Patients were followed for an average of 82 months (range

1-274). Post LT survival and HBV recurrence during the follow up

period were 89% and 11%, respectively. All 15 patients developed

breakthrough infection while on monotherapy and were controlled

with switching or adding another oral agent. Factors associated

with disease recurrence included: younger age(44vs51.4 years,

p = 0.0162), positive pretransplant HBeAg (60%vs14%,

p \ 0.005), detectable pretransplant HBV-DNA (80%vs37%,

p = 0.008), and positive post transplant HBsAg (80%vs4%,

p \ 0.005).

Patients with HBV and HDV coinfection were similar to HBV

monoinfected patients in terms of age at time of transplantation

(47vs51 years, p = 0.14), pretransplant model for end stage liver

disease (MELD) score (22vs20, p = 0.28), and disease recurrence

post LT (6%vs11%, p = 0.41). Delta infection was not a significant

predictor of death as none of the patients who had HDV died.

Conclusion: Despite the aggressive course of HBV and HDV coin-

fection in immunocompetent patients, LT outcome is similar to HBV

monoinfection.
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Role of antiviral therapy in management of hepatocellular
carcinoma

Yong-Song Guan

West China Hospital of Sichuan University, Chengdu,

China

Globally, hepatitis B virus (HBV) and/or hepatitis C virus (HCV)

infection lead to liver fibrosis and cirrhosis, which in turn causes

resultant hepatocellular carcinoma (HCC). Frequently, HCC recurs

very soon even after potentially curative treatment such as surgical

interference or loco-reginal ablative therapies. Chronic HBV/HCV

infection is often responsible for this recurrence, through secondary

carcinogenesis. Antiviral therapy after curative treatment of HCC

plays an important role in preventing or postponing recurrence and

improves survival in patients with HBV/HCV infection related

HCC. This article reviews worldwide epidemiology of HBV/HCV

infection, the association of viral infection with HCC, mechanism

of hepatitis virus related hepatocarcinogenesis, and the paramount

importance of antiviral therapy in management of HCC.
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Interleukin-17A contributes to Murine Hepatitis Virus Strain
3-induced hepatic injury in mice

Yulei Lu, Tao Chen, Xiaojing Wang, Ming Wang, Lin Zhu,
Weiming Yan, Xiaoping Luo, Qin Ning

Department of Infectious Disease, Tongji Hospital, Tongji Medical

College, Huazhong University of Science & Technology, Wuhan,

China

Interleukin (IL)-17A has been found to associate with the pathogen-

esis of severe liver diseases, but its role in viral hepatitis is still less

well elucidated. In this study, we examined the role of IL-17A in a

model of murine hepatitis virus strain 3 (MHV-3)-induced hepatitis in

C3H/HeJ mice. We found serum IL-17A, liver IL-17A mRNA and

liver IL-17A protein increased dramatically after MHV-3 infection,

and all of them peaked on day 10 after MHV-3 infection. The major

of liver IL-17A-producing T cells at the early stage were CD4+ T cells

and at the later stage were TCRcd+ CD3+ CD4- CD8- (TCRcd+ DN T)

cells. After neutralization of IL-17A, the survival rate in MHV-3-

infected mice was dramatically increase, accompanied by ameliora-

tion of liver histopathology and decreased in the ALT levels.

Moreover, neutralization of IL-17A also led to a decrease in the pro-

inflammatory cytokines/chemokines, such as IL-1b, IFN-c, TNF-a,

CXCL1, and CXCL2 and diminished neutrophil infiltration in the

liver after MHV-3 infection. Together, these results indicate that

IL-17A is associated with liver injury in MHV-3-induced hepatitis.
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CD4-CD8-T cells contribute to the persistence of viral hepatitis
By striking a delicate balance in immune modulation

Xiaojing Wang1, Weiming Yan1, Yulei Lu1, Tao Chen1,
Ying Sun1, Wei Guo1, Hongwu Wang1, Di Wu1, Dong Xi1,
Xiaoping Luo2, Qin Ning1

1Department of Infectious Disease, 2Pediatrics department, Tongji

Hospital, Tongji Medical College, Huazhong University of Science

& Technology, Wuhan, China

Background and aims: Viral hepatitis remains the most common

cause of liver disease and a major public health problem. Here, we

focus on the role of CD4 CD8double negative T (DN T)

cells involved in the mechanisms of viral persistence in

hepatitis.

Methods: C3H/HeJ mice infected with murine hepatitis virus strain 3

(MHV-3) were used to display chronic viral hepatitis. The DN T cells

were adoptively transferred into MHV-3 infected C3H/HeJ mice. The

survival rate as well as the liver histopathology were detected in the

recipient mice. The proportion, cell surface marker, cytokine profile

and function of DN T cells in the MHV-3 infected C3H/HeJ mice

were examined.

Results: DN T cells dramatically increased in MHV-3 infected

mice, and peaked between day 12 and 15. Adoptive transfer of DN

T cells from MHV-3 infected mice led to a significant increase in

mice survival from 23.33% to 46.67%, and improved the liver

histology of recipient C3H/HeJ mice. The DN T cells expressing a
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unique phenotype of TCRab+CD4-CD8-CD25-CD28-CD30-CD44+

had an enhanced production of IFN-g and IL-2 after MHV-3

infection. These DN T cells are able to kill virus-specific CD8+ T

cells via the Fas/FasL dependent pathway.

Conclusions: Our study identified DN T cells contributing to viral

persistence in MHV-3 induced hepatitis in C3H/HeJ mice, which

provides a rationale for modulating DN T cells for the management of

viral hepatitis.
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Treatment of chronic hepatitis D patients with pegylated
interferon

Zaigham Abbas1, Muhammad Sadik Memon2,
Hammad Mithani1, Saeed Sadiq Hamid1, Wasim Jafri1

1The Aga Khan University Hospital, Karachi, 2Isra University

Hospital, Hyderabad, Pakistan

Background: Published experience of treating chronic hepatitis D

patients with pegylated interferon alpha (PEG-IFN) is limited. The

aim of this study was to determine the efficacy and safety of 48 weeks

treatment with PEG-IFN for naı̈ve patients.

Methods: Patients of chronic hepatitis D with compensated disease,

HDV RNA positive and elevated alanine aminotransferase (ALT)

received treatment with PEG-IFN. The primary end points were

clearance of HDV RNA at week 48 and normalization of ALT

levels.

Results: Ninety-nine patients were treated with standard doses of

pegylated interferon alpha; male 88, median age 30 years (range

15-55). Cirrhosis was present in 40 patients. Eighty-nine patients have

completed 48 weeks of therapy Clearance of HDV RNA at the end of

treatment was achieved in 42/89 patients (47%) and normalization of

ALT in 31 (35%). The efficacy of peginterferon was sustained in

19/73 (26%) of the patients who have completed 24 weeks follow-up.

Negative HDV RNA at 24 weeks of treatment was strongly associ-

ated with sustained virological response (p = 0.002). Four patients

decompensated; 3 during treatment and one during follow up period.

Conclusions: Treatment with PEG-IFN for hepatitis D is of limited

efficacy as 48 weeks of treatment succeeded in obtaining sustained

HDV RNA clearance in only about one fourth of patients. Negative

HDV RNA at 24 weeks of treatment is a good predictor for sustained

virological response.
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Risk factors of hepatitis D virus infection in Turkey

Mehmet Demir1, Murat Muhammet Celik2

1Gastroenterology, 2Internal Medicine, Mustafa Kemal University,

Hatay, Turkey

Background: Hepatitis D virus (HDV) may cause acute and chronic

liver disease in patients infected with hepatitis B virus (HBV). This

study was aimed to analyze the clinical fetaures and possible risk

factors for HDV infection in Turkey.

Methods: This retrospective study was performed with the patients

with HDV infection at the Mustafa Kemal University in Turkey

between 2009 and 2012. Demographic and clinical characteristics of

patients infected with HDV were recorded. Results are expressed as

mean ± standard deviation (SD). Analysis was done with x2 for cate-

gorical variables and the Student’s t test for continuous variables. P

values below 0.05 were considered statistically significant in all analyses.

Results: Of the 1153 HBsAg positive individuals tested for the

presence of the HDV antibodies, 52.5% (594/1153) were male and

48.5% (559/1153) were female. The average age was 46.7 (range

16-78) years. Totally 36 (3.1%) HDV infection were diagnosed

among 1153 chronic HBV infection. Twenty-one (58.3%) of patients

infected with HDV were male, 41.7 % (15/36) were female. The

average age was 45.4 (range 25-64) years. Univariate analysis showed

that male, the presence of HDV infection in the family, long-term

([ 5 year) HBsAg positivity, anti-HBe positivity and cirrhosis of the

liver were risk factors for anti-HDV positivity.

Conclusions: This study has been shown to be 3.1% seroprevalance of

HDV in Turkey. Male, presence of HDV infection in the family, long-

term ([5 year) HBsAg positivity, anti-HBe positivity and cirrhosis of

the liver were risk factors in patient with HDV infection in Turkey.
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Evaluate performance of serologic assays in non-endemic area
with genotype 1, 3 and 4 hepatitis e virus infection
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Table 1 Methods for diagnosis of definite acute hepatitis E with RT-PCR (+) (total number=309)

Positive (N) Sensitivity (%) Specificity (%) PPR (%) NPR (%) +LR -LR ROC (95CI%) p-

value

Single assay of different brands

IgM, ALDATIS
48 80.00 87.41 24.5 98.8 6.36 0.23 0.837 0.791-0.876 0.0001

IgM, LTC
23 66.67 95.58 43.5 98.3 15.08 0.35 0.811 0.763-0.853 0.0001

IgM, MPD
52 80.00 86.05 22.6 98.8 5.74 0.23 0.830 0.784-0.870 0.0001

IgM, RW
47 93.33 88.44 29.2 99.6 8.07 0.08 0.909 0.871-0.938 0.0001

IgG, ALDATIS
120 80.00 62.93 9.9 98.4 2.16 0.32 0.715 0.661-0.764

IgG, LTC
55 73.33 85.03 20.0 98.4 4.90 0.31 0.792 0.742-0.836 0.0001

IgG, MPD
112 73.33 65.31 9.7 98.0 2.11 0.41 0.693 0.638-0.744

IgG, RW
77 86.67 77.89 16.7 99.1 3.92 0.17 0.823 0.776-0.864 0.0001

Positive either IgG or M of same brand

ALDATIS
128 93.33 60.88 10.9 99.4 2.39 0.11 0.771 0.720-0.817 0.0001

LTC
55 73.33 85.03 20.0 98.4 4.90 0.31 0.792 0.742-0.836 0.0001

MPD
97 80.00 70.75 12.2 98.6 2.73 0.28 0.754 0.702-0.801 0.0001

RW
87 100.00 75.17 17.0 100.0 4.03 0.00 0.876 0.834-0.910 0.0001

Positive either one of different brands of IgM

ALDATIS/LTC
49 86.67 87.41 26.0 99.2 6.89 0.15 0.870 0.828-0.906 0.0001

ALDATIS/

MPD 97 80.00 70.75 12.2 98.6 2.73 0.28 0.754 0.702-0.801 0.0001

ALDATIS/RW
55 93.33 85.71 25.0 99.6 6.53 0.08 0.895 0.856-0.927 0.0001

LTC/MPD
54 86.67 85.71 23.6 99.2 6.07 0.16 0.862 0.818-0.898 0.0001

LTC/RW
49 100.0 88.10 30.0 100.0 8.40 0.00 0.940 0.908-0.964 0.0001

MPD/RW
61 93.33 83.67 22.6 99.6 5.72 0.08 0.885 0.844-0.918 0.0001

Performance of different assays and regimens
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Diagnostic Center, Centers for Disease Control, 6Department of

Medical Research and Education, Taipei Veterans General Hospital,

Taipei, Taiwan R.O.C.

Background/aims: Variant performance of serum assays for hepatitis

E virus (HEV) may impact the diagnosis. We evaluated eight assays

and ten regimens for acute HEV infection (AHE).

Methods: This study enrolled 300 patients0 serum stored in

‘‘Centers for Disease Control’’ due to suspected AHE since 2004.

Besides, another 32 serum samples of AHE stored in Taipei Vet-

erans General Hospital from January 1990 to April 2001 were also

included. This study compared screening and diagnostic perfor-

mance of EIAgen HEV IgG/M (ADALTIS), recomWell HEV

IgG/M (MIKROGEN), HEV IgG/M ELISA 3.0 (MP Biomedicals)

and in-house kits, HEVLPs (HEV virus-like particles) IgG/M,

provied by Dr. Tian-Cheng Li. Regimens combing different assays

were also evaluated. Positive result of RNA by RT-PCR was used

as the gold standard.

Results: Assays generally had good performance of the negative

predict rate (98.3%-99.6%) and various performance of sensitivity

(66.67%-93.33%) and specificity (62.93%-95.58%). The recomWell

IgM was the most appropriate assay with the greatest AUROC (0.909)

and sensitivity (93.33%). The regimen combing IgG and IgM from

the same brand didn’t improve performance. Contrarily, the regimen

using IgM ELISA from two different assays showed much

improvement. The combination of recomWell IgM and HEVLPs IgM

had the best performance. The results of each assays and regimens

were also similar in genotype 4 group.

Performance of assays for diagnosis of AHE

Assay and

regimen

Positive

(N)

Sensitivity

(%)

Specificity

(%)

PPR

(%)

NPR

(%)

ROC

(95%CI)

p-

value

recomWell

HEV IgM
47 93.33 88.44 29.2 99.6 0.909(0.871-

0.938)
0.0001

EIAgen HEV

IgM
48 80.00 87.41 24.5 98.8 0.837(0.791-

0.876)
0.0001

HEV IgM

ELISA

3.0

52 80.00 86.05 22.6 98.8 0.830(0.784-

0.870)
0.0001

HEVLPs IgM 23 66.67 95.58 43.5 98.3 0.811(0.763-

0.853)
0.0001

recomWell

HEV IgM

or

HEVLPs

IgM

49 100.0 88.10 30.0 100.0 0.940(0.908-

0.964)
0.0001

Conclusion: The recomWell IgM had the best performance for

diagnosing AHE in Taiwan and we propose an diagnostic algorithm

combining recomWell IgM and HEVLPs IgM in nonendemic areas

(Table 1, Figs. 1 and 2).
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Clinical features of hepatitis E in Russian Federation

Elena Yu. Malinnikova1, Elena V. Shibrik2, Vera G. Koptyug3

Fig. 1 Diagnostic flow chart of hepatitis E

Fig. 2 Flow chart of study design
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Background: Hepatitis E virus (HEV) causes acute self-limited

infection in vast majority of cases. Russia has previously been con-

sidered non-endemic for hepatitis E (HepE) with rare cases attributed

to travel to endemic regions. Currently the majority of HepE cases in

Russia are autochthonous.

Aim: to determine clinical features of acute autochthonous hepatitis E

in Russia.

Methods: 102 patients with HepE were prospectively followed in

2009-2011: 14 patients from HepE outbreak (group I, Vladimir

region, 2009), and 88 sporadic cases of HepE (group II, Vladimir

region and Belgorod region, 2009-2011). Diagnosis was based on

analysis of biochemical markers (bilirubin, ALT, AST), laboratory

markers (serum anti-HEV IgM/IgG, HEV RNA) and physical

examination of patients. Severity of disease was determined based on

evidence of toxic syndrome and jaundice.

Results: All 10 HEV RNA positive patients(mostly male; mean age

of 66.9 in group I and 52.4 in group II) had genotype 3 HEV infection.

HepE was moderate-to-severe in most cases, with dyspeptic syn-

drome, jaundice, dark urine and light-colored stool. Mild hepatitis

without jaundice and unapparent infection was detected in 6.6% in

group II and 0,0% in group I.

Elevated levels of bilirubin (up to 10xULN) and ALT (up to

40xULN) were observed in both groups. Patients with moderate-to-

severe hepatitis in group I had significantly longer ([ 3 weeks) elevated

bilirubin levels (up to 3xULN), with ALT normalization by 20th day of

illness. In group II 31.2% patients had cholestatic hepatitis. Fulminant

liver failure was observed in 1 patient from group II (1.1%), with sig-

nificant immune deficiency and concomitant gastrointestinal

pathology.

Conclusions: Clinical features of HepE observed in Russia are typical

for acute hepatitis. However some peculiarities were observed: more

severe dyspeptic symptoms and longer elevation of bilirubin levels.

Testing for HEV markers is recommended for all patients with acute

hepatitis of unknown etiology.
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Combine serum HAV RNA to Anti-HAV IgM increases sensitivity
for diagnosis of acute hepatitis A
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Chulalongkorn University, Bangkok, 2Department of Medicine,

Bueng Kan Provincial Hospital, Bueng Kan, 3Faculty of Medicine,
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Virology, Chulalongkorn University, Bangkok, Thailand

Objective: This study aimed to determine diagnostic yield of acute

hepatitis A virus (HAV) infection by serum HAV RNA and anti-HAV

IgM in acute presentation of hepatitis A.

Methods: Two-hundred and five patients with clinical acute hepatitis

during epidemic of HAV during June-August 2012 at Bueng Kan

province, Thailand were recruited. Demographic and clinical data of

patients were recorded. Anti-HAV IgM and HAV-RNA detection

were performed by ELISA and RT-PCR, respectively. Sensitivity for

diagnosis of acute HAV was analyzed.

Results: One hundred and twenty-six males and 79 females, median age

of 21 years were included. All patients had clinical of acute viral hep-

atitis with median time between initial symptom and hospital of 4 days

(range from 1-30 days). Of those, 178 patients was established diagnosis

of acute hepatitis A by either positive Anti-HAV IgM and/or positive

HAV-RNA. Sensitivity of diagnosis by Anti-HAV IgM and detectable

HAV-RNA was 95.5% (170/178) and 61.8% (110/178), respectively.

All cases that got additional diagnosis from molecular techniques are all

presented less than five days after onset of clinical presentation (Fig. 1).

Combine HAV-RNA with anti-HAV IgM test raised diagnostic yield for

7.2% (8/111) in early acute infection (less than 5 days). Molecular

characterization of all HAV RNA showed HAV genotype IA.

Conclusions: Diagnosis yield of serologic testing was high during

acute epidemic hepatitis. However, molecular techniques (HAV-

RNA) appear to be complementary for diagnosing HAV infection

during early acute infection.

Topic: 10 Other Viral Hepatitis

Absno: 703

Possible water-borne HEV infection in a non-hyperendemic
region

Mikhail I. Mikhailov, Elena Yu. Malinnikova, Olga V. Isaeva,
Ilya V. Gordeychuk, Sergey A. Solonin, Ilya A. Potemkin,
Karen K. Kyuregyan

Chumakov Institute of Poliomyelitis and Viral Encephalitides,

RAMS, Moscow, Russia

Background: Hepatitis E virus (HEV) infection in non-hyperendemic

regions is considered to be mainly transmitted by consumption of

contaminated swine meat and/or offal, but not water-borne. Here we

present evidence of HEV transmission with contaminated water in a

non-endemic region.

Methods: An outbreak of autochthonous hepatitis E involving 12

patients was investigated in Kovrov, a small city in European part of

Russia. 41 inhabitants of houses where patients with hepatitis E lived

were tested for anti-HEV and HEV RNA along with archived serum

Fig. 1 Serum Anti-HAV IgM level, HAV-RNA detection and

duration after initial clinical presentation. (Highlight markers dem-

onstrate additional diagnostic acute HAV infection cases)

S454 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



samples from 122 blood donors and 36 pregnant women obtained

1 year before the outbreak. 219 samples of swine feces and several

samples of sewage water from a large pig farm situated in this region

were tested for HEV RNA.

Results: All patients (mean age 67.3 [31-81]) were anti-HEV IgM/

IgG-positive, 3 patients had HEV RNA in blood. Hepatitis symptoms

were mild to moderate in all cases.The only significant risk factor of

infection was drinking of unboiled water from water supply system on

the next day after accidental water shutdown. Two additional

asymptomatic anti-HEV IgM/IgG positive cases were identified in

houses where patients with hepatitis E lived. Prevalence of anti-HEV

IgG among inhabitants of these houses was more than two times

higher compared to observed in healthy individuals in Kovrov one

year before the outbreak (26.8% vs. 12.3% in blood donors and 2.8%

in pregnant women). Prevalence of HEV RNA in swine feces was

15.5% (34/219). HEV RNA was also detected in sewage sample.

Sequence analysis demonstrated [ 95% homology between human

HEV isolates, all belonging to genotype 3, with only 80% homology

with swine strains.

Conclusions: In non-hyperendemic regions genotype 3 HEV can be

transmitted from swine to human with contaminated water in a way

similar to observed for genotype 1 HEV in hyperendemic regions.
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Epidemiology and prevention of HDV infection in MONGOLIA

Oidov Baatarkhuu, Genden Zulkhuu, Nymdavaa Tuvshinjargal

Department of Infectious Diseases, Health Sciences University of

Mongolia, Ulaanbaatar, Mongolia

Background and aim: Hepatitis D virus is one of the major causes of

liver cirrhosis and hepatocellular carcinoma in Mongolia. However,

viral hepatitis is still one of the serious public health concerns in

Mongolia, and little is known about HDV infections in Mongolia at

the genetic level.

Materials and methods: The present study was conducted serum

samples obtained from a total of 498 subjects between 2003 and 2009,

including 110 patients with AH, 207 patients with CLD and 181

children from the capital city and rural areas were tested for sero-

logical and molecular markers of HDV infection.

Results: Among the patients with AHB, 2 patients had anti- HDV,

indicating that the 2 patients contracted co-infection of HBV and

HDV. There were 30 HBV carriers who had detectable HBsAg and

anti-HDV, but were negative for both anti-HAVIgM and anti-

HBcIgM, suggesting that they acquired type D AH due to superin-

fection of HDV on a background of CHB infection.

Among the 207 patients with CLD, the patients with HCC (58.8

+ -9.2 years) were significantly older than those with CH(45.8

+ -9.4 years) and those LC (48 + -13.5 years) p \ 0.0001. Anti-HDV

was detected in 128 patients 62% and HDV RNA 117patients 57%.

Dual infection of HBV and HDV is 27%, triple infection of HBV,

HCV, HDV is 30%.

The prevalence of anti-HDV among the children was 6.1% (11/

181) with no significant association with age, sex,residence, ethnicity,

and housing type. Among All HDV RNA positive samples isolates

obtained in the present study 100% were classified in to genotype 1.

Conclusions: HDV infection is highly prevalent in Mongolia. An

extremely high prevalence of anti-HDV was identified among an

apparently healthy populations in Mongolia. These results suggest

that parenteral exposures in health care settings and household

transmission are the main transmission among Mongolian children.
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Aim: We investigated the prevalence of hepatitis B virus(HBV) and

hepatitis C virus(HCV) among general population in Cambodia,

where hepatitis viral infections might remain an important health

problem. Based on the results, We aimed to consider the prevention

strategy in cooperation with Ministry of Health in Cambodia.

Methods: Sero-epidemiological study was performed 4 times among

adults over the age of 18 in Siem Reap Province, Cambodia from Feb.

2010 to Aug. 2012, consisting of questionnaire about health and life and

serologic test for determining HBV and HCV infections after obtaining

informed consents. This study approved by the ethical committee of

Hiroshima University and that of Ministry of Health in Cambodia.

Results:

1. Questionnaire

1) Total subjects were 485 adults, including 194 males and 291

females. Average age was 40.7 ± 14.7 years as of 2012.

2) 62.5% of subjects did not feel healthy and 41.2% of them

had a history of illness or serious injury. Almost every

female had pierced holes(99.0%).

2. Serologic testing

1) Prevalence of HBs Ag was 4.6%(95%CI: 2.7-6.4, 22/483).

That of males was 6.2% and females was 3.5%.

2) Prevalence of anti-HCV was 5.8%(95%CI: 3.7-7.9,

28/483). That of males was 5.7% and females was 5.9%.

Among them, 11 subjects with high or medium titer were

positive for HCV RNA.

3) Prevalence of anti-HBs was 30.2%(95%CI: 26.1-34.3,

146/483) and that of anti-HBc was 38.5%(95%CI: 34.2-

42.8, 186/483) .

Conclusion: This is the epidemiological report about HBV and HCV

infections among general population in Cambodia. In this study, the

prevalence of HBV carriers and that of HCV carriers among adults in

Cambodia were higher than that of same age groups in Japan. And the

prevalence of anti-HBs and anti-HBc, which show rate of exposure to

HBV infections, were high. We now continue the study about relation

with vaccination and virological analysis.
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Hepatitis E virus (HEV) is a cause of acute hepatitis in humans and

recent studies have demonstrated that hepatitis E is a zoonotic dis-

ease. A total of 588 monkey serum samples were collected during

2004 and 2009 from the Primate Research Institute of Kyoto

University, and used to detect antibodies against HEV by an enzyme-

linked immunosorbent assay and HEV RNA by RT-PCR. The posi-

tive rates of anti-HEV IgG during six years were 0% in 2004, and

drastically increased to 20% in 2005 and 78.5% in 2006, and then

gradually decreased to 35.9% in 2009, suggesting that an extensive

outbreak due to HEV has occurred in the facility during 2004 and

2006. A HEV strain was isolated in the stool collected in 2009 from a

Japanese monkey, and HEV genome was constantly detected from

this monkey serum from 2006 to 2009 indicating the HEV infection is

persistent in this animal. Phylogenetic analysis of the HEV genome

indicated that the HEV monkey strain belongs to genotype 3. The

monkey strain grew in PLC/PRF/5 cells, and transmitted to cyno-

molgus monkey by intravenous injection, demonstrating that the

monkey secreted infectious HEV.

Topic: 10 Other Viral Hepatitis

Absno: 878

The sero-epidemiological study on the prevalence of hepatitis B
And C virus infections among general population In BinhThuan,
Vietnam

Son Huy Do1,2, Junko Matsuo1, Tomoyuki Akita1, Keiko
Katayama1, Nhon Van Nguyen2, Junko Tanaka1

1Department of Epidemiology, Infectious Disease Control and

Prevention, Institute of Biomedical and Health Sciences, Hiroshima

University, Hiroshima, Japan, 2Provincial Department of Health of

Binh Thuan Province, Binh Thuan, Vietnam

Aim: We investigated the prevalence of hepatitis B virus (HBV) and

hepatitis C virus (HCV) infections among general population in

Vietnam, where these infections remain major health problems.

Method:

– In March 2012, a cross-sectional study consisting of questionnaire

survey on demographic characteristics and risk factors, and

serologic testing for determining HBV and HCV infections was

conducted among the adults in Binh Thuan, Vietnam with the

approval of the Ethics Committee of Hiroshima University and

that of Department of Health of Binh Thuan Province.

Subjects were randomly selected using multistaged sampling method.

Sample size was calculated based on anticipated HBsAg(+) rate

among general population in Vietnam (20.0%) and the study’s con-

fidence level (95%) and precision (5%).

– -In September 2012, confirmation survey was performed for

determining HBV carriers and detecting incident HBsAg-positive

cases among initial participants.

Results:

1. Subjects:

169 participants, including 59 males (34.9%) and 110 females

(65.1%), aged from 20 to 75 were enrolled in initial survey. Of them,

150 individuals (88.8%) subsequently participated in confirmation

survey.

2. Initial survey:

– Prevalence of HBsAg, HBsAb, and HBcAb were 18.3%

(95% CI: 12.5-24.1%), 62.7% (95% CI: 55.4-70.0%), and

72.2% (95% CI: 65.4-79.0%), respectively.

– HBV genotyping of 31 HBV DNA-positive samples showed

that 27 cases (87.2%) were classified as genotype B, 2 cases

(6.4%) as genotype C, and 2 cases (6.4%) as unidentifiable.

– Age, family history of liver diseases and history of skin-

cutting cure were found to be statistically associated with

HBV infection.

– Prevalence of HCV antibody was 1.8% (95% CI: 0-3.8%)

3. Confirmation survey:

– HBV carrier rate was 16.8% (95% CI: 11.1-22.4%).

– No incident HBsAg-positive case was observed during

6-month period.

Conclusion: In Vietnam, HBV carrier rate is still high with the

predominance of genotypes B, whereas HCV infection is of low

endemicity. Household contact and percutaneous exposure are risk

factors for HBV infection.
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Hepatitis A infection is self limited,usually asymptomatic infec-

tion.Some adult cases may have severe hepatitis A infection

rarely.We present a case who had relapsing and longterm cholestatic

form hepatitis A.

Case: A 25-year-old man with jaundice,itching,loss of appe-

tite,abdominal discomfort.Symptomatic treatment given to the

patient,better after complaints.A week later, diagnosed with acute

hepatitis A. After one month follow-up,serum Alanine aminotrans-

ferase(ALT) and bilirubin values were normal.After two month at first

attack the patient had jaundice and itching again.Physical examina-

tion was normal except for jaundice of the all body.Serum levels

were:ALT 86 U/L(Normal:7-40 U/L),Aspartate aminotransfer-

ase(AST) 91 U/L(Normal:7-40 U/L),alkaline phosphatase 233

U/L(Normal:7-40 U/L),gamaglutamil transferase 28 U/L(N:7-40

U/L),serum total bilirubin 46.5 mg/dL(Normal:0.1-1 mg/dL),direct

bilirubin 33.86 mg/dL(Normal:0-0.25),protrombin time(PTT) 13.6

sec,active protrombin time 28.7 sec,INR 1.2. Serum antiHAV

Ig M(+),HBsAg(-),antiHCV(-),antiHEV(-),Ebstein Barr Virus

VCAIgM(-) and IgG(+),Cytomegalovirus IgM(-) and IgG(+),immu-

nologic tests for rheumatoid factor,cryoglobulin,antinuclear

factor,antimitochondrial antibodies,and anti-smooth muscle antibod-

ies were(-).Thyroid functions were normal and glucose-6-phosphate

dehydrogenase deficiency was excluded.Ultrasonography of the

abdomen showed the liver and spleen to be the normal size.It was

decided to treat him with UDCA of protracted jaundice, intense

pruritus, and a marked increase in bilirubin level.The treatment was

then replaced with prednisone at a dosage of 1 mg/kg/day after

12 days.Most of the clinical symptoms then disappeared, and serum

bilirubin level decreased from 48 mg/dL to 17.6 mg/dL within 7 days

(Fig. 1).Prednisone treatment was gradually tapered over a 10-week
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period; this was followed by a complete recovery. No clinical or

biochemical deterioration was observed after discontinuation of

therapy. One year later the patient remains well with no further

relapses.There is few presented case reports in the literature about the

use of corticosteroids in the prolonged cholestatic form of hepatitis

A.We decided that it would be beneficial in relieving symptoms and

improving serum biochemistry like this case.
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Background/aim: The study of prevalence is essential to understand

the risk of disease in population. Viral hepatitis represents an

important public health concern in Nepal, where hepatitis E virus

(HEV) infection causes most of the hospitalized acute hepatitis dis-

ease (mainly Jaundice) in Kathmandu and the surrounding area.

Hepatitis E virus (HEV) is the major cause of waterborne epidemics

of hepatitis in the developing countries of Central and Southeast Asia

and Northern. Formerly known as epidemic hepatitis or enterically

transmitted non-A, non-B hepatitis (ETNANBH), hepatitis E is

hyperendemic in Nepal. This study aimed to assess the trends of

hepatitis E virus (HEV) in serum of a jaundice patient who has been

suffering from the last six month in the urbanized setting of Kath-

mandu Valley.

Methods: Blood samples were collected from the clinically diag-

nosed jaundice patients and Serum was separated and stored at -20�C

until the analysis. Different biochemical test (Bilirubin, Alanine

transaminase (ALT) and Alkaline phospthatase (ALP) were per-

formed on serum to confirm the diagnosis of Jaundice .AntiHEV

antibodies (IgM) in sera of jaundice patients were tested by using

third generation ELISA tests.

Results: We found 43.33% (39 out of 90) of overall jaundice patients

were sero-positive for the anti HEV IgM.The prevalence of sero-

positive for HEV in male and female jaundice patients were

46.29%(25/54) and 38.9%(14/36) respectively. The infection of HEV

among jaundice patients is highest 69.23 %(27/39) in younger age

(less than 25 years) followed by 17.94 %(7/39) in Adult age

(25-40 years) and 12.82 %(5/39) in old age (above 40 years).

Conclusion: Seroprevalence of anti-HEV IgM has found to be

43.33% in jaundice patients in Kathmandu valley and more common

in younger patients.
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Introduction: Hepatitis E virus (HEV) is a hepatotropic RNA virus

with four genotypes. Genotypes 1 and 2 infect only humans, whereas

genotypes 3 and 4 also infect several mammalian species. HEV

infection is common in several developing countries; in these areas, it

has primarily a waterborne, human-to-human transmission, and cau-

ses acute hepatitis. In recent years, sporadic human HEV infections

have been reported from developed countries; these appear to be

related to zoonotic transmission, are with genotype 3 or 4 HEV, and

are also associated with chronic hepatitis among immunosuppressed

persons. In India, a hyperendemic region, genotype 1 and 4 HEV have

been isolated from humans and pigs, respectively, and further data are

needed to determine whether non-1 HEV genotypes cause human

disease.

Method: Sera from 300 patients with acute sporadic hepatitis E

(typical clinical picture and detectable serum IgM anti-HEV) were

tested for HEV RNA using a Taqman real-time polymerase chain

reaction assay. For specimens with detectable HEV RNA, a segment

of HEV ORF1 gene was amplified and sequenced in both directions.

The 307-bp sequences obtained after trimming the primer regions

were aligned with those from various HEV genotypes and subgeno-

types, and analyzed using phylogenetic tools.

Results: Of the 136 isolates that had detectable HEV RNA,

sequencing was done for 71. These sequences showed homology of

88.3% to 100% with each other. All the 71 patient sequences clus-

tered with genotype 1a prototype sequences, with homology rates of

90.3% to 95.3%. None of the patient sequences showed similarity

with genotype 2, 3 or 4 HEV; the homology of patient sequences with

prototype genotype 2, 3 and 4 HEV sequences was 68.4-74.6%, 60.7-

69.8% and 58.5-67.9%, respectively.

Conclusion: In India, genotype 1a is the most prevalent HEV

genotype responsible for disease, and human infection with other

HEV genotypes is either rare or non-existent.
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Background: HEV sub-genome is bi-cistronic and overlapping,

coding both ORF3 and ORF2. The closely placed initiation codons of

ORF3 and ORF2 raise the question of their efficiency in translation

initiation. We investigated the relative amounts of ORF3 and ORF2

formed form the subgenomic RNA using in-frame fire fly luciferase

(Fluc) as a reporter.

Methods: FJ457024 full length cDNA clone pSGHEV-HB was used

for all constructs.

Briefly, pSGHEV-HB-ORF2Fluc and pSGHEV-HB-ORF3Fluc

were constructed by fusing linker Fluc in-frame ORF2 and ORF3

respectively. The ORF3 and ORF2 ATG were mutated to GCA in

these constructs. A T7 promoter attached PCR product were used to

produce capped sub-genomic transcripts SG-ORF2Fluc, SG-ORF3-

Fluc, ORF2 ATG mutated SG-ORF2Fluc and SG-ORF3Fluc, ORF3

ATG mutated SG-ORF3Fluc and SG-ORF2Fluc. These subgenomic

RNA were electroporated in Huh7 cells and processed for luciferase

assay 20 h post electroporation.

Results: There was equal amount of luciferase activity from both SG-

ORF2Fluc and SG-ORF3Fluc electroporated cells. Mutations of

ORF3 ATG and ORF2 ATG abolished expression from SG-ORF3-

Fluc and SG-ORF2Fluc. Mutation of ORF3 ATG in SG-ORF2Fluc

and ORF2 ATG in SG-ORF3Fluc reduced the luciferase expression.

Graph 1

Conclusion: The ORF2 ATG was shown to be equally effective in

translation initiation as compared to the upstream ORF3 ATG, due to

a better Kozak consensus and secondly the short 5’ UTR of the sub-

genome could cause leaky scanning by ribosomes. The mutation of

one ATG had a negative effect on the other showing probable role of

RNA secondary structure in the translation initiation of HEV sub-

genomic RNA.
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Aim: We investigated the prevalence of hepatitis B virus(HBV) and

hepatitis C virus(HCV) among school students in Cambodia. This

preliminary data might be valuable to make the strategy of prevention

from hepatitis virus infection in Cambodia.

Method: Sero-epidemiological survey was performed in Sasar Sdam

Elementary School in Siem Reap province, Cambodia, in Feb. 2011

and Feb. 2012 among the 3rd grade students. The survey consisted of a

questionnaire and hepatitis screenings. After we informed enough and

obtained written consent from parents, they filled questionnaire sheet

and then hepatitis screening was done. Hepatitis viral markers

(HBsAg, anti-HBc, anti-HBs, anti-HCV), quantity of HBV DNA

and HCV RNA with NAT, and genotyping were tested in

Hiroshima University. This study is approved by the ethical com-

mittee of Hiroshima University and that of Ministry of Health in

Cambodia.

Results: Total number was 162 for questionnaire (74 males and 88

females), and 159 for hepatitis screening(73 males and 86 females).

Age distributed from 7 to 14 (average age:9.1 ± 1.1 y.o) and birth-

year was from 1998 to 2005. According to questionnaire, 37.6% of

parents answered that their child was not healthy, but not seriously.

79.5% of females had holes for piercing. HBsAg positive cases ware 5

(3.1%,95%CI:0.4-5.9%). They were all positive for HBV DNA,

genotype C. Anti-HBc was positive in 24 cases (15.1%,95%CI:

9.6-20.7%) and anti-HBs was positive in 23 cases (14.5%,95%CI:

9.0-19.9%). Only one case(0.6%,95%CI:0.0-1.9%) was positive for

anti-HCV, but HCV RNA was not detected.

Conclusion: The prevalence of hepatitis viral infection among stu-

dents in Cambodia hasn’t been known till this study. Prevalence of

HBV carrier was 3.1%, which is higher than that of same Japanese

generation. On the other hand, 76.7% of them were neither

HBV carrier nor previous HBV infected. Strategy for HBV infec-

tion is urgent problem even though universal vaccination was

introduced.
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Background and aims: Hepatitis E virus (HEV) is the causative

agent of acute hepatitis E. At least four genotypes of HEV have been

isolated from humans, swine, wild boar and deer. The recent dis-

covery of rabbit HEV in China and USA revealed that rabbits harbor

another important reservoir of HEV. However, it is unclear whether

rabbit HEV can infect human. The aim of the present study is to

determine the zoonotic potential and pathogenesis of rabbit HEV.

Methods: Two juvenile cynomolgus macaques and two rabbits were

inoculated with a rabbit HEV strain isolated from Beijing, China. Sera

and feces were collected weekly after inoculation. Anti-HEV anti-

body, HEV RNA and alanine aminotransferase in sera and HEV RNA

in feces were detected. Ten different types of tissues and organs of the

two infected rabbits including liver, bile, kidney, small intestine,

spleen, stomach, heart, brain, bladder and lung were collected during

necropsy subject to positive and negative strand HEV RNA detection.

Results: Both monkeys developed typical hepatitis, with liver

enzyme elevations, viremia, fecal virus shedding and seroconversion.

Comparison of the complete genome sequence of rabbit HEV passed

in the macaques with that of the inoculum revealed 99.8% nucleotide

identity. Rabbit HEV RNA (positive and negative strand) was

detectable in six of the ten kinds of tissues including liver, bile,

kidneys, small intestines, spleens and stomachs from the experi-

mentally infected rabbits, indicating extrahepatic replication may be a

common feature of HEV infection.

Graph 1
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Conclusion: Our data showed rabbit HEV is transmissible to cyno-

molgus macaques, suggesting that rabbit HEV may be a new source

of human HEV infection.

Topic: 10 Other Viral Hepatitis

Absno: 1467

Outcome of hepatitis in dengue hemorrhagic fever (DHF)
after administration of N-acetylcysteine (NAC) in Tengku
Ampuan Rahimah Hospital (HTAR)

Rajesh Kumar Paramasivam1, Mariana Ali2, Tarsha
Balaikerisnan1, Kuan Swen Choo1, Khang Law Zhe1,
Edmund Prakash Das1, Hakimah Mokhtar1, Vikneswaran
Vaithylingam1

1Tengku Ampuan Rahimah Hospital, 2Clinical Research Center,

Malaysia, Kuala Lumpur, Malaysia

Background: Dengue is endemic in Malaysia with incidence of liver

failure 3-5 %. NAC use is established in paracetamol poisoning but no

large studies in DHF. This is a retrospective study in HTAR from

December 2011-May 2012, looking at outcome of hepatitis in DHF

patients after administration of NAC.

Methodology: All dengue patients’ notes whose diagnosis was con-

firmed by presence of dengue IgM or dengue antigen NS1 were

collected. Patients with AST: 300-9999 mmol/l and AST [ 1000 m-

mol/l were defined as moderate and severe hepatitis respectively. NAC

was administered 10 mg in 250mls of normal saline over 1 followed by

2.5 mg/h maintenance until AST \ 300 mmol/l. Primary outcome was

length of hospital stay and time taken for AST \ 300 mmol/l.

Results: Total of 85 patients were confirmed dengue. 37(53.5%)

patients had mild or no hepatitis, 48 (56.5%) patients had moderate

[42(87.5%)] to severe hepatitis [6(12.5%)]. Total of 13(27.0%)

patients received NAC; 7 from moderate hepatitis group and all 6

severe hepatitis patients. Mean (SD) NAC administration was 2.4(2.9)

days. There was no difference in length of hospital stay (P = 0.055)

and duration of illness (P = 0.884) between the hepatitis and non-

hepatitis patients. The mean (SD) time taken for ALT reduction to

less than 300 mmol/l was much faster; 3.8 (2.5) days in patients

receiving NAC (P = 0.003) compared with controls: 4.7 (4.2) days.

The mean (SD) length of hospital stay was significantly (P = 0.009)

longer in hepatitis patients receiving NAC; 6.0 (2.4) days compared

with the controls: 4.7 (4.6) days.

Conclusion: NAC has a role in accelerating the normalization of liver

function but doesn’t reduce the duration of hospital stay. This may be

explained by the fact that NAC was given to patients who are more ill.

Larger randomized prospective studies are needed to look at the role

of NAC in dengue induced hepatitis.
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The new ELISA, recomWell HEV IgG, IgM (Mikrogen GmbH,

Germany), is based on state-of-the-art purified ORF2 fragments,

genotype 1 and genotype 3, which are immobilized on polystyrene

plates. The ELISA is designed for the sensitive and specific screening

of anti-HEV antibodies in sera from patients with a clinical picture of

acute non A, B, C hepatitis as well as in immunosuppressed patients

from intensive care hospitals. The diagnostic efficiency of the ELISA

is beneficial in the routine laboratory.

The evaluation includes: i) 63 HEV IgM and IgG double positive

samples with acute hepatitis signs and excluded A, B, C hepatitis, ii)

200 blood donor samples, iii) 135 clinical samples of patients with

potentially similar clinical pictures (acute HAV, EBV, CMV, Par-

vovirus B19 IgM and IgG double positives with serological signs of

acute infections, e.g. low IgG avidity findings in CMV and EBV

samples), iv) 125 samples from patients with specific immunological

engagements, that are pregnant women, SLE patients, IgM rheuma-

toid factor positives, and v) 50 potentially interfering samples, i.e.

lipemic, hemolytic and icteric samples.

The new recomWell HEV assays display highly specific (IgM

99.1%, IgG 98,3%) and sensitive (IgG 96.3%, IgM 96.8%) detection

of anti-HEV antibodies.
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Background: Hepatitis D virus (HDV) was identified in 1977 in

livers of Hepatitis B virus (HBV) infected patients. HDV assembly

and infection of susceptible cells require the presence of HBV surface

antigen (HBsAg) and therefore occurs as co- or super-infection to

HBV. Although universal HBV vaccination was introduced in 2003,

there are still more than 8 million HBV infected people living in

Vietnam. Hepatitis D is considered to be the most severe form of

hepatitis with accelerated progression to cirrhosis and hepatocellular

carcinoma. The prevalence of HDV in Vietnamese HBV-positive

patients is controversially discussed. For that, we determined the

prevalence of HDV in Vietnamese HBV-positive patients.

Methods: We developed a nested RT-PCR to detect HDV in sera of

well characterized HBsAg-positive patients from Northern Vietnam.

Sequencing and phylogenetic analysis were used for HDV

genotyping.

Results: The HDV-RNA prevalence observed in Vietnamese HBsAg-

positive patients is 15.4% (41/266). The serum transferase levels

(AST, ALT) as well as total and direct bilirubine were significantly

elevated in HDV-positive individuals (P \ 0.001). Sequencing

revealed that all processed samples were genotype I and clustered in

an Asian clade.

Conclusions: This is the first study showing HDV genome detection

in Vietnamese HBsAg-positive patients. Our HDV RT-PCR results

are in line with recent serological findings, confirming that HDV

infection is highly prevalent in Vietnam. This is in contrast to earlier

observations where HDV genome could not be detected by molecular

tests. Additionally, we demonstrated that HDV-genotype 1 is the
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predominant HDV-genotype. We conclude that molecular tests

should be used in routine diagnostics to detect HDV in HBsAg-

positive patients.
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Introduction: Hepatic dysfunction in Dengue fever (DF) varies from

mild increase in transaminases to severe injury with liver failure. Data

on hepatic dysfunction in DF, and its correlation with survival is

scarce. Aim of this study was to assess the frequency and severity of

hepatic dysfunction in DF, and to study its correlation with survival.

Methods: 2,009 patients were diagnosed to have DF (IgM Antibody

positive by ELISA) from July-Nov 2011. Records of 150 patients

(116 survivors, 34 non-survivors) were studied for clinical presenta-

tion, degree and frequency of liver involvement and outcome. Patients

were categorized according to WHO criteria: Classical Dengue fever

(CDF), Dengue haemorrhagic fever (DHF) and Dengue Shock syn-

drome (DSS). Statistical analysis was performed using t-test, chi

square and ANNOVA.

Results: Of the 150 patients, 76.7% had CDF, 14% had DHF and

9.3% had DSS. (mean age- 38.4 ± 10 years; male:female = 2.26:1).

Presenting symptoms were fever (100%), myalgias (46%) and

haemorrhagic manifestations (30.7%). Hepatomegaly was present in

12% patients and splenomegaly in 2%. Aspartate aminotransferase

(AST) and alanine aminotransferase (ALT) were deranged in 96.7%

and 95.9% patients respectively. Mean value of AST was significantly

higher than ALT [440.5 ± 117 U/L and 304.7 ± 69 U/L;

p = 0.0001]. Total bilirubin, alkaline phosphatase (ALP) and albu-

min were deranged in 19.3%, 42.1% and 50% patients respectively,

with mean (± SE) values of 1.16 ± 0.17 mg/dL, 118.6 ± 6.6 U/L

and 3.4 ± 0.05 g/dl respectively. Mean values of all biochemical

liver tests were significantly higher in DHF/DSS groups compared to

CDF group. Hyperbilirubinemia was significantly more common in

DHF and DSS groups compared to CDF group [33.3% vs 13.8%;

p = 0.039]. On multivariate analysis, serum bilirubin was found to

correlate with survival.

Conclusion: Hepatic involvement in dengue fever is almost uni-

versal. Hepatitis is more severe in DHF and DSS sub-groups

compared to CDF sub-group. Elevated serum bilirubin is a poor

prognostic marker.
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Background: Acute viral hepatitis (AVH) due to hepatitis A and E

are still endemic problem in Nepal. However, the incidence is

decreasing in recent years, probably due to improve in sanitary con-

dition. Although most of the patients recover, some patient still

develop serious complications. Acute kidney injury (AKI) is less

encountered complication of acute viral hepatitis. This study aimed to

find the frequency of kidney involvement in the form of acute kidney

injury in acute viral hepatitis A and E.

Methods: This is a prospective study carried from January 2006 to

December 2011 in Bir hospital and Norvic International hospital,

Kathmandu. Prevalence of AKI was seen in patients diagnosed with

AVH. AVH was diagnosed by clinical examination, liver function

test, ultrasound examination and confirmed by viral serology. The

demographic variables, patients history including smoking, alcohol

consumption and herbal medications, laboratory parameters and co-

morbid conditions were studied. AKI was defined when the creatinine

level was more than 0.5 mg/dL.

Results: Of 1832 patients, 68 (3.7%) had AKI. Patients with AKI

were predominantly male, heavy alcohol drinkers, and smokers. AKI

appeared more early in patients with history of herbal medications

and dietary restriction. At admission, patients with AKI had signifi-

cantly higher white blood cell counts and total bilirubin and gamma

glutamyl transferase. Out of 68 patients, 55 recovered spontaneously

with conservative treatment. 8 patients recovered after peritoneal

dialysis while 3 patients were subjected to hemodialysis. 2 patients

succumbed after developing acute renal shutdown.

Conclusion: The frequency of AKI was 3.7% in patients of AVH due

to A and E. Although most patients with AVH complicated by AKI

recovered with conservative treatment few required dialysis. Those

with risk factors like smoking, alcohol consumption, herbal medica-

tions should be followed carefully.
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Prognostic indicators of patients with acute hepatitis A:
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Background: According to the seroepidemiological shift in acute

hepatitis A (AHA), the severity, mortality, and complication of hep-

atitis A have increased in recent years. Thus, the aim of this study was

to identify predictive factors associated with poor prognosis among

patients with AHA.

Methods: A total of 304 patients with AHA admitted to our institu-

tion between July 2009 and June 2011 were consecutively enrolled.

Patients with complications defined as acute liver failure (ALF) was

evaluated, and mortality was defined as death or liver transplantation.

Laboratory data and prognostic scores, including the MELD, systemic

inflammatory response syndrome (SIRS) score, and King’s College

Criteria (KCC), were collected at admission.

Results: The mean age of patients (204 men, 100 women) was

32 years. Eighteen (5.9%) patients had progressed to ALF. A total of

296 (97.0%) patients survived spontaneously, the remaining 3 (1.0%)

died, and 5 (1.7%) underwent liver transplantation. Statistical sig-

nificance was seen between the two groups of ALF (n = 18, 5.9%)

and non-ALF (n = 286, 94.1%) in diabetes mellitus, total bilirubin,

aspartate aminotransferase, alanine aminotransferase, prothrombin

time, albumin, creatinine, presence of ascites, red blood cell distri-

bution width (RDW), MELD, KCC, and SIRS score at admission.

Multivariate logistic regression analysis showed that MELD and SIRS
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score were significant predictive factors of ALF. In ROC analysis, the

MELD score (C 23.5) was significantly more predictive than SIRS

score (C 3) (AUROC: 0.940 vs. 0.742, respectively). In addition, of

patients with higher MELD score (C 23.5), KCC and SIRS score

were predictive factors associated with death/transplantation in mul-

tivariate analysis.

Conclusions: Higher MELD score (C 23.5) and higher SIRS score

(C 3) seemed to be related to the development of ALF. Of these, the

MELD score predicted ALF significantly more than did SIRS score.

In addition, KCC and SIRS score were valuable in predicting mor-

tality of patients with ALF.
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Hidden microepidemic of Hepatitis D in the population
of injecting drug users in Prague, Czech republic
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Introduction: Historically, hepatitis D used to be an extremely rare

infection in the Czech Republic (CR), only sporadic cases were

occasionally identified, usually only among foreigners. CR is low

prevalence country for HBV.

Mediterranean and other parts of Europe have belonged to an endemic

area for HDV although the situation has improved with the preven-

tative measures such as vaccination.

Recent changes in the transmission patterns for viral hepatitis due

to IDU has led to an introduction of HDV infection into formerly

unaffected countries of Central and Western Europe.

Aims of study: To assess HDV status among all patients with known

HBV infection followed in Remedis - Outpatient unit for addiction

treatment, both in the group of IDU and nonIDU patients together

with corresponding demographic and epidemiological characteristics.

Patients and methods: 68 HBsAg positive patients were included

and tested between 6/2008 and 6/2012. Epi data were collected by the

assisted interview. ELISA was used to detect HDV-Ig antibodies,

HDV DNA PCR to identify replicative status. Direct sequencing was

employed to identify genotypes and assess genetic relatedness.

Results: Of 68 patients, 57 were males, average age was 33.4 years.

41 patients belonged to IDU group, where antiHD antibody was

detected in 10 cases. Of them 7 had positive HDV DNA, all were

genotype 1. All seven isolates were closely related. No HDV infection

was identified in nonIDU group. Also, in IDU group, 32 patients were

antiHCV positive compared to nonIDU group, where all were

negative.

Conclusions: Given the low prevalence of HBV, we consider our

results significant. We haven’t identified neither the source of infec-

tion nor apparent transmission from abroad. It can be inferred that

isolated HBV microepidemic can be present for longer time among

Prague IDUs.
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Context: Hepatitis delta virus (HDV) leads to the most severe form of

chronic viral hepatitis.

Objectives: To determine the prevalence of HDV and create pooled

estimations of possible risk factors, a systematic review was con-

ducted to collect all epidemiological studies on HDV among chronic

hepatitis B patients in Iran.

Data Sources: In this systematic review, databases such as PubMed,

Embase, ISI, Google scholar, and Iranian databases (MagIran, Ira-

nmedex, and SID) were searched.

Study Selection: Studies that clearly stated information about the

number of HBsAg positive patients infected with HDV were selected.

Data Extraction: The name of the city, the author’s name, year of

study, HDV detection method, sample size, HBsAg positive fre-

quency, mean age, total prevalence of HDV, and risk factors were

extracted.

Results: The pooled HDV prevalence was 7.8% (95% CI: 5.89 -

9.71). In the survey-data analysis, HDV prevalence was 6.61%. HDV

prevalence was 30.47% (95% CI: 9.76 to 51.19), 14.4% (95% CI:

7.72 to 21.07), and 4.94% (95% CI: 3.73 to 6.15) in cirrhotic, chronic-

hepatitis, and inactive carrier patients, respectively. Pooled ORs were

calculated for several factors common to Iranian HBsAg-positive

patients, including history of blood transfusion [OR: 1.1 (95% CI:

0.40 to 2.98)], intravenous drug abuse [OR: 1.6 (95% CI: 0.78 to

3.21)], previous hemodialysis [OR: 1.72 (95% CI: 0.79 to 3.76)], and

HBeAg-positive status [OR: 1.26 (95% CI: 0.66 to 2.4)].

Conclusions: The prevalence of HDV is less common in Iran than in

endemic regions such as Italy and Turkey; however, it is a severe

form of hepatitis in HBsAg-positive patients. The most probable route

of HDV transmission is hematologic, which suggests the importance

of blood screening for HDV, especially in groups with numerous

blood transfusions.
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Aim: To discover the prevalence of chronic Delta Hepatitis of

Turkey.

Material and methods: Turkey has been divided into 7 geographycal

district regions as Black sea, Ege, Marmara, Mediterranien, Central

anatolia, East and South east districts. A research team visited 7

districts to give information about hepatitis B, delta and C infections.

During the visits, they took blood samples from the people to check

posivity of hepatitis B surface antigen (HBs Ag) and delta antigen

(Anti Delta), voluntarily. ELISA test was used to measure of HBs Ag

and anti delta.

Results: 3091 blood samples were taken from voluntary persons in

seven districts of Turkey, and they were tested for HBs Ag and anti

delta. HBs Ag were positive in 928 persons. Anti delta were positive
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in 53 patients (42 male, 11 female) out of 928 (5.7 %). Womens had

slightly higher prevalence of anti delta compared to men (6.1 versus

5.5 %). According to the age, Anti delta was the highest rate in the

Group with 41-45 years. According to distribution of geographycal

districts of Turkey, East Anatolia has shown the highest prevalence

rate with 17.9 %. However, Black Sea and Ege districts showed the

least prevalence rates (0 %) in terms of anti delta seropositivity.

In conclusion, the prevalence of anti delta in all over the Turkey was

5.7 % . Womens has shown higher prevalence of anti delta compared

to men. East Anatolia district had the highest prevalence rate

(17.9).
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The clinical characteristics of different hepatitis B virus infection
state superinfected with hepatitis E Virus

Peng Zhu, Dengming He, Jixiang Zhu, Shiming Guo, Maoshi Li,
Yuming Wang
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Military Medical University, Chongqing, China

Background/aims: HEV infection can induce acute exacerbation in

patients with stable chronic HBV infection. Stable phase of HBV

infection includes immune tolerant and inactive carrier state. We

aimed to investigate the clinical characteristics of different HBV

infection state superinfected with HEV.

Methods: Total of 84 patients HBV superinfected with HEV were

divided into three groups: (A) HBV infection in the immune tolerant

phase (25 cases); (B) HBV infection in the inactive carrier phase (24

cases); (C) cirrhosis(33 cases). HEV mono-infection (39 cases) as

control (group D). Patients were serial detected with alanine trans-

aminase (ALT, U/L), total bilirubin (TBIL, lmol/L), prothrombin

time (PT, s) and HBV DNA level. In group A, 21/25 (84%) had

received antiviral therapy.

Results: Baseline median ALT of group A, B, C and D were 1300,

2048, 1380 and 2461. Median TBIL of group A, B, C and D were 98,

198, 249 and 188. Median PT of group A, B, C and D were 14.6, 15.4,

18.5 and 13.6. TBIL and PT of group C were higher than others

(P\0.05). ALT, TBIL and PT of group A were significantly lower

than others (P\0.05). Median time of ALT normalization of group A,

B, C and D were 18.5, 21.6, 20.4 and 13.6 days. Time of jaundice

elimination of patients with cirrhosis was longer than those without

cirrhosis (84.4 vs. 60.4 days, P\0.05). HBV DNA levels of four

patients who had not received antiviral therapy were reduced to

undetectable as same as those who were received antiviral therapy of

HBV.

Conclusion: There were different clinical outcomes of different HBV

infection phases superinfection with HEV. Immune tolerant which

induced by HBV could moderate liver injure by HEV. Immune

response to clear HEV might lead to clearance of HBV in the immune

tolerant state.
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Role of TLR3-TypeII-IFN (IFNc) axis in the immunopathogenesis
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Background: Hepatitis E virus (HEV) infection is endemic in India.

The disease manifestation ranges from self limiting acute viral hep-

atitis (AVH) to acute liver failure (ALF). The varied clinical course

thought to be immune-mediated. Toll-like Receptors (TLRs) are a

class of evolutionary-conserved protein that plays a key role in

sensing pathogen associated molecular patterns (PAMPs). Down-

stream signaling of TLRs modulates the production of cytokines and

crucial in determining the course of immune-response. Present study

was designed to elucidate the role of TLRs and cytokine production in

the immunopathogenesis of HEV.

Methods: PBMCs were separated from 50 AVH-HEV, 30 ALF-HEV

patients, and 50 apparently-healthy-controls (HC). One part of PBMC

was processed for RNA extraction (unstimulated) another cultured in

RPMI-1640 and pulsed (Stimulated) with recombinant-HEV-ORF2-

protein. Gene-expression levels of TLR (2, 3, 4, 7 and 8) were

checked in unstimulated and stimulated group using semi-qunatitative

Real-time-PCR. Lymphocyte-proliferation-index (PI) was estimated

using Colorimetric-MTT assay. Cytokine levels checked in the cul-

ture-supernatant using Cytokine-Bead-Array. TLR3-silencing

experiments were performed in the PBMCs of representative HEV

patients. Post-silencing cytokine levels were estimated.

Results: TLR3 gene-expression in AVH was significantly higher than

ALF (215 Vs 21 fold increase; p \ 0.0001). PI of AVH was signifi-

cantly higher than ALF (3.25 ± 0.876 Vs 1.748 ± 0.253; p \ 0.008).

Higher amount of IFNc detected in the culture-supernatant of AVH

Vs ALF (292.3 ± 88 pg/ml Vs 3.235 ± 0.8 pg/ml; p \ 0.0001).

Post- silencing TLR-3 using specific siRNA significant decrease in

IFNc in the PBMC culture-supernatant observed (without siRNA

25.57 pg/ml Vs with siRNA 4.30 pg/ml; p = 0.0349).

Conclusions: TLR3-TypeII-IFN (IFNc) response found to play an

important role in HEV disease pathogenesis. Patients capable of

expressing high levels of TLR 3 and a robust IFNc response are able

to limit the disease and recover uneventfully; while the patients

with lower expression of TLR3 and IFNc progress to Acute liver

failure.
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Background: WHO reports every year about 20 million hepatitis E

infections globally. The disease ranges from self-limiting acute viral

hepatitis (AVH) to life threatening acute liver failure (ALF). The

pathogenesis of HEV is poorly understood. High mobility group box

1 (HMGB-I) is a non-histone chromosomal protein with recently

discovered immunomodulatory and pro-inflammatory effects. The

present study was aimed to elucidate the role of circulating HMGB1

in plama and its genetic-expression in peripheral blood mono-nuclear

cells (PBMCs) in HEV patients.

Methods: Plasma and PBMCs were separated from 50 AVH-HEV,

30 ALF-HEV patients, and 50 apparently healthy-controls (HC).

PBMCs were cultured in RPMI-1640 and pulsed with immunoreac-

tive recombinant-HEV-ORF2-protein (452-617 a.a.) Routine

Biochemical investigations were performed and levels of circulating
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HMGB1 were estimated by quantitative micro ELISA. Gene

expression levels in the patient PBMCs were checked using semi-

quantitative Real time RT- PCR. Lymphocyte proliferation was

estimated using Colorimetric MTT assay.

Results: Mean circulating HMGB1 levels in healthy controls (HC),

AVH and ALF patient groups were found to be 16.29 ± 10.68 ng/ml,

145.4 ± 79.51 ng/ml and 316 ± 60.38 ng/ml respectively. The

HEV-ALF patients had significantly higher levels of HMGB1 than

AVH patients (p \ 0.0001). Interestingly 90% of the patients who

succumbed, had circulating HMGB1 levels [ 250 ng/ml. The

HMGB1 gene-expression in the PBMCs of ALF and AVH patients

were up-regulated to 2.5 and 2.0 folds respectively. A significantly

low proliferation index was observed in ALF Vs AVH

(2.188 ± 0.722 Vs 3.040 ± 0.6667 p = 0.008). Strong negative

correlation was found between the HMGB1 levels and prothrombin

time index (PTI) in the ALF patients.

Conclusions: This suggests, massive destruction of hepatocytes

might lead to excessive accumulation of extracellular HMGB1 which

down-regulates T cell proliferation. The excessive circulating

HMGB1 protein might play a key role in the pathogenesis of HEV

and targeting HMGB1 molecule might be a milestone towards drug

therapy.
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1Gastroenterohepatology, Istanbul University, İstanbul Faculty of
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Introduction: For the assessment of fibrosis in the liver, biopsy

remains to be gold standard, but even though being in low rates, there

is still morbidity and mortality.In this study, the effectiveness of

APRI score, which is used for the assessment of fibrosis in the

patients with chronic delta hepatitis (KDH) is investigated by means

of comparing with the fibrosis stage found during liver biopsy.

Material and method: The data of 120 patients in total diagnosed

with HDV-related chronic hepatitis and cirrhosis who admitted to our

clinics during the years 1994-2012 were evaluated retrospectively.

APRI score was determined with:[(AST level/AST upper limit)/platet

count (109/L)] 9 100. APRI score was compared with the Metavir

score in the biopsy.Fibrosis score was evaluated by using Metavir

score. In the cirrhotic cases of which coagulation factor was not

suitable, no biopsy was performed and these cases were categorized

as F4.The patients who have F0, F1 score was categorized as low

fibrosis (group 1) while the ones which F2 and over was accepted as

advanced fibrosis(group 2).

Results: 62% (n:74) of the patients was male, mean age

37 ± 11(14-67)years. In the applications, 80.2% of the patients with

chronic hepatitis while 19.8% of them were cirrhosis. APRI score was

0.66 ± 0.48 (0.3-1.6) for the 1st group while 1.58 ± 1.56 (1.18-8.3)

for the 2nd group. According to Metavir score F-2,3,4 patient number

was found to be 114. In the bivariate correlation analysis a signifi-

cative relation was found between APRI score and fibrosis

(R = 0.256, p = 0.005).For the question whether APRI score is a

predictory factor for fibrosis when evaluated with ROC analysis, the

sensivity of determining APRI score fibrosis was found to be

67%(p = 0.03) for the score of 0.6.

Discussion: APRI score is the indicator of non-invasive fibrosis

which can be applied easily and effectively for the manifestation of

fibrosis in advanced stage in KDH.
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Background: In Romania, the real prevalence of HDV infection is

not known. The aim of our study was to assess the prevalence, vi-

rological, clinical and epidemiological features of HDV infection in

Romanian patients.

Methods: We conducted a national, multicenter, prospective study on

2761 HBsAg(+) patients in 10 centers. Sociodemographic character-

istics and potential risk factors were collected using a dedicated

questionnaire. Virological markers of HBV and HDV infection, bio-

chemical and clinical features of liver disease were evaluated.

Results: Study population comprises 2761 HBsAg(+) patients,

84.78% HBeAg negative, 55.7% males, with a mean age of

43.8 ± 13.8 years, predominantly from urban area (78.9%). Liver

cirrhosis was detected in 22.4% of patients, while 68.5% had chronic

hepatitis; in 9.1% the type of liver disease was not recorded. The

prevalence of IgG anti-HDV(+) patients was 23.14%, out of which

16.44% were HDV RNA positive. The prevalence of IgG anti-HDV

and HDV RNA was higher in females than in males (24.63% vs.

21.96%, p = 0.243 and 17.02% vs. 15.98%, p = 0.345, respectively).

By age groups, the highest prevalence of HDV infection was

encountered in patients aged 50-59 years (29.8%), followed by

patients aged 60-69 (24.85%), and 40-49 years (21.93%)

(p = 0.0001). Seroprevalence of delta hepatitis was significantly

higher in AgHBs(+) cirrhotics vs. noncirrhotics (54.79% vs 19.78%,

p = 0.0001). A reduced proportion of IgG anti-HDV & HDV RNA

positive patients with chronic delta hepatitis, respectively cirrhosis

had HBV DNA levels above 2000UI/ml (5.97%, p = 0.0001), or

above 1000UI/ml (25%, p = 0.001), respectively.

Conclusions: HBsAg(+) population in Romania is characterized by

increased prevalence of HBeAg(-) HBV infection and high preva-

lence of HDV coinfection (23.14%). Such as in HCV and HBV

monoinfections, a cohort phenomenon can be observed, with the

highest prevalence in age groups 50-59 and 60-69. Many of these
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patients had advanced liver disease (22.4% cirrhotics) and low HBV

viral load.
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Background/Aim: Torque Teno Virus (TTV) is highly prevalent

across the world. It is a ssDNA virus, having 4-5 ORFs of unknown

function or antigenicity. Present study is aimed to determine the anti-

genicity of ORF2 protein of TTV genotype-1 by detecting anti-TTV

antibodies in sera samples from different liver and renal disease group.

Methods: ORF2 region of TTV genotype-1 (JA20 isolate) was

amplified cloned in pET19b expression vector for expression of

recombinant protein. Expressed protein was confirmed by western

blotting using anti-His antibodies against N-terminal 6XHis tag of

expressed protein. Antigenicity of ORF2 was determined by detecting

anti-TTV antibodies in 50 human sera of which, 10 were healthy

control (negative for TTV-DNA), 10 liver disease cases (negative for

TTV-DNA) and 30 liver disease cases that were positive for TTV-

DNA.

Results: Protein of ORF2 region was detected by western blot assay.

Anti-TTV antibodies were detected in 25 of 30 (83.3%) cases with

liver disease that were positive for TTV-DNA. All 10 cases of liver

disease and 10 cases of healthy control, those were negative for TTV-

DNA, were found negative for anti-TTV antibodies.

Conclusion: The results indicate that ORF2 protein is immunogenic

and shows low detection of IgG. The reason could be that the protein

expressed by TTV genotype1 is producing genotype-specific immu-

nity. However, the study demonstrates that the antibodies produced

during TTV infection does not get neutralize or cross-react with other

antigens. Further studies in more number of cases are required to

determine whether the protein can be used to develop assay for

detection of TTV-infection.
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Parisa shoaei1, Behrooz ataei2, Hamid rahimi3, Majid yaran4,
Bahareh vakili4

1Isfahan University of Medical Sciences,Infectious Diseases Research

CenterM, 2Isfahan University of medical Sciences,Infectious Diseases

Research Center, Isfahan, 3Isfahan University of Medical Science,
4Isfahan University of medical Sciences,Infectious Diseases Research

Center, isfahan, Iran

Background: Hepatitis A virus (HAV) is transmitted through the oral-

fecal route. Current seroepidemiological studies have shown a decrease

in the seroprevalence of hepatitis A virus (HAV) infection .Health care

workers are at an increased risk of developing HAV infection even

under accidental infection as the source can spread easily.

The purposes of this study were to determine the prevalence of

IgG anti-HAV among newly admitted medical students of Isfahan,

Kermanshah and Hamedan Medical Colleges, Iran also to deter-

mine the necessity of vaccination program against HAV in this

group.

Methods: A descriptive cross-sectional study was conducted in

autumn 2010.A total of 1028 newly admitted medical students were

included in the study. Subjects were interviewed and a serum sample

was obtained for serologic testing for the presence of IgG anti-HAV

using a commercially available enzyme linked immunosorbent assay

(ELISA) kit. Statistical analysis was done by SPSS software using

Chi-square and Fisher Exact tests.

Results: A total of 1028 newly admitted medical students, 373 (36.3)

male and 655(63.7) female, were included in the study. The mean age

of the subjects was 19.6 ± 2.27 years. The majority of the subjects

had drunk urban canalization water (87.4%). Fifty (5.2%) students

reported history of jaundice. Six (0.6%) students had a previous HAV

infection. The prevalence of HAV was detected as 65.8%. In uni-

variate analysis, HAV was only associated with source of drinking

water.

Conclusion: Our results indicate that nearly one-third of the newly

admitted medical students were seronegative for IgG anti-HAV and

could be infected with HAV as a result of occupational exposure.

Therefore, we suggest that medical students should undergo vacci-

nation against HAV after pre-vaccination immunity screening.

Topic: 10 Other Viral Hepatitis

Absno: 2770

Urgent need for a standardized RNA quantification method
for Hepatitis Delta virus: results of a French national quality
control

Segolene Brichler, Frederic Le Gal, Fernando Neri-Pinto,
Wael Mansour, Emmanuel Gordien

Laboratoire de Virologie, Hopital Avicenne, Bobigny, France

Introduction: Hepatitis Delta virus (HDV), a satellite of hepatitis B

virus (HBV) is responsible for a severe liver disease. Eight genotypes

(HDV-1 to -8) have been described worldwide. Due to population

migrations, all genotypes (except HDV-4) are circulating in France.

Monitoring of infected patients is based on the quantification of serum

viral RNA by real time RT-PCR assays. However, the performances

of available commercial or ‘‘in-house’’ techniques have not been

evaluated for all genotypes.

Materials and Methods: In 2012, we organized a national quality

control (NQC) for the quantification of HDV viral load. The panel

consisted of 12 samples (1 negative) with genotype HDV-1, -5, -6, -7

and 8 strains, quantified in triplicate by a consensus method devel-

oped in 2005 by our reference laboratory, able to detect and quantify

all HDV genotypes. Eleven laboratories, 7 French and 4 others from

England, Greece, USA and Switzerland, participated in this NQC,

using either our assay or their own ‘‘in-house’’ test, or a commercial

kit.

Results: Two laboratories found a positive signal for the negative

sample. Five laboratories did not detect several samples (including the

lab using a commercial kit) and 6 under-quantified significantly more

than half of them. These samples included all non-HDV-1 strains, but

also ‘‘African’’ HDV-1 ones and even one European/Asian HDV-1

strain. Nevertheless, 5 laboratories had comparable results to ours.

Two of them used our reference technique, and the two others, like us,

used in their assay, primers and probes designed in the highly con-

served ribozyme region of the HDV genome.

Conclusion: The quantification techniques for HDV RNA seem very

imperfect for the diagnosis and monitoring of patients, according to

the high genetic variability of the HDV genus. These results indicate
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the urgent need for the development of a consensus, standardized and

automated technique.
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Epstein Barr virus (EBV) Hepatitis

Ghazinyan H, Asoyan A, Mkhitaryan A, Shahapuni A,
Mkhoyan A.

Nork Clinical Hospital, Department of Hepatology, Nork Clinical

Hospital Hepatology, Nork Clinical Infection Hospital, Yerevan,

Armenia

Background: EBV has an important and multifaceted role in liver

pathology. The manifestations of EBV liver injury are ranging from

asymptomatic elevation of liver enzymes to culminant (rare) hepatic

failure and cirrhosis.

Aim: To identify the demographics, presenting features of EBV

hepatitis.

Methods: Out of 341 patients with acute hepatitis in 18 (5.3%) were

diagnosed EBV hepatitis. The mean age was 13.9 years (range 2-25),

10 (55%) were men. Out of 18 patients 3(17%) had jaundice. The

diagnosis of EBV liver injury is exclusion with initial suspicion based

on circumstantial evidence (markers of viral: antigay IgM, HBsAg,

anti-HBcor IgM, antiHCV, antiHEV and autoimmune hepatitis as

well as other reasons). EBV-DNA and EBV IgM were found in 18

patients. Serum chemical indications included ALT, AST, alkaline

phosphates (ALP), bilirubin, GGT. The median bilirubin level was

102 mcmol / l (range 34-170).

Results: Out of 18 patients 3(17%) had jaundice with elevated serum

bilirubin levels ranged 34-170 mcmol/l (median 102). In all 18

patients hepatocellural injury was diagnosed with elevation of ami-

notransferase levels as predominant symptom. The median ALT level

was 425 IU/L (200-2240). Ascit was found in 5(28%). In 15(83%)

patients self-limited hepatitis was reported, in the rest 3(17%) Chronic

EBV hepatitis was diagnosed.

Conclusions:

• EBV should be considered as a possible causative agent,if there is

no other reason for acute and chronic hepatitis.

• EBV hepatitis was 5.3% among the patients with acute hepatitis.

EBV hepatitis is not a complication. It may be unique manifestation

of EBV.
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Clincal Analysis of Hepatitis E in 189 Patients

Zhang shaoquan, Mai Li, Lai jing

Department of Infectious Diseases, The Third Affiliated Hospital, Sun

Yat-Sen University, Guangzhou City, China

Objective: To explore the clinical featurescaused by hepatitis E.

Methods: The clinical data of 189 cases with hepatitis E were ana-

lyzed, retrospectively.

Results: In 189 patients, 68 were the only infection of HEV,106 were

the superinfection of HBV and HEV.Comparison of the data from the

106 patients with the superinfection and 68 with only hepatitis E.It

showed that no significant difference in the level of ALT and TBil

(p[0.05),However,the level of ALB in the superinfection was sig-

nificantly lower, and complications were more (p\0.05and

p\0.01).Fatality in patients in superinfection of HBV and HEV were

not different from only infection hepatitis B.

Conclusion: If you are the patient with chronic hepatitis B, you must

pay attention to food hygiene, prevent infection hepatitis E.
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Molecular epidemiology analysis of HIV-1 circulating strain
without receiving antiviral therapy

Fuxiang wang

The Fourth Affiliated Hospital of Harbin Medical University, Harbin,

China

Objective: To understand the subtype and variation characteristics of

people living with HIV/AIDS not receiving anti-viral therapy in

Heilongjiang Province.Methods We collected peripheral blood of 41

HIV-1 infected individuals that not receiving anti-retroviral ther-

apy,proviral DNA was extracted from peripheral blood mononuclear

cells,HIV-1 Vpu genes were amplified by Nested-PCR and sequen-

ced.We apply Sequencher 4.9 software to clean up the 41

sequences,BioEdit MEGA5.05 were used to analyze the Vpu

sequences.Results Phylogenetic analysis shows that 34 cases were

closely related ro RL42 in Yunnan, confirmed to infected with HIV-1

subtype B’ strains,7cases were subtype US.B strains.The genetic

distance among the isolates were 9.5% ± 1.1%,when comparing with

standard sequence, some amino acid sequences variation was obvi-

ous,and mutations mostly occurred on 10-47
�

70-104
�

115-147
�

174-205 regions. Conclusions HIV-1 B’ was the currently predomi-

nant subtype circulating among people living with HIV/AIDS not

receiving anti-viral therapy in Heilongjiang Province,most likely

originated from a single has been circulating among IDUs in Yunnan

Province,HIV-1 US.B subtype took second place.Vpu is to a certain

conserved in genomes,and its structural domain,amino acid motif may

provide theoretical guidance inhibiting HIV-1 virus replication and

release.
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Phylogenetic analyses of 1036 HDV strain sequences: hepatitis
delta virus genus is composed of 8 genotypes and several
subgenotypes

Emmanuel Gordien, Segolene Brichler, Wael Mansour,
Paul Deny, Frederic Le Gal

Hopital Avicenne, Bobigny, France

Background and aims: The HDV genus is composed of 8 genotypes

(HDV-1 to -8). HDV-1 is ubiquitous. HDV-2 and -4; and HDV-3 are

restricted to South and East Asia; and to the North of South America,

respectively. HDV-5, -6, -7 and -8 have been described in infected

patients from Subsaharan Africa and recent studies in Africa begin to

confirm these data. Since 2001, 1036 HDV strains have been char-

acterized in our laboratory. Genotyping of all these strains has been

performed in order to precisely define the genetic variability of the

delta virus genus.
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Patients: The strains were isolated from 1036 patients living in dif-

ferent parts of the world: France (965), Turkey (38), Mauritania (12),

Yakoutia (11), Amazonian region (5), Niger (3), Algeria (1) and

Senegal (1). Among the 965 patients diagnosed in France, 565

(58.9%) were Africans, 219 (22.7%) and 101 (10.5%) were from

Western or Eastern Europe respectively; 68 (6.7%) came from Asia

and the 12 remaining (1.2%) from other regions.

Methods: The R0 region of the HDV genome (nt 889 to 1289) was

sequenced bi-directionally for all isolates. Among them 150 strains

were fully sequenced. Sequences were aligned, using ClustalX soft-

ware, together with 46 published sequences, and extensive phylogenetic

analyses were carried out.

Results: We characterised 798 HDV-1 strains (77%), 7 HDV-2

(0.7%), 7 HDV-3 (0.7%), 161 HDV-5 (15.6%), 17 HDV-6 (1.6%), 32

HDV-7 (3%) and 14 HDV-8 (1.4%). The phylogenetic trees defini-

tively confirm that HDV genus is composed of 8 genotypes.

Moreover, HDV-1, -2 and -5 to -8 can be further divided into several

subgenotypes. HDV genotypes and subgenotypes show and confirm

the typical geographical distribution previously described.

Conclusions: This very high genetic variability of HDV genus must be

taken in account in the diagnosis and monitoring of the infected patients.
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A research of hepatitis B patients with cirrhosis combined
hepatitis E infection in 420 cases

Li Sha Song, Gui Jie Xin*, Xiu Juan Sha, Wei Min Yang,
Jun Qi Niu

The 1st Hospital, Jilin University, Chang Chun, China

Aim: Learn more about the status of hepatitis B cirrhosis patients

with hepatitis E infection.

Methods: After randomly selected 420 patients of hepatitis B cir-

rhosis, their serum HEV-IgG and HEV-IgM antibody were detected

by ELISA method; and clinic status in all of the patients were

analysed.

Results: The positive rate of HEV-IgM in hepatitis B patients with

cirrhosis was about 2.14%(9/420); and the positive rate of HEV-IgG

was about 17.6%(74/420). The infection ratio of HEV with either HEV-

IgM positive or HEV-IgG positive in 420 cases was about 18.8%(79/

420). The average age of these 79 patients was 53.12( ± 10.32); the

infection rate in male and female are 20.95% and 12.38%; By statistical

analysis, the liver function indices, parameters of coagulation function,

AFP, HBV markers in serum and HBV-DNA showed little deference

between 79 patients of HEV infection and the other patients. And,the

levels of total bilirubin in patients with positive HEV-IgM were sig-

nificantly higher than the negative group patients.

Conclusion: The infection ratio of HEV in patients with hepatitis B

cirrhosis was high; and male patients got higher infection than female

patients. Patients recently infected with HEV with HEV-IgM-positive

showed significantly elevated bilirubin.
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The possible role of nitric oxide and oxidative stress in enhanced
apoptosis of cardiac cells in cirrhotic rats

Leila Moezi1,2, Hamed Shafaroodi3, Mehrdad Hashemi4,
Zeinab Janahmadi1, Zahra Nadia Sharif5, Ahmad Reza Dehpour6

1Department of Pharmacology, School of Medicine, Shiraz University

of Medical Sciences, 2Pharmaceutical Sciences Research Center,

Shiraz University of Medical Sciences, Shiraz, 3Department of

Pharmacology and Toxicology, Pharmaceutical Sciences Branch,

Islamic Azad University, 4Department of Molecular Genetics, Tehran

Medical Branch, Islamic Azad University, 5Department of Anatomy,

Tehran Medical Branch, Islamic Azad University, 6Department of

Pharmacology, School of Medicine, Tehran University of Medical

Sciences, Tehran, Iran

Background/aims: Cirrhosis has classically been associated with

hyperdynamic circulation, manifesting primarily as increased cardiac

output and decreased systemic vascular resistance. More recently,

cardiac structural and functional abnormalities have also been

described in patients suffering from chronic liver disease complica-

tions. The purpose of the present study was to investigate the effect of

cirrhosis on heart apoptosis and the involvement of nitric oxide (NO)

and oxidative stress in the possible altered apoptosis of cirrhotic

hearts.

Methods: Bile duct ligation was performed to induce cirrhosis in rats.

Twenty eight days after bile duct ligation, heart tissues were exam-

ined for apoptosis and the level of malondialdehyde (MDA), and the

activities of catalase (CAT), glutathione peroxidase (GSHPx) and

superoxide dismutase (SOD) have been studied in cardiac tissues. The

effect of treatment with L-NAME, a non-selective inhibitor of NO

synthase, on cirrhotic cardiac apoptosis, level of MDA and CAT,

SOD and GSHPx activities were also investigated.

Results: The hearts of cirrhotic rats showed structural abnormalities

and enhanced apoptosis compared with sham hearts. Chronic treat-

ment of cirrhotic rats with L-NAME prevented cardiac structural

abnormalities and decreased apoptosis of hearts. Cirrhotic rat hearts

also indicated an increased level of MDA and decreased activities of

CAT, GSHPx and SOD. By chronic L-NAME treatment, the level of

MDA decreased and activities of CAT, GSHPx and SOD increased in

cirrhotic heart rats.

Conclusions: In conclusion, apoptosis in cirrhotic hearts might have

occurred because of NO overproduction, which could induce oxida-

tive stress in the heart of cirrhotic rats.
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Inhibitory effect of synthetic NF-jB decoy oligodeoxynucleotide
on liver fibrosis through regulation of epithelial-mesenchymal
transition

Kwan-Kyu Park, Kyung-Hyun Kim, Woo-Ram Lee,
Hoon-Kyu Oh, Young-Chae Chang

Department of Pathology, Catholic University of Daegu, School

of Medicine, Daegu, Republic of Korea

Epithelial-mesenchymal transition (EMT) has been implicated in

embryonic development, fibrosis, and tumor metastasis. Nuclear

factor (NF)-jB plays a central role in coordinating the inflammatory

and wound healing responses during liver fibrogenesis. However, the

involvement of NF-jB during EMT in liver cells remains unidenti-

fied. To develop a therapeutic approach for EMT in the liver, we

examined simultaneous inhibition of the transcription factor NF-jB

using the decoy ODN strategy. In this study, we employed ring type

NF-jB decoy ODN which is highly resistant to nuclease degradation.

This NF-jB decoy ODN suppresses transforming growth factor

(TGF)-b1-induced EMT in AML12 hepatocytes. Liver fibrosis

induced by CCl4 was suppressed by NF-jB decoy ODN, accompa-

nied by inhibition of inflammatory reactions and fibrotic changes in
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the liver. Furthermore, NF-jB decoy ODN was shown to suppress the

EMT process in the fibrotic liver. The present study demonstrates the

feasibility of NF-jB decoy ODN treatment for preventing liver

fibrosis and EMT processes. This strategy might be useful in

improving the clinical outcome of chronic liver diseases.
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Mest attenuates CCl-4 induced liver fibrosis in mice through
increasing the expression of Glypican-4

Wenting Li, Chuanlong zhu, Rentao Gao

Infectious Disease, Anhui Provincial Hospital, Hefei, China

Background: It has been demonstrated that inhibition of canonical

Wnt signaling pathway leads to the alleviation of liver fibrosis. We

have also reported that Mest attenuated CCl-4 induced liver fibrosis in

mice through decreasing the expression of b-catenin. This study was

designed to further investigate the mechanism involved in the thera-

peutic effects of Mest on hepatic fibrosis.

Methods: Hepatic fibrosis models were induced by subcutaneous

injection with CCl4 at a dose of 3 ml/kg in rats for 10 weeks, while

the treatment group received pEGFP-C1-Mest transfection combined

with CCl4 and the control group received pEGFP-C1- neo instead of

pEGFP-C1-Mest.

At the end of the experiment, the liver pathology was evaluated by

HE and Masson’s staining. The mRNA and protein levels of TIMP-1,

Glypican-4 and a-SMA in liver tissue were analyzed via RT-PCR and

western-blot.

Results: Both mRNA and protein levels of TIMP-1 and a-SMA in liver

tissue were significantly increased in model group compared with

treatment group, whereas Mest markedly reduced all the above

parameters (p \ 0.05, respectively). On the contrary, the expression of

Glypican-4 in liver of model group significantly decreased compared

with treatment group (p \ 0.05, respectively) (Figs. 1 and 2).

Conclusion: Up-regulation of Wnt/Glypican-4 pathway prevents

CCl4-induced liver fibrosis, which might provide us a new therapeutic

approach to liver fibrosis.
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Alteration of hepatic stellate cells cultured with peripheral blood
lymphocytes which were isolated from cirrhotic patients treated
with FuzhengHuayu Capsule

Mei Wu, Lijing Lin, Lieming Xu, Jian Pin

Institute of Liver Diseases, Shanghai University of TCM, Shanghai,

China, Shuguang Hospital affiliated to Shanghai University of

Traditional Chinese Medicine, Shanghai, China.Institute of Liver

Diseases, Shanghai University of TCM, Shanghai, China, Shanghai,
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Background/Aims: To study the mechanism of FuzhengHuayu

capsule (FZHY), an effect Chinese medicine on anti-fibrosis in the

liver, on adjustment lymphocytes to inhibit activation of hepatic

stellate cell (HSC).

Methods: Peripheral blood lymphocytes (PBLs) were isolated from

30 cirrhotic patients with anti-HBV therapy (controls), 30 cases plus

FZHY therapy (FZHY group) and 10 healthy volunteers. The treat-

ment was over one year. PBLs, ratio of lymphocyte subsets (CD8+T,

CD4+T and NK) and the apoptosis and death of LX-2 were measured

by flow cytometry. FibroScan was used for liver stiffness measure-

ment (LSM). Each kind of isolated lymphocytes was co-cultured with

LX-2, a human hepatic stellate cell line, for 24 h. The expression of

a-SMA and Collegen type I (Col.I) mRNA in LX-2 was detected by

Western blot and RT-PCR, respectively.

Results: The percentage of NK and the proportion of NK/CD8+T were

obviously lower in cirrhotic patients with anti-HBV therapy (13.51 ±

7.02% and 0.46 ± 0.24%) than in healthy volunteers (17.2 ± 4.21%

and 0.62 ± 0.17%) (P \ 0.05). NK and NK/CD8+T, however, were

significantly increased in FZHY group (19.95 ± 10.32% and

0.72 ± 0.35%) compared with controls (P \ 0.05) and LSM value was

decreased. In vitro, Col.ImRNA expression of LX-2 co-cultured with

CD4+T, CD8+T and NK was dramatically decreased in FZHY group

(0.58 ± 2.1, 0.71 ± 0.08 and 1.52 ± 0.18 folds) compared with con-

trols (2.18 ± 0.46, 1.50 ± 0.54 and 1.94 ± 0.29 folds) (P \ 0.05). a-

SMA expression of LX-2 was decreased too in FZHY group. The ratio

of apoptosis and death of LX-2 co-cultured with CD8+T and NK was

significantly increased in FZHY group (1.28 ± 0.25% and 1.4 ±

0.08%) compared with controls (0.33 ± 0.23% and 0.94 ± 0.2%)

(P \ 0.05).

Conclusions: 1. FZHY therapy could increase NK/CD8+T and NK

cells of cirrhotic patients with Hepatitis B; 2.the mechanism of FZHY

on anti-fibrosis maybe was reducing a-SMA expression and synthesis

of Col.I in HSC, and promoting the apoptosis and death of HSC

through PBLs in cirrhotic patients.
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Research of the related machanism on hydroxycamptothecin
inducing rats hepatocelluar stellate cells HSC-T6 apoptosis

Xiong Lijuan1, Hu Guoxin2

1Nanchang University, Nanchang, 2Shenzhen Hospital of Beijing

University, Shenzhen, China

Objective: To study the mechanism of hydroxycamptothecin(HCPT)

inducing rats hepatocelluar stellate cell HSC-T6 apoptosis, and the

expression of apoptosis-inducing factor(AIF) and FAS/FASL during

apoptpsis. Methods Culture HSC-T6 cells in vitro, establish the

Fig. 1 Liver pathology in rat liver

Fig. 2 Expression of a-SMA, TIMP-1, Glypican-4 in liver tissue (A:

mRNA, B: Protein)
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control group and 0.5 mg/L HCPT treatment group, respectively

culture 1hour, 6hours, 12hours and 24hours. After cultured, the cells

were stained with AO/EB to monitor their apoptosis and the

expressions of AIF and FAS/FASL in cells were test by RT-PCR and

Western blot. The translocation of AIF from mitochondria to the

nucleus during apoptosis was analyzed by confocal microscopy.

Results After treatment with 0.5 mg/L HCPT 1hours and 6hours, the

HSC-T6 cells apoptosis and the translocation of AIF were not obvi-

ous. After 12hours and 24hours, the HSC-T6 cells showed chromatin

condensation, nuclear fragmentation, mitochondria swelling and

massive translocation of AIF into the nuclei. However, the mRNA

and protein expression of AIF in treated an untreated HSC-T6 cells

were not significantly different. And the expression of FAS/FASL

was not detected both in treated an untreated HSC-T6 cells. Con-

clusion These results show the important of AIF in HCPT-induced

HSC-T6 cells, but has nothing with FAS/FASL signaling pathway.
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Helicobacter Pylori infection in chronic VIral and Bilharzial
Liver disease

Elsayed Mohamed Abdelaal1, Imam Waked2, Saleh Mahmoud
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1HEPATOLOGY, Liver institute menoufia university, SHIBIN

ELKOM, 2Liver institute menoufia university, 3hepatology,
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shibin elkom, Egypt

Background/aim: Helicobacter(H) pylori is the most common

important cause of gastritis, peptic ulcer, non ulcer dyspepsia and

gastric carcinoma.Aims to Investigate the role of H.pylori in patients

with chronic liver disease in Egypt.

Methods: The study was conducted on 100 patients 40 had Bilharzial

liver and negative viralhepatitis(Group 1),30 patients had chronic

viral liver (Group11)And 30 patients had gastro-intestinaldisease

without liver disease(GroupIII).The diagnosis of chronic liver disease

was confirmed by clinical,biochemical, radiological and histological

methods.The severity of cirrhosis was assessed by Pugh0s modifica-

tion of Child0s.The upper endoscopy was performed to evaluate the

presence of varicesand the morphology of gastro-duodenal muco-

sa.H.pylori was assessed by serology,urease and antral histology.

Results: prevalence of H. pylori by using ELISA were about 34

(85%) of (GI),28(93.3%) of (GII) and19(63.3%) of (GIII).Urease test

were 30(75%).24(80%).11(36.7%)for (GI,GII and GIII) and Histo-

pathological of antral biopsy and Giemsa staining were about

(26)65%,(19)63.3% and (8)26.6% for (GI, GII and GIII) and becomes

lower than with urease test or seropositive due to variation of

H. pylori in antral tissue.There were no statistical significant differ-

ences between H.pylori prevalence and clinical or biochemical

findings among chronic liver patients.The prevalence of H.Pylori

infection among child0s -Pugh0s A,B and C of chronic viral liver were

about(69.2%,90.9% and 83.3%) distributed by urease test with no

significant difference.The prevalence of H.Pylori among patients with

hepatitis B and C were 41.7%and 87.5% distributed by urease test.No

significant differencein chronic viral liver patients as regard to H.

pylori and degree of varices,gastric or liver histopathology.There was

an association of H.Pylori with duodenal ulcer,gastroduodenitis,antral

hyperemia,gastric ulcer,gastric erosions and endoscopic gastritis more

than oesophagitis in(GI and GII) than in control group with no sig-

nificant difference.

Conclusions: H.pylori prevalence increase among chronic liver dis-

eased.Its associated with peptic ulcer and was not different clinically

from non liver disease and the eradication treatment may prove

beneficial result.
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Epidemiology of hepatitis B virus in the villages near Southwest
border of China
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Background: Eight major hepatitis B virus (HBV) genotypes(A-H)

have been identified, with two putative new genotypes I and J recently

found in Asia. In China, though HBsAg has significantly decreased to

1.0% among children aged \ 10 years since implemented mass

vaccination of hepatitis B vaccination for infants, the prevalence of

HBV endemicity is heterogenous, with the higher disease prevalence

in the border.

Methods: HBV serological markers were performed on serum sam-

ples obtained from indigenous populations inhabiting the villages

near Southwest border of China. HBV-S-gene were amplified by

nested polymerase chain reaction (PCR) and performed phylogenetic

analysis, with the aim of determining the prevalence of HBV and its

genotypes.

Results: A total of 19 different expression models of HBV markers

were found in the screened subjects, which can be divided into

three groups: infection model group (IMG), recovery model group

(RMG) and uninfected model group. The carrier rate of HBsAg

was 16.8% in this area. Based on the S-gene sequences, the HBV

strains were classified into three genotypes: B, C, and I. Genotype

C was the most frequent (92.9%), followed by B (4.5%) and I

(2.6%).

Conclusions: High prevalence of HBV infection indicated that

efforts are needed for control and prevention the spread of HBV in

those areas. The HBV genotypes reflected the heterogeneity in the

distribution. Futher study on the evolutionary history of HBV

genotype I might help to complement genetic data in understanding

of the evolution and past migration of human.
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Deferasirox Does Not Exhibit Antifibrotic Activity
When Administered To Mdr2-/- Mice
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Nishreen Santrampurwala1,2, V. Nathan Subramaniam1,2,3,
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Background and Aim: Development of antifibrotic treatments is

an important challenge in contemporary hepatology. While many

agents have shown antifibrotic properties in animal models, there
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has been little translation to clinical use. A recent study in b-

thalassemia patients demonstrated that treatment with deferasirox

reversed or stabilized liver fibrosis independent of its iron chelating

properties. In this study we investigated the use of deferasirox in

both cell and animal models to better understand potential anti-

fibrotic effects.

Methods: A human stellate cell line was treated with 5 lM or 50 lM

deferasirox (Exjade) for up to 120hr. Real time PCR was used to

assess changes in the expression of fibrogenic genes. Three week old

Mdr2-/- mice received oral deferasirox for 4 weeks (30 mg/kg/day).

Liver tissue was collected for assessment of fibrosis.

Results: In stellate cells treated with 50 lM deferasirox for 12 hours

a1(I)procollagen expression was decreased by 25% with maximal

reductions (10-fold) seen following 24-120 hours of treatment. Simi-

larly, aSMA expression was also significantly lower (45%, 71%, 88%,

89%, 81% and 77% reductions at 12, 24, 48, 72, 96 and 120 hours

respectively). TGF-b mRNA expression was not different in treated vs.

untreated cells. Alterations in matrix remodelling genes, specifically

decreased expression of MMP2 and TIMP2, were observed. There was

no significant difference in hepatic hydroxyproline content in Mdr2-/-

mice following deferasirox administration (vehicle: 395 ± 27 lg/g vs.

deferasirox: 421 ± 33 lg/g). Similarly, there were no reductions in the

expression of fibrogenic genes including a1(I)procollagen, Tgf-b,

aSma, Pdgfr-b, Mcp-1 and Timp-1.

Conclusions: Despite inducing reductions in a1(I)procollagen and

aSMA expression and alterations in matrix degradation genes in

stellate cells, deferasirox did not exhibit antifibrotic activity in Mdr2-/-

mice. Given the positive outcomes seen in human trials, it may be

appropriate to study deferasirox in other animal models of fibrosis

and/or for a longer duration of therapy.
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Induction of an epithelial-to-mesenchymal transition state in rat
liver stem cells by Transforming growth factor-beta1 in vitro
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Peking University People’s Hospital, Peking University Hepatology
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for Liver Diseases, Beijing, China

Background/Aims: The hallmark of liver fibrosis is the activated

fibroblast; the cellular origin of which in the liver is still debated since

the precise role as well as the process of development of each

fibroblast has not been elucidated completely. Previous studies from

our laboratory had demonstrated CK7 positive epithelial cells might

undergo EMT during chronic hepatitis B, thus we hypothesized that

liver stem cells may serve as a source of myofibroblasts through

epithelial-mesenchymal transition (EMT).

Methodology: Effects of chronic exposure to transforming growth

factor (TGF)-beta1 on a rat adult liver stem cell line (WBF344) were

evaluated. After treatment with TGF-beta1, changes in cell mor-

phology, extracellular matrix (ECM) expression and immune

phenotype were analyzed.

Results: Rat liver stem cells (WBF344) could differentiate bipoten-

tially into hepatocytes or bile duct-like cells under appropriate

conditions.72 h after exposure to TGF-beta1, liver stem cells showed

a fibroblast-like morphology, and decreased ratio of nucleus and

cytoplasm. Also, most liver stem cells expressed alpha-SMA com-

pared with control cells. With the increasing dose of TGF-beta1 (2, 4,

8 and 10 ng/ml), liver stem cells demonstrated increased gene

expression of mesenchymal cell markers alpha-SMA, vimentin, col-

lagen I and decreased expression of epithelial marker CK19, CK7,

E-cadherin, and AFP by real-time PCR and western blot. Further-

more, there was a dose-dependent increasing expression of snail.

It indicated the EMT changes of liver stem cells.

Conclusions: These results suggest that rat liver stem cells undergo

EMT when chronically exposed to TGF-beta1 in vitro, raising the

possibility that liver stem cells may serve as a novel source of

myofibroblasts in liver fibrosis.
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Increased serum levels of soluble ligands for activating natural
killer receptor (NKG2D) predict advanced allograft fibrosis
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Introduction: The role of HLA mismatches and soluble ligands for

activating natural killer group 2 (NKG2D) such as major MHC class

I-related chain A and B [sMICA/sMICB] and UL16 binding protein 2

[sULBP2]) in fibrosis progression has not yet been investigated in the

in liver transplant (LT) setting.

Aim: To investigate clinical, laboratory and immunological risk

factors for progression of hepatic fibrosis following LT.

Methods: A total of 174 LT recipients were enrolled in the study.

Cytokines were assessed by flow cytometry with the ‘‘BD Cytometric

Bead Array (CBA) Human Th1/Th2/Th17 Cytokine Kit’’. Assessment

of sMICA, sMICB and sULBP2 was realized by enzyme linked

immunosorbent assay. Screening for anti-HLA class I, class II or

MICA antibodies (AB) was performed using Luminex technology.

Chi-square or Fischer’s exact test was used for comparing categorical

data and Student’s t-test or Mann-Whitney U test, when appropriate,

was used for comparing continuous variables. Multivariate logistic

regression analysis was performed to identify independent risk factors

for development of cirrhosis after LT.

Results: In the univariate analysis, donor age [ 50 years

(p = 0.001), presence of anastomosis stenosis (p = 0.009), high

levels of transaminases (aspartate transaminase (p \ 0.0001), alanin

aminotransferase (p = 0.001)), total bilirubin (p = 0.0004) and

alkaline phosphatase (p = 0.01) were associated with progression to

cirrhosis. Immunological risk factors included high serum levels of

inflammatory cytokines [Tumor necrosis factor-alpha (TNF)-alpha

(p = 0.01), interleukin (IL)-10 (p = 0.004), IL-6 (p \ 0.0001)],

presence of donor specific anti-HLA II AB (p = 0.01), high serum

levels of sMICA (p = 0.04), sMICB (p = 0.004) and ULPB2

(p \ 0.0001). In multivariate analysis, high serum levels of total

bilirubin, sMICB and ULPB2 were independent predictors for cir-

rhosis after LT.

Conclusion: sMICB and ULPB2 molecules were associated with

cirrhosis in LT patients. Screening of these biomarkers in LT patients

may be useful for identifying patients at high risk of hepatic fibrosis

progression after LT.
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in hepatic stellate cells
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Background and aims: Toll-like receptor 4 (TLR4) signaling con-

tributes to the activation of hepatic stellate cells (HSC), the major

fibrogenic cell type in injured liver, by promoting inflammatory

phenotype, fibrogenesis and cell survival. In our previous study

immortalized mouse stellate cell lines that were TLR4 wild type (JS1)

and TLR4 knockout (-/-) (JS2) were generated (Guo, et al. Hepatol-

ogy, 2008). The aim of the present study was to investigate the

differential gene expression in these cell lines with or without the

stimulation by lipopolysacchirde (LPS), the exogenous TLR4 ligand,

and high mobility group box 1 (HMGB1), a potential endogenous

TLR4 ligand and damage pattern molecule.

Methods & results: JS1 and JS2 cells were stimulated with normal

saline vehicle (control), or 100 ng/ml LPS, or 100 ng/ml HMGB1 for

24 hours. Cells were collected with Trizol reagent for RNA extrac-

tion. For gene expression analysis, 3 samples each from the control,

LPS and HMGB1 groups were hybridized on 4644 K Agilent whole

mouse genome oligo microarrays. Functional analysis of microarray

data was performed using KEGG analyses, and selected genes were

validated by real-time PCR. Differences in gene expression between

JS1 and JS2 cells included pathways involving NOD-like receptor, T

and B cell receptor, Chemokine, MAPK, mTOR, p53, focal adhesion,

VEGF, TGF-b1, Wnt, osteoclast differentiation, neurotrophin, insulin,

and hedgehog. LPS stimulation differentially regulated genes in JS1

compared to JS2 cells encoding Toll-like receptors, osteoclast dif-

ferentiation, neurotrophin, PPAR signaling, olfactory transduction,

and renin-angiotensin, whereas HMGB1 stimulation differentially

regulated genes in osteoclast differentiation, calcium signaling,

pathways in cancer, and endocannabinoid and Insulin signaling.

Conclusion: There were complex gene expression alterations sub-

sequent to the stimulations in HSCs lacking TLR4. These included

key inflammatory, fibrogenic, and metabolism related signals in HSCs

and DAMPs. These finding emphasizes the complex pathways

downstream of TLR4 in this important fibrogenic cell type.
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Objective: Inoculated male BALB/cCr mice by H.hepaticus standard

strains, to observe its susceptibility to H.hepaticus infection, coloni-

zation and pathological features, eventually establish stable models

infected with H.hepaticus.

Methods: 40 SPF male BALB/cCr mouse were divided into 4 groups

(n = 10) after inoculated with H.hepaticus standard strain ATCC

51450. Feces and jejunum, ileum, cecum, colon, liver and pancreas

tissue samples were collected after 1,3,6 and 12 months since bacteria

inoculation. The digestive tract tissues were stained with hematoxylin

and eosin and Warthin-Starry method. Isolation culture and specific

16SRNA gene was amplified for the confirmation of H.hepaticus

colonization.

Results: The positive rate of H.hepaticus detection in BALB/cCr

mice feces and digestive tract tissue showed an upward trend as

infection time extended. Specifically, 1 month after inoculation, the

positive rate of feces H.hepaticus detection reached 80%, and up to

100% by 3 months after inlculation. Afterwards, the positive rate

stabilized at 100% from 3 to 12 months after inoculation. The positive

rate of cecum were highest, followed by colon, ileum and jejunum.

Similarly, the detection rate of liver H.hepaticus was close to the

jejunum and ileum. Conversely, H.hepaticus were not detected in

Stomach, esophagus and pancreas tissues .The Histological scores of

liver, cecal and colon show an increasing trend as infection time

extended.The positive rate of H.hepaticus specific 16sRNA gene

detection was higher, compared with isolation culture .Interestingly,

16sRNA gene could be detected in part of tissues in which isolation

culture were negative.

Conclusion: BALB/cCr mouse is susceptible to H.hepaticus infec-

tion. The colonization site of H.hepaticus in BALB/cCr mice are the

lower digestive tract and liver. Cecum is the site of initial coloniza-

tion. The grade of pathological injury showed a upward trend as

infection time extended.
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Objective: Establishing BALB/cCr mice models to evaluate the

eradication rate of different regimens and the association between

effects of therapy and pathological injury.

Methods: 12 months after incoluation, 150 SPF male BALB / cCr

mouse with H.hepaticus infection confirmed by feces isolation culture

were randomly divided into 10 groups of 10 animals each. The

medicine included amoxicillin, metronidazole, clarithromycin, levo-

floxacin, tetracycline and bismuth. 4 therapy regimens were antibiotic

monotherapy, antibiotics combination therapy, antibiotics’ combina-

tion with bismuth and bismuth monotherapy. 4 weeks following the

treatment, pooled fresh feces samples were collected from all animals

and cultured for the presence of H.hepaticus. 8 and 16 weeks fol-

lowing the final treatment, cecum and colon samples were collected

and stained with hematoxylin and eosin. 16 weeks following the final

treatment, liver samples were collected and stained with hematoxylin

and eosin,and specific 16sRNA gene was amplified.

Results: 4 weeks after the final treatment, The H.hepaticus eradica-

tion rate of antibiotics’ combination with bismuth is significantly

higher than antibiotics combination without bismuth(98% vs

55%,P\0.01). Furthermore, either the regimen of antibiotics combi-

nation with or without bismuth had a higher H.hepaticus eradication

rate than antibiotic monothearpy(98%,55% vs 16%,P\0.01). The

pathological scores of cecum and colon in the group of eradication
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failure were higher than the group of successful eradication, but lower

than the untreated control group. The pathological scores and the

positive rate of 16sRNA gene of liver in the group of eradication

failure were higher than the group of successful eradication, but lower

than untreated control group.

Conclusion: The regimen of antibiotics’ combination with bismuth

has the highest H.hepaticus eradication rate. Furthermore, the path-

ological injury could be relieved after the successful eradication of

H.hepaticus.
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and preneoplastic lesions in rat liver cirrhosis
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Background/Aim: It has been well known that Hepatitis B, C and

non-alcoholic steatohepatitis (NASH) can progress to advanced liver

fibrosis and ultimately to hepatocellular carcinoma. Deferasirox is a

new oral iron chelator which inhibits proliferation of some cancer

cells. The aim of this study is to investigate whether Deferasirox has

any effects on the development of liver fibrosis as well as preneo-

plastic lesions.

Methods: The effects of Deferasirox were examined using the cho-

line-deficient L-amino acid-defined (CDAA) diet-induced liver

fibrosis model. The total study period was 16 weeks. The Deferasirox

in powder was mixed uniformly into the CDAA diet at concentrations

of 20 mg/kg/adult. One group received a CDAA diet containing

Deferasirox and the other group received a CDAA diet only as con-

trols. Liver fibrosis was analyzed by Azan, Sirius-red, aSMA, TGFb,

ED-1 expression, and hydroxyproline level. Development of prene-

oplastic lesions was assessed by glutathione S-transferase placental

form (GST-P) expression. The change of laboratory data was also

analyzed. Type I procollagen, TIMP-1, TIMP-2, and TGF-b mRNA

expression were analyzed using both Real time RT-PCR and DNA

array.

Results: After 16, and 20 weeks, Deferasirox prevented liver fibrosis

by Azan, Sirius-red, aSMA expression (p \ 0.05). Hepatic hydroxy-

proline levels were also decreased. Deferasirox reduced both the area

and numbers of GST-P positive lesions as preneoplastic lesions

(p \ 0.01). Administration of Deferasirox significantly reduced levels

of 4HNE (mean value: Deferasirox 3.3, CDAA only 8.0, p \ 0.01),

8OHdG (mean value: Deferasirox 1.3, CDAA only 2.0 ng/ugDNA,

p \ 0.05). Deferasirox significantly inhibited Type 1 procollagen,

TIMP-1, TIMP-2 mRNA expression (all of p \ 0.01).

Conclusion: Our results indicated that Deferasirox inhibited liver

fibrosis and preneoplastic lesions, suggesting that Deferasirox will be

the new drug for Liver fibrosis and hepatocellular carcinoma
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Introduction: Adiponectin (ADN) inhibits hepatic stellate cell

(HSCs) proliferation, migration and invasion, and can promote

apoptosis. We find that ADN stimulates HSCs to release the Tissue

inhibitor of matrix metalloproteinases (TIMP-1). TIMP-1 can inhibit

focal adhesion kinase (FAK) phosphorylation, through binding to

CD63.

Aims: Determine the role of ADN induced TIMP-1 on HSC function.

Methods: Activated primary rat HSCs were treated with ADN and

TIMP-1 protein levels determined by ELISA. Cells were treated with

ADN, CD63 or TIMP-1 blocking antibodies and TIMP-1 recombinant

protein. p-FAK levels were determined by western blot and HSC

invasion was assessed by modified Boyden chambers. Wild type mice

were injected with carbon tetrachloride for 8 weeks, followed by tail

vein injections of ADN or vehicle, and qPCR and western blot analyses

performed. Serum from NASH patients with low (\ 5 lg/ml) and high

([ 10 lg/ml) ADN, was tested for TIMP-1 protein.

Results: ADN treatment of HSCs resulted in a * 3-fold increase in

TIMP-1 levels, a 50% reduction in invasion and a 3-fold reduction in

p-FAK protein. Treatment of activated HSCs with ADN and TIMP-1

or CD63 blocking antibodies reversed the inhibitory effects of ADN

on HSC invasion and upregulated p-FAK. Western blot analysis of

p-FAK from the livers of mice treated with ADN was significantly

lower than vehicle treated, and a positive correlation between ADN

and TIMP-1 (Spearman’s rho, R = 0.71) was observed in NASH

patients.

Conclusions: Treatment of activated HSCs with ADN and TIMP-1

reduces p-FAK levels and suggests a mechanism through which ADN

regulates HSC invasion. Our data demonstrate that ADN induced

TIMP-1 through CD63 is partially responsible for mediating HSC

FAK activity. These findings have relevant effects in vivo and the

ADN-TIMP-1 association is apparent in humans. Our study suggests a

new role for ADN and TIMP-1 in liver fibrosis.
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Evidence for the involvement of protein citrullination
in the pathogenesis of hepatic fibrosis in patients with
chronic hepatitis
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Introduction: Protein citrullination is a known mechanism of fibro-

genesis in the synovial joints of patients with rheumatoid arthritis

(RA). Since oxidative stress is common to both RA and chronic

hepatitis, we postulated in this study that protein citrullation might

also be partly involved in the pathogenesis of hepatic fibrosis in

patients with chronic hepatitis.

Objectives:

1. To find out if cyclic citrullinated peptides (CCP) could be

demostrated immunohistochemically in liver biopsies from

patients with chronic hepatitis.

2. To find out if the presence of CCP in the liver was associated

with METAVIR fibrosis score.

3. To find out if anti-CCP antibodies could be demonstrated in the

sera of patients with chronic hepatitis and if their concentrations

were related to the METAVIR fibrosis scores.
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Method: To test this hypothesis, we looked for the presence of cyclic

citrullinated peptide immunohistochemically in liver biopsies from

140 patients with chronic hepatitis. W e also measured the concen-

trations of anti-CCP antibody in the sera of these patients and in 100

controls.

Results: CCP could be demonstrated in the hepatic stellate cells in the

liver with fibrosis but not in normal liver. We found that both the

immunopositivity for CCP in liver biopsies and serum concentration

of anti-CCP antibody were strongly positively correlated with the

METAVIR fibrosis scores in patients with chronic hepatitis.

Conclusion: We therefore concluded that protein citrullination might

be partly involved in the pathogenesis of hepatic fibrosis in patients

with chronic hepatitis.

Topic: 11.a Basic Science

Absno: 1707

Immune tolerance and epigenetic suppression of MMP genes
impairs fibroplasia clearance in liver fibrosis
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Background and Aims: Different from the normal liver, the fibrotic

liver is extremely resistant to injury insult, and exhibits immune

tolerance and silencing of many MMP genes. We hypothesized that

cirrhosis is created by skewed activation of macrophages and regu-

latory T cells, and suppression of MMP genes by myofibroblastic

stellate cells.

Methods and Results: The liver fibrotic mice and normal controls

were challenged with lethal hepatic toxins. While most of the control

mice die from acute liver failure, the fibrotic mice are overwhelm-

ingly survived with minimal liver injury. Similarly, many MMP genes

are up regulated in acute liver injury, but are mostly suppressed in

fibrotic liver even under second hit. The lethal resistance is gradually

vanished with spontaneous resolving of cirrhosis. At cellular level,

injury resistance is tightly related to immune tolerance built in fibrotic

liver. Regulatory T cells (Tregs, CD4 + CD25 + FoxP3), which are

barely detected in the normal liver, are substantially generated, and

intimately aligned with myofibroblastic hepatic stellate cells in cir-

rhosis. Activation of hepatic stellate cells through releasing TGF-beta

and mobilizing retinol may conversely contribute to iTregs produc-

tion and immune tolerance. Depletion of Tregs by specific antibody

accelerates fibrosis resolution. On the other hand, alternatively acti-

vated type-2 Kupffer cells, featured by double positive for F480 and

Gr1 are also accumulated in fibrotic septa. Depleting of type-I KCs in

the normal liver alleviates the liver injury. In contrast, removing type-

2 KC in the fibrotic liver abrogates fibrosis-related injury resistance,

and restores immune surveillance, and clearance of fibrosis. In

myofibroblastic hepatic stellate cells, many MMP genes are silenced

at chromatin levels, conferring injury resistance and immune

tolerance.

Conclusion. Thus, manipulation by depletion of Tregs or type-2

Kupffer cells may be explored as an approach to restore immune

surveillance, and promote fibrosis resolution.
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Turmor necrosis factor induces type IV collagen production
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Background: Excessive extracellular matrix deposition occurs as a

result of repetitive injury-repair cycles and plays a central role in the

pathogenesis of chronic inflammatory diseases, such as Liver fibrosis.

The molecular mechanism leading to aberrant collagen deposition is

not fully understood.

Objective: We sought to test the hypothesis that increased Turmor

necrosis factor (TNF) production contributes to collagen deposition in

chronic liver inflammation.

Methods: To study the profibrotic effect of TNF, antibody-blocking

experiments were performed in an in vivo model induced by

Dimethylnitrosamine(DMN) for chronic liver inflammation, which is

accompanied by matrix deposition. The signaling pathways were

delineated with in vivo and in vitro studies in liver fibrosis.

Results: Functional blocking of TNF in chronically affected mice

markedly prevented fibrosis. Transgenic overexpression of TNF in

murine liver resulted in liver fibrosis with increased collagen

deposition. TNF exerted a direct effect on collagen expression in

murine liver fibroblasts, which was mainly mediated through the

activation of the receptor tropomyosin-related kinase A. TNF-

induced collagen expression was dependent on downstream activa-

tion of p38 mitogen-activated protein kinase independent of the

TGF-beta1/mothers against decapentaplegic homolog (SMAD)

pathway.

Conclusion: The results of this study demonstrate that TNF exerts

profibrotic activities in liver by inducing type IV collagen production

in fibroblasts independently of TGF-beta1.
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Background: Liver fibrosis can be defined as a complex patho-

physiological process of progressive destruction and regeneration of

liver parenchyma, leading to fibrosis, cirrhosis. A profound alteration

of the hepatic angioarchitecture due to induction of long-term struc-

tural vascular changes is underlying this remodeling process.

Placental growth factor (PlGF) is associated selectively with patho-

logical angiogenesis.

Method: Here, we observed that PlGF increased expression of

endothelin-1 (ET-1) and endothelin-A type receptor (ET-AR) from

human myofibroblastic hepatic stellate cells respectively. PlGF-

mediated ET-1 and ET-AR expression occurred via activation of PI-3

kinase, reactive oxygen species and hypoxia inducible factor-1 alpha

(HIF-1a).

Result: PlGF increased binding of HIF-1a to the ET-1 and ET-AR

promoters; this effect was abrogated with mutation of hypoxia

response elements in the promoter regions and HIF-1a siRNA and

confirmed by chromatin immunoprecipitation analysis.

Conclusion: Our studies show that PlGF-induced expression of the

potent vasoconstrictor ET-1 and its cognate ET-AR receptor occur via

activation of HIF-1a, independent of hypoxia.
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Background: To investigate the effects of S-Adenosylmethionine

(SAM) on the proliferation, adhesion, migration, invasion and apop-

tosis of activated human hepatic stellate cells and to explore the

relevant potential mechanisms.

Methods: Human hepatic stellate cell line LX-2 cells were cultured

with SAM. The proliferation and adhesion of LX-2 cells were

detected by CCK-8 assay. The cell cycle distribution and apoptotic

rate were analyzed by flow cytometry, and migration and invasion of

cells were tested by transwell assay. The mRNA of Rac1, MMP-2 and

Cyclin D1 gene were identified by real-time PCR. Rac1, MMP-2,

a-SMA and Smad3/4 protein were examined by western blotting, and

activated Rac1 was detected by GST pull-down assay. The activity of

MMP-2 and MMP-9 were analyzed by quantitative Substrate

Zymography.

Results: The proliferation of LX-2 cells was inhibited by SAM,

which exhibited a dose-dependent manner in the concentration range

1.0 to 8.0 mM. SAM retarded the LX-2 cells at the S stage and cell

apoptotic rate induced by SAM was remarkably increased. SAM in

non-toxic concentrations decreased the adhesion, migration and

invasion of LX-2 cells. The mRNA of Cyclin D1 was up regulated

and expression of a-SMA protein was inhibited by SAM. The

expression and activation of Rac1 in LX-2 cells were significantly

suppressed by SAM. In contrast, the activity of MMP-2 and MMP-9

was enhanced by SAM. SAM attenuated the up-regulated expression

of Smad3/4 and Rac1 induced by TGF-b1.

Conclusion: SAM inhibits the proliferation, adhesion, migration and

invasion of LX-2 cells in vitro probably via inhibiting the expres-

sion and activation of Rac1 and up regulating MMP-2, MMP-9 and

Cyclin D1 expression. Additionally, TGF-b1- Smad3/4 signal

pathway could be attenuated by SAM. These results possibly pro-

vide a molecular basis for potential application of SAM in the

therapy of liver fibrosis.
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Background: With the advance in endomicroscopy techniques, we

envision the possibility of liver surface scanning to reduce the inva-

siveness and associated risks of liver biopsy taking samples from the

liver interior. Liver surface is covered by the Glisson’s capsule. The

thickness of the Glisson’s capsule has been reported to increase

during fibrosis progression as imaged from the biopsied liver tissue

sections perpendicular to the liver surfaces, which does not reflect the

overall structural changes of the collagen in the Glisson’s capsule. In

this study, we present capsule index for liver fibrosis assessment

which quantitatively characterizes the morphology and texture of the

collagen network in the Glisson’s capsule.

Methods: We have imaged the Glisson’s capsule from 65 rats of two

fibrosis models, thioacetamide (TAA) and bile duct ligation (BDL),

using reflective second harmonic generation microscopy (R-SHG)

imaging. Image analysis was performed to extract 125 features that

characterize the morphology and texture of the collagen network of

the Glisson’s capsule. These features, together with the capsule

thickness, were combined to build capsule index.

Results: Capsule index was validated by comparing with the Metavir

scores assigned by an experienced pathologist from reading the MT

stained slices of the interior of the same liver of which the surface was

scanned. Good correlations were established in both models. The

results indicate that capsule index was able to differentiate between

all different fibrosis stages for both animal models (p \ 0.05).

However, no significant differences between fibrosis stages were

found for capsule thickness.

Conclusions: We demonstrated the advantage of imaging the Glis-

son’s capsule using R-SHG, which can accurately reveal the

architecture of the collagen network. By incorporating the capsule

index quantification methodology with SHG endomicroscopy, we

have established the feasibility of liver fibrosis staging and diagnosis

from scanning the liver surface.

Topic: 11.a Basic Science

Absno: 1843

The synergistic effect of combination of the simvastatin and
NS-398 on inactivation of immortalized hepatic stellate cell line
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Background: Hepatic stellate cell (HSC) is a major fibrogenic cell

type that contributes to collagen accumulation during chronic liver

disease. The NS-398 (a selective COX-2 inhibitor) is a potential drug

of chemoprevention and treatment of liver fibrosis by inhibiting HSC

activation. The simvastatin (a HMG CoA reductase inhibitor) revert

the myofibroblasts-like phenotype of HSC towards a more quiescent

phenotype. We investigated the anti-fibrotic and pro-apoptotic

mechanisms in synergistic effects of both drugs using the human

hepatic stellate cell line.

Methods: The immortalized human hepatic stellate cell line, LX-2

was cultured. The cells were treated with control, simvastatin, NS-

398, and combination of simvastatin and NS-398 for 24 and 48

hours. Cellular DNA synthesis was evaluated by measuring BrdU

incorporation. Expression of proteins such as Akt, NF-kB and

caspase-3, caspase-9 (apoptotic factors), a-smooth muscle actin

(a-SMA), collagen typeIwere measured in Western blot analysis.

Results: In BrdU-proliferation assay, combination of two drugs

effectively inhibited the proliferation rate compared to monotherapy.

The combination of two drugs resulted in a greater decrease of pro-

caspase-3, - 9, Akt and NF-kB than monotherapy depending on the

concentration of two drugs. In addition, the combination of NS-398

and simvastatin significantly promoted the inactivation of HSCs

measured by reduction of the amounts of a-SMA, collagen

typeIproteins.

Conclusions: We suggested that both of two drugs have synergistic

effects in terms of anti-proliferative, pro-apoptotic and anti-fibrotic

effects on activated HSCs. The mechanism of synergistic pro-
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apoptotic effect seems to be mediated through inhibition of NF-kB/

Akt pathway and caspase activity.
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Fuzheng Huayu formula regulates activation of primary hepatic
stellate cells through inhibiting apoptosis of primary hepatocytes

Yanyan Tao, Xiuchuan Yan, Yun Ran, Chenghai Liu
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University of Traditional Chinese Medicine, Shanghai, China

Background and aims: Hepatocyte apoptosis plays an important role

in the development of hepatic fibrosis. Fuzheng Huayu formula (FZHY)

is a SFDA approved anti-fibrotic medicine in China and have been

conducted for a phase II clinical trial in US. This study is to determine

whether FZHY prevents hepatic fibrosis by inhibiting hepatcoyte

apoptosis and how FZHY affects hepatocyte apoptosis.

Methods: Primary hepatocytes and hepatic stellate cells (HSCs) were

isolated from mice and rats. Hepatocytes were pretreated with FZHY

sera for 1 h and then incubated with 200 ng/ml Act D and 20 ng/ml

TNF-a for 6 h. DNA in all groups of hepatocytes were extracted with

Kit and apoptosis was assessed by Annexin V/ propidium iodide (PI)

staining and DNA electrophoresis. Expressions of apoptosis-related

mitochondrial mediators in hepatocytes, including TNF-R1, Bcl-2 and

Bax, were determined by western blot. Then 100 lg/ml apoptotic

hepatocyte DNA from untreated hepatocytes, Act D/TNF-a treated

hepatocytes and FZHY treated hepatocytes was added into HSCs

respectively. Expressions of a-SMA and collagen I in HSCs were

determined by immunofluorescence and Western blot.

Results: FZHY attenuated hepatocyte apoptosis and inhibit expres-

sions of TNF-R1, Bcl-2 and Bax in hepatocytes. The results indicated

that FZHY inhibited production of apoptotic hepatocyte DNA through

regulation of mitochondrial mediators. Apoptotic DNA extracted from

apoptotic hepatocytes stimulated expression of a-SMA in HSCs in a

dose dependent manner. DNA extracted from FZHY treated hepato-

cytes less stimulated the expression of a-SMA and collagen I in HSCs in

comparison with that from Act D/TNF-a treated hepatocytes. These

findings suggest that inhibiting hepatocyte apoptosis is one of the

mechanisms by which FZHY alleviates hepatic fibrosis (Fig. 1).

Conclusion: FZHY inhibits activation of HSCs partially through its

effects on inhibiting apoptosis of hepatocytes.
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Hepcidin decreased hepatic stellate cells activation and increased
anti-oxidative stress: hepcidin as a novel potential theraputic
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Background: Hepcidin is a key molecule for maintenance of iron

homeostasis Iron overload is proposed to play a role in promoting

liver fibrosis. Here, we studied whether hepcidin affected hepatic

stellate cells (HSC) activation and oxidative stress which play a

pivotal role in liver fibrosis.

Methods: We examined the dynamic change of hepcidin expression

in CCl4 induced fibrosis rat in vivo. To observe hepcidin influence on

HSC activation and oxidative stress level (GSH), we used different

concentrations hepcidin-25 peptide (10 ng/ml, 100 ng/ml) to directly

stimulate HSCs in serum-free medium for 24 and 48 hours in vitro.

Results: Total hepcidin expression was gradually decreased after

2 weeks, approximately 5-fold lower in CCL4 induced chronic

fibrosis rat at 10 week compared with normal rat. In the further

in vitro study, treatment with hepcidin inhibited HSC activation, high

dose (100 ng/ml) resulting in the reduced expression of a-smooth

muscle actin (SMA), tissue inhibitors of metalloproteinase-1

(TIMP-1) and collagen I both in mRNA and protein level signifi-

cantly. Importantly, high dose hepcidin could inhibited TGFb-

induced HSC fibrogenesis, which was associated with decreasing

a-SMA, collagen I and TIMP-1 expression, and increasing bone

morphogenetic protein (BMP-7) expression. Beside influence the

activation of HSC, hepcidn also increased HSC synthesis of GSH.

Conclusions: Hepcidin inhibits hepatic stellate cell activation and

increases anti-oxidative stress. These data suggest a potential role for

the hepcidin treatment of liver fibrosis.
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Adenosine regulates inflammasome activity by overriding
LPS tolerance via HIF-1a and CREB signaling
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Introduction: The inflammasome is a cytosolic protein complex that

is central to the production of IL-1beta, and has important roles in

liver inflammation and fibrosis. Activation requires two signals, and

Fig. 1 FZGY inhibits activation of hepatic stellate cells through

inhibiting apoptosis of hepatocytes. (A-C) Primary hepatocytes were

pretreated with FZHY sera for 1 h and then incubated with Act D and

TNF-a for 6 h. (A) Confocal microscopy observation of hepatocytes

apoptosis stained by FITC labeled Annexin V (green) and propidium

iodide (PI) hredi. (B) FZHY decreases the production of apoptotic

hepatocyte DNA. (C) Western blot analysis of TNF-R1, Bcl-2 and

Bax in hepatocytes 1, untreated hepatocytes, 2, Act D/TNF-a treated

hepatocytes, 3, FZHY treated cells. (D-E) FZHY-treated apoptotic

DNA stimulates less HSCs activation. (D) FZHY treated hepatocytes

DNA has less stimulating effects to the expression of a-SMA in

HSCs. (E) Western blot analysis of expression of a-SMA and collagen

I in rat HSCs. 1’, healthy hepatocyte DNA group, 2’, apoptotic

hepatocyte DNA group, 3’, FZHY treated hepatocyte DNA group;

The effects of FZHY on hepatocyte apoptosis
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many activation signals have been identified, but little is known about

inflammasome regulation. Adenosine has significant roles in liver

pathology, and we investigated the role of adenosine in inflamma-

some regulation.

Methods: The caspase-1 inflammasome was activated by LPS and

ATP in primary mouse macrophages, and the effect of adenosine was

assayed by quantifying IL-1beta in the supernatant, and activated

caspase-1 in cell lystaes. Further investigations were performed using

receptor specific inhibitors, KO mice, adenylate cyclase and PKA

inhibitors.

Results: Adenosine alone did not induce inflammasome activation.

Adenosine increased LPS/ATP induced inflammasome activation as

judged by IL-1beta production. This was dependent on the A2a

receptor and the adenylate cyclase, cAMP, PKA pathway, HIF-1a and

CREB pathway. Activation of the A2aR resulted in up-regulation of

pro-IL-1beta as well as greater cleavage of caspase-1. Antagonism of

the A2aR resulted in significant reduction in the ability of LPS and

ATP to activate the inflammasome. As predicted in mice lacking the

A2a receptor on macrophages there was a reduction in immune

mediated liver injury.

Conclusions: Adenosine is a key regulator of the inflammasome

pathway, and allows for sustained activation via the LPS ATP path-

way by overriding LPS tolerance.

Supported by NIH R01DK076674-02.
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Swertiamarin inhibits angiotensin II-induced hepatic stellate cell
proliferation and activation
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Background and aims: Swertiamarin, which is an iridoid terpenoids

from the Gentianaceae Plants Swertia, has shown antioxidant and

anti-inflammatory effects. But it is not clear yet whether swertiamarin

could exert anti-hepatic fibrosis effect. Therefore, we aimed to eval-

uate whether swertiamarin may inhibit hepatic stellate cell (HSC)

proliferation and activation through angiotensin II (Ang II) related

pathway.

Methods: Rat primary HSC was pretreated with Swertiamarin for

4 h, and then incubated with Ang II (10-7 M) for indicated times.

Losartan, an Ang II type 1 receptor antagonist, was used as a positive

control. a-SMA, Col-I, ERK, p-ERK, AT-1, MAS and p-c-jun were

determined by Western blot. Immunofluorescence was performed to

detect the Edu,a-SMA and p-c-jun . Images were taken using Cel-

lomics ArrayScan VTI HCS Reader and analyzed using Cellomics

Cell Health Profiling BioApplication Software. Each experiment was

repeated for three times.

Results: In the present study, we found that swertiamarin inhibited

Ang II-induced HSC proliferation and activation. The mechanisms

involved in swertiamarin action include repressing ERK activation

and down-regulating Ang II receptor, type 1 (AT1R) expression.

Swertiamarin also inhibited Ang II-induced collagen Ia (Col-Ia) and

alpha-smooth muscle actin (a-SMA) production in rat HSCs, and

attenuate mRNA levels of all isoforms of transforming growth factor

beta (TGF-b) in rat HSCs. Swertiamarin also inhibited c-Jun activa-

tion in vitro (Figs. 1 and 2).

Conclusions: In conclusion, our results show that Swertiamarin may

exert an anti-hepatic fibrosis effect via down-regulating Ang II sig-

naling in primary HSC.
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miR-322 is up-regulated in liver fibrosis and intervened
by Fuzheng Huayu Formula
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Objective: To discover the differential expression of miRNAs in liver

fibrosis and find the key miRNA; and investigate the regulation

effects of an anti-fibrotic product - Fuzheng Huayu formula (FZHY)

on key miRNA.

Methods: Liver fibrosis was induced by injection of CCl4. The mice

were divided into 3 groups: normal, model and FZHY group. Rats in

FZHY group were administered with FZHY for 8w. miRNA

expression in liver tissue was assayed by miRNA array. Firstly, dif-

ferential expression of miRNAs between normal and model mice

were screened out, and GO analysis were performed to analyze the

function of the differential miRNAs and find the key miRNAs. The

key miRNA expression was further determinted using 3 rat liver

fibrosis model induced by DMN, BDL (bile duct ligation) and CCl4

respectively. Then, the same differential miRNAs between normal

and model, model and FZHY group were screened, and pathway

analysis was performed to find the remarkable pathway and the cor-

responding predicted target gene.Fig. 1 Col-Ia, a-SMA, AT-1,p-c-jun expression

Fig. 2 Swertiamarin inhibited HSC proliferation
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Results: Thirty-nine differential expressions of miRNAs were screened

out between normal and model group, among which 23 were up-regu-

lated, and 16 were down- regulated. Go analysis showed that these

differential miRNAs may be involved in liver fibrosis and fibrolysis via

complicated network regulations and miR-322 is the key up-regulated

miRNA in miRNA-mRNA network. miR-322 was also up-regulated in 3

rat liver fibrosis model induced by DMN, BDL and CCl4 respectively.

Three down-regulated differential miRNAs were screened out

between normal and model, model and FZHY: miR-322,miR-342-3p,

miR-296-5p. Pathway analysis showed TGF-b pathway may be one of

the significant pathway regulated by these 3 miRNAs (Tables 1 and 2)

Conclusion: miR-322 may be the key miRNA during liver fibro-

genesis; Down-regulating the expression of miR-322 may be the

action mechanism of FZHY against liver fibrosis.
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Yin-Chen-Hao Tang ameliorated liver fibrosis and inflammation
by inhibition of activation of kupffer cells
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Background: Yin-Chen-Hao Tang(YCHT) from Shanghan Lun’s

Treatise in 200 AD, consists of three medicinal herbs:Artemisia

capillaries (18 g), Fructus gardenia (10 g), and Radix et Rhizoma

Rhei (6 g). YCHT has been used for the treatment of liver injury for

more than 1800 years. We investigated the potential anti-fibrosis

effects of YCHT, with special focus on mechanisms of inhibition of

activation of KCs and MAPK signal pathway.

Methods: Hepatic fibrosis was induced in rats by dimethylnitrosa-

mine (DMN) treatment. At the end of the second week, five rats from

the DMN-treated group were killed to assess fibrosis development.

YCHT was gastric infused in the continuous 2-week modeling period

Table 1 miR-322 was up regulated in different liver fibrosis model

Model miR-322 Expression Fold change

(Normal/Model)
Normal group model group

CCL4 (mouse) 1.00 2.83 2.8

CCL4 (rat) 0.72 1.04 1.5

BDL (mouse) 1.02 2.80 2.7

DMN (mouse) 1.26 2.87 2.3

Table 2 FZHY regulated miR-322 expression

miRNA Method Fold change

(Normal/Model)

Fold change

(FZHY/Model)

miR-322 miRNA array 0.32 0.66

Real-time PCR 0.35 0.67

miR-322 expression

Fig. 1 YCHT decreased inflammation and collagen deposition in the

progress of liver fibrosis induced by DMN in rats. Histopathology of

liver: (a) Control, (b) 2-week DMN, (c) DMN+water,

(d) DMN+YCHT, (e) Control+YCHT. HE(9200), hemotoxylin-cosin

staining; SR(9100), Sirus red staining. YCHT improved liver

functions and declined Hyp content of fibrosis induced by DMN in

rats. Liver function was measured by blood test and Hyp content was

measured by liver tissue. The data are representative of all experi-

mental rats and quantified as mean value ± SD. # P\0.05, ##P\0.01,

vs. Control; *p\0.05, **p\0.01, vs. DMN+water

Fig. 2 YCHT significantly allevalated inflammation and decreased

deposition of collagen by inhibition of KCs activation. Inflammation

was determined by assessing protein expression of TNF-a, IL-1b, IL-

6, IFN-c and IL-10 in liver tissue, and deposition of collagen was by

a-SMA, TGF-b1, Col-I, MMP13 and MMP14. CD68 is a typical

marker of KCs activation. The quantitative ratis are shown as

relatiove optical densities of bands that are normalized to the

expression of GAPDH except for TNF-a, IFN-c and IL-10 tested

using Cytometric Bead Array(CBA) Protein Quantitative Analysis.

The data are representative of all experimental rats and quantified as

mean value ± SD. (a) Control, (b) 2-week DMN, (c) DMN+water,

(d) DMN+YCHT. # P\0.05, ##P\0.01, vs. Control; *p\0.05,

**p\0.01, vs. DMN+water
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from third week. At the same time, the control group was treated with

YCHT. At the end of the fourth week, all of the animals were killed

and their liver samples were collected for histology and immuno-

chemistry analyses.

Results: Liver fibrosis and cirrhosis were observed in weeks 2 and 4

in DMN-intoxicated rats. Compared with the DMN-water group, the

pathological conditions and functions of the liver in the YCHT group

improved significantly, and the content of hydroxyproline (Hyp)

decreased remarkably (Figs. 1). YCHT decreased TNF-a, CD68,

IL-1b, IL-6, MMP14, a-SMA and Col-I and increased IFN-c, IL-10

and MMP13 protein expression of liver tissue (Fig. 2). YCHT

decreased the phosphorylation expression of ERK (44 site) and MEK,

but had no significant effects on ERK (42 site) (Fig. 3). YCHT had

not any side-effect for normal rats.

Conclusion: YCHT significantly alleviated inflammation and pro-

moted degradation of collagen by inhibition of KCs activation, the

mechanism of which may be relationship with the inhibition of

MAPK/ERK signal transduction pathway.
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Curcumin combined with angiotensin-converting enzyme
inhibitor, enalapril, attenuates hepatic fibrosis by interrupting
inflammation and apoptosis related signaling
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Objective: The liver renin-angiotensin systerm (RAS) plays an

important role in promoting the development of hepatic fibrosis.

Curcumin play an important role in inhibiting and reversing hepatic

fibrosis. The aim of this study was to evaluate the effects and

mechanism of angiotensin-converting enzyme inhibitor (ACEI),

enalapril combined with curcumin in CCL4-induced mice liver injury

and hepatic fibrogenesis.

Methods: Eight-week-old C57BL6/J mice were randomly divided

into control group, model group, curcumin group, enalapril group and

curcumin combined with enalapril group (combined group). The five

group mice were respectively given 0.9% sodium chloride, 10% CCl4

(intraperitoneally injectien, 2/w), 10% CCl4 + curcumin (50ug/g,

3/w), 10% CCl4 + enalapril (10 mg/kg, 3/w), and 10% CCl4 +

enalapril(10 mg/kg) + curcumin(50ug/g). At the end of 10th week, all

mice were sacrificed. Blood and liver tissue was harvested. Serum

ALT and AST levels were measured. Pathological changes in hepatic

tissue were observed. The expression of NF-KB RelA, ICAM-1,

VCAM-1, Bax/Bcl-2 protein and mRNA were examined by immu-

nohistochemistry and RT-PCR assay.

Results: In model group and three treatment group, the levels of serum

ALT and AST, inflammation-related ICAM-1 and VCAM-1 protein

and mRNA expression, apoptosis-related bax protein and mRNA

expression, NF-KB RelA protein in hepatic tissue were significantly

increased. And apoptosis-related bcl-2 protein and mRNA expression

was significantly decreased than control group. Administration of

curcumin, enalapril and curcumin + enalapril could significantly

decrease serum ALT and AST, ameliorate hepatic tissue inflammation

and fibrosis, down-regulation ICAM-1, VCAM-1 and BAX protein and

mRNA expression and up-regulation BCL-2 expression by inhibiting

the NF-KB RelA activity, especially in combined group.

Conclusion: These results demonstrated that curcumin, enalapril and

especial curcumin combined with enalapril could protect mice liver

from CCl4-induced fibrogenesis by suppressing hepatic inflammation

and hepatocyte apoptosis.
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stellate cells proliferation by influencing PI3 K/Akt signal
pathway
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Background: Many studies proved mesenchymal stem cells (MSCs)

can reduce the degrees of experimental hepatic fibrosis by influencing

the hepatic stellate cells (HSCs). MSCs can influent different aspects

of HSCs biology, including inhibiting proliferation and promoting

apoptosis. However, the inner mechanism is still indistinct. The aim

of this study was to evaluate the effect of MSCs on the growth of HSC

under the non-contact coculture mode in vitro and the possible

mechanism.

Methods: The MSCs and HSCs were harvested from Sprague-

Dawley rat. MSCs and HSCs were seeded in propor-

tion(2 9 104:2 9 104 cells)in Transwell plate, as the experimental

group(EG), by which establish the upper and lower double cell non-

contact coculture system. HSCs were separately cultured(2 9 104

cells) in a well as the control group(CG). LY294002 as a kind of

P13 K/Akt signal pathway inhibitor was added to the experimental

group and the control group respectively(20 lmol/ml), which served

as the positive experimental group and positive control group. Cell

cycle was determined at different time points (24 h, 48 h, 72 h) by

flow cytometry; The p-Akt and Akt protein expression in HSCs were

detected by Western blotting.

Results: Compared with the CP, MSCs can significantly inhibited

HSCs proliferation at different time points, and the tendency became

obvious with the passage of time (11.24 ± 0.34 \ 15.73 ± 0.76 \

Fig. 3 YCHT inhibited the phosphorylation expression of ERK(44

site) and MEK, but had no significant effects on ERK(42 site). The

date are representative of all experimental rats and quantified as mean

value ± SD. (a) Control, (b) 2-week DMN, (c) DMN+water,

(d) DMN+YCHT. # P\0.05, ##P\0.01, vs. Control; *p\0.05,

**p\0.01, vs. DMN+water
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19.14 ± 0.91 \ 23.16 ± 1.80, p \ 0.05), and the inhibitory effect can

be enhanced after adding LY294002 into the EG (8.2 ± 0.8

\ 11.7 ± 1.6, p \ 0.05). p-Akt protein expression in the EG was

reduced in different time point, same tendency to the cell cycle. The

most significantly reduced occur in the positive experimental group, it

seemed that EG have the equal inhibitory effect to the positive control

group. No significant difference was found in Akt protein of any group.

Conclusion MSCs can significantly inhibit HSCs proliferation

through influencing the P13 K/Akt signal pathway and the p-Akt

maybe is the key point.

Topic: 11.a Basic Science

Absno: 2096

Effect of bone marrow mesenchymal stem cells-conditioned
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Background: The studies concerning bone marrow mesenchymal

stem cells (BMSCs) in treatment of hepatic fibrosis have obtained

some outcomes. However, few studies have addressed the BMSCs-

conditioned medium for treatment of hepatic fibrosis. The aim of this

study was to observe the effect of BMSCs-conditioned medium reg-

ulated the proliferation and activation of hepatic stellate cells(HSCs).

Methods: 2 ml BMSCs-conditioned medium was added in six-well

plate to process the HSCs(1 9 105 cells) as experimental group I; 1 ml

BMSCs-conditioned medium plus 1 ml fresh medium were added to

process the same number HSCs as experimental group II. HSCs were

processed with 2 ml fresh medium as control group. Cell cycle was

determined at different time point(24 h, 48 h, 72 h) by flow cytometry,

and inhibitory effect was observed. The expressions of transforming

growth factor (TGF-b), tissue inhibitor of metalloproteinase-2

(TIMP-2), collagen I mRNA in HSCs were detected by RT-PCR.

Results: After adding BMSCs-conditioned medium, in experimental

group I, HSC proliferation was significantly inhibited compared with the

control group, and the tendency become obvious with the prolongation

of time (72 h [ 48 h [ 24 h, p \ 0.05). The expressions of TGF-b,

TIMP-2, Collagen I mRNA in HSCs were down-regulated in experi-

mental groups I and II compared to the control group, and the tendency

was followed by the increase of BMSCs-conditioned medium volume

(experimental group I [ experimental group II [ control group).

Conclusion: BMSCs-conditioned medium can through regulating the

proliferation and activation of HSCs to relieve the hepatic fibrosis.
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Background: Several researches has proved human Umbilical cord

stromal stem cells (hUSSCs) can be expected to become a kind of

new seed cells in the treatment of hepatic fibrosis. However, we found

few studies emphasized on UMSC treated the hepatic stellate cells

(HSCs) in vitro, not to mention the possible mechanism. The aim of

this study was to explore the effect of human umbilical cord stromal

stem cells-conditioned medium (hUSSCs-CM) on the biological

activity of fibrosis in rat HSCs, and find out the acting target.

Methods: HSCs were seeded in the six orifice plate in proportion

(1.0 9 105/well), then cultured without serum for 24 hours; 2 ml

hUSSCs-CM were added to process HSCs in two time point (48 h

and 72 h) as experimental group; while HSCs were processed with

equivalent fresh medium as control group. The expression of

transforming growth factor b1 (TGF-b1), collagen-a1 and TIMP-2

mRNA in HSCs were detected by RT-PCR. The expression of

TGF-b1 protein was determined by Western blot and counted the

gray level.

Results: The expression of TGF-b1, collagen-a1 and TIMP-2 mRNA

in HSCs were down-regulated in experimental group compared to

control group, and the tendency enhanced with the culture time

(hUSSCs-CM treated 72 h [ hUSSCs-CM treated 48 h [ control

group). And the expression of TGFb1 protein in HSCs were down-

regulated in experimental group compared to control group and

showed time dependent manner (control group [ hUSSCs-CM trea-

ted 48 h group [ hUSSCs-CM treated 72 h group, p \ 0.05).

Conclusions: Human umbilical cord stromal stem cells can inhibit

the fibrogenesis activity of HSCs, and it may focus on the target

molecular of TGF-b with its downstream production.
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The functional impairment of natural killer cells may involved
into the fibrosis progression in patients with hepatitis B virus

Zheng Zhang, Juanjuan Zhao, Fu-Sheng Wang

Research Center for Biotherapy, Beijing 302 hospital, Beijing, China

Objective: Natural killer (NK) cells are abundant in the liver and

have been implicated in inducing fibrosis remission in mice model;

however, the functional role of NK cells in patients with liver fibrosis

(LC) and their impacts on fibrotic progression remains to be

elucidated.

Methods: We comprehensively characterized the frequency, pheno-

type and function of both peripheral and intrahepatic NK cells and

investigated their roles in liver fibrosis progression in 50 chronic

hepatitis B (CHB) patients and 68 HBV-associated LC patients as

well as 35 healthy subjects (HC).

Results: We found that the frequencies of both peripheral and

intrahepatic NK cells from LC and CHB patients were significantly

decreased as compared with HC subjects. These peripheral and

intrahepatic NK cells from LC patients expressed lower levels of

TRAIL, activation marker, activation receptors and granzyme and

perforin and higher levels of inhibitory receptors than those from

CHB patients, thus displaying the decreased CD107a and interferon

(IFN)-c production. More important, NK cells from LC patients also

showed the reduced killing capacity against hepatic stallete cells

(HSCs) in vitro as compared with those from CHB patients. In vitro,

TGF-b-derived from HSCs suppressed NK cytolytic activity, and

blockade of TGF-b signbificantly enhanced NK cell-derived CD107a

and IFN-c production. The immunohistochemical staining further

showed that NKp46-positive cells were more enriched in the a-SMA-

negative area in livers from LC patients. Finally, NK cell cytolytic

activity was also correlated negatively with liver fibrosis scores in
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HBV infected patients, which is further confirmed by the longitudinal

follow-up of LC patients.

Conclusion: HSC-derived TGF-b impaired the cytolytic activity of

NK cells in LC patients, which may involved into the fibrosis pro-

gression in HBV-infected patients. Our findings may facilitate the

rational development of immunotherapeutic strategies to enhance NK

activity while limiting or abolishing liver fibrosis in chronic HBV

infection.
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Interleukin-21 is a potential mediator of HBV-associated liver
cirrhosis

Guohua Feng, Ji-Yuan Zhang, Weihong Chen, Honghong Liu,
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Background: IL-21 may contribute to the viral clearance in CHB,

while many of them also develop into HBV-associated liver cirrhosis.

This research studied whether IL-21 existed a negative effect

involved in the generation of HBV-associated liver cirrhosis.

Methods: The amount of IL-21 stimulated by PMA and ionomycin

was detected by flow cytometry, and the level of IL-21 in plasma was

measured by quantitative sandwich ELISA. Then the distribution of

IL-21 in situ in the liver was observed by immunohistochemistry. We

also detected the expression of a-SMA, the apoptosis and prolifera-

tion of LX-2 by flow cytometry and CCK8. Finally, the collagen

levels in the supernatant were measured by chemiluminescence.

Results: We found that both the serum and stimulated IL-21 con-

centration were significantly higher in HBV-LC patients compared

with those of HC subjects. We identified high levels of IL-21R

expression on LX-2 cells which were the representative cell line of

hepatic stellate cells. IL-21 administration increased a-SMA expres-

sion, prevented apoptosis, but had no effect on proliferation of LX-2

cells in vitro. In addition, we discovered adding IL-21 could enhance

the collagen secretion of LX-2 cells in vitro.

Conclusions: IL-21 may contribute to the generation of HBV-asso-

ciated liver cirrhosis by activating the stellate cells. Therefore,

neutralization of IL-21 would be a favorable new therapeutic strategy

for the disease.

Topic: 11.a Basic Science

Absno: 2309

Antifibrotic Effects of Recombinant_Adeno-Associated Virus
Carrying Small interfering RNA Targeting TIMP-1 in Rat Liver
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Min Cong, Tianhui Liu, Ping Wang, Xu Fan, Jidong Jia,
Hong You
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Background & Aims: Elevated tissue inhibitor of metalloproteinase

(TIMP)-1 expression contributes to excess production of extracellular

matrix in liver fibrosis. Here, we constructed a recombinant adeno-

associated virus (rAAV) carrying small interfering RNA of TIMP-1

gene (rAAV/siRNA-TIMP-1) and investigated its effects on liver

fibrosis in rats.

Methods: Two models of rat liver fibrosis, the carbon tetrachloride

(CCl4)and bile duct ligation (BDL) models, were treated with rAAV/

siRNA-TIMP-1. Moreover, infection efficiency and expression of

TIMP-1 and MMP13 were detected in isolated hepatic cells from both

model rats.

Results: In CCl4 model, rAAV/siRNA-TIMP-1 administration

attenuated fibrosis severity, as determined by histological analysis of

hepatic collagen accumulation, hydroxyproline, and concentrations of

types I and III collagen in livers. Levels of mRNA and active matrix

metalloproteinase (MMP)13 were elevated, while both mRNA and

active MMP2 decreased. Moreover, a marked decrease was noticed in

the expression of a-smooth muscle actin and transforming growth

factor (TGF)-b1. Similarly, rAAV/siRNA-TIMP-1 treatment signifi-

cantly alleviated BDL-induced liver fibrosis. mRNA expression of

TIMP-1 in hepatic stellate cells (HSCs) isolated from rAAV/siRNA-

TIMP-1 treatment rats showed a significant reduction compared with

the levels in HSCs from rAAV/EGFP treatment rats. MMP13

expression was found to be increased in HSCs from rAAV/siRNA-

TIMP-1 treatment rats compared with those from rAAV/EGFP

treatment rats (more than 90% increase in mRNA and about 20%

increase in protein). The increased expression of MMP13 in kupffer

cells (KCs) was not so significant from rAAV/siRNA-TIMP-1 treat-

ment rats compared with rAAV/EGFP treatment rats (47% increase in

mRNA and about 10% increase in protein). These data indicate that

administration of rAAV/siRNA-TIMP-1 attenuated liver fibrosis by

directly elevating the function of MMP13 and diminishing activated

HSCs. It also resulted in indirect decreased expression of type I

collagen, MMP2, and TGF-b1.

Conclusions: The rAAV/siRNA-TIMP-1 may be an effective anti-

fibrotic gene therapy agent.
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With Chronic Hepatitis B
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Aim: Liver biopsy is the gold standard for liver fibrosis and shows

necroinflammation, however, it is an invasive procedure. Fibrotest

and Actitest, are noninvasive and objective tests which are developed

as alternatives to liver biopsy. The aim of this study is to compare of

liver biopsy with Fibrotest/Actitest.

Materials and methods: We investigated 30 patients with chronic

hepatitis B. Liver needle biopsy was performed on the same day as

serum samples were taken from the patients. Modified-Knodell

scoring system was used.

Results: There is a statistical discrepancy between fibrosis scores and

Fibrotest (p [ 0.05). There is a 31.5% statistical relation between two

measurements, however this relationship was not statistically signif-

icant (p [ 0.05). Cohen-Kappa compliance rate has been identified as

10.9%. This rate shows random compliance between Fibrotest with

fibrosis and therefore very low for our study.

The area under the ROC curve value of Fibrotest was

0.724 ± 0.112 with a p value of 0.078 (p [ 0.05), showing that Fi-

brotest is not effective in diagnosing advanced stage fibrosis.
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There was statistical discrepancy between HAI scores and Actitest

scores (p\0.05). Relationship between the two measurements can be

seen at the level of 14.2%, but this relationship is not statistically significant

(p[0.05). Cohen Kappa compliance rate has been identified as 22.5%.

This rate gives us the level of non-compliance between us HAI-score and

incidental Actitest. Total of 16 accurately identified cases out of 30.

Conclusion: According to the results of our study, non-invasive

biochemical tests are not fully eligible as an alternative for liver

biopsy. All these findings show that there is benefit to use non-

invasive biochemical tests when a liver biopsy cannot be conducted or

repeated liver biopsy is needed.
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Cell-selective delivery of Interferon gamma peptidomimetic
inhibits chronic hepatic fibrosis and tumor angiogenesis in vivo
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University of Groningen, Groningen, 2Department of Targeted
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Background and aims: Fibroblasts and myofibroblasts-like cells play

a key role in the pathogenesis of hepatic fibrosis. Thus, pharmacological

inhibition of these cells might lead to an effective therapy for liver

fibrosis. Among the potent anti-fibrotics, Interferon gamma (IFNc) is

highly efficacious but it failed in clinical trials due to reduced efficacy

and increased adverse effects. Here, we employed an IFNg peptidom-

imetic (mimIFNg) that lacks the extracellular receptor recognition

sequence but retains the agonistic activities of IFNg. Since platelet-

derived growth factor receptor beta (PDGFbR) expression is highly

over-expressed on key pathogenic cells, we conjugated mimIFNg to a

bicyclic PDGFbR-binding peptide (BiPPB) for selective delivery.

Methods: The synthesized re-directed targeted IFNg peptidomimetic

(mimg-BiPPB) was extensively investigated for anti-fibrotic and

adverse effects in acute or chronic CCl4-induced liver fibrosis in mice.

Furthermore, the construct was investigated for anti-angiogenic and

anti-tumor effects in the C26-colon carcinoma mouse model.

Results: The targeted mimg-BiPPB construct markedly inhibited early

and established hepatic fibrosis in mice. Native IFNg induced only

moderate reduction in fibrosis, while untargeted mimIFNg and BiPPB

had no effect. In addition, untargeted IFNg significantly induced sys-

temic inflammation and MHC-II expression in many organs while

mimg-BiPPB did not induce any off-target effects. Furthermore, in

C26-colon carcinoma tumor-bearing mice, mimg-BiPPB exhibited

significant reduction in tumor angiogenesis and size via inhibitory

effects on stromal cells, whereas other treatments induced no effect.

Conclusion: The present study demonstrates the beneficial effects of

cell-specific targeting of IFNg peptidomimetic to the disease-inducing

cells and therefore represents a highly potential therapeutic approach

to treat fibrotic diseases or stromal cells in tumors.
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Background and aims: Pistacia terebinthus fruits have been used as

coffee in East and southern Anatolia area of Turkey, It is sold like

other coffee as roasted and squashed form in market. It contains

unsaturated fatty acids, tocopherols, polyphenols and carotenoids.

P. Terebinthus has activity of anti-inflammatory and potential anti-

oxidant Thus, this study evaluated the protective effects of P. Tere-

binthus coffee (PTC) intake on liver injury induced by thioacetamide

in rats.

Method: Twenty-eight male Wistar-albino rats were equally ran-

domized into four groups. Chronic liver injury was induced with TAA

(100 mg/kg i.p. three time weekly) Concomitantly, rats only received

tap water (G1); PTC, p.o (G2); TAA (G3); TAA + PTC, p.o (G4).

After 6 weeks, rats were killed and blood and liver samples were

collected.

Results: PTC intake significantly reduced fibrosis/inflammation

scores (p \ 0.05) in the liver from TAA-treated group. Compared to

control group, PTC intake reduced liver TGF-b (p \ 0.05). Compared

to the TAA group, transforming growth factor beta (TGF-b),

(p \ 0.01) nuclear factor kappa B (NF)-jB (p \ 0.001) tumor

necrosis factor alpha (TNF-a) (p \ 0.05) and interleukin 6 (IL-6)

(p \ 0.001) the liver tissue were reduced by PTC intake.

Conclusion: PTC intake presented beneficial effects against liver

injury induced by TAA in rats. Hepatoprotective effects of PTC on

TAA-induced chronic liver injury may be attributed to down-regu-

lation of hepatic proinflammatory cytokine and its anti-inflammatory

activities.
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An experimental model of persistent and reproducible liver
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Introduction: Many models of Carbon Tetrachloride (CCL4)

induced liver cirrhosis in the rats being described. Nevertheless,

reproduction and persistence of cirrhosis is still hard to obtain. We

had some success in different series (Eur. Surg. Res. 18: 361:368,

1986.) However, this model can0t be easily reproduced by other dif-

ferent investigators in our centers, including students. In 1988 we

started a modified CCL4 model in order to obtain a simplified and

improved method for producing hepatic cirrhosis in rats.

Material and method: 151 Wistar male rats (E) were used in five

series in 1988, 1997, 2004, 2010 and 2012 divided into two groups;

Group 1 n = 151 to produce cirrhosis, and Group 2 n = 18 as con-

trol. The intoxication method CCL4 (Gastric) (9 dose) and CCL4

(Subcutaneously) in 50% mineral oil (7 dose). The presence of

ascites, serum level of ASAT, albuminemia, bilirrubinemia, cholin-

esterase were recorded 2 weeks, 2 months and 5 months after the end
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of the intoxication respectively. Histological examination of a liver

sample was registered in all animals: from necropsy, when they died

during the procedure (C1–C2–C3), or biopsy, 2 weeks, 2, 5, 6 and

7 months after the end of the CCL4 administration (C4–C5–C6 and

RL)

Results: Our model is a simplified and improved method for pro-

ducing cirrhosis in many series of rats. 44% of the intoxicated animals

survived the procedure. This is acceptable in a short model of

intoxication (9 weeks). An improved standard type of cirrhosis was

certified by histological studies. We have obtained a delayed and

irreversible hepatic cirrhosis in rats for 5 months. We have also found

evidence of reversibility in a few animals after six months.

Conclusion: Reproduction and persistence of experimental cirrhosis,

has been successful in our large experience.
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Antiproliferative effects of adiponectin on activated hepatic
stellate cells

YanDan Zhong, Yongfeng Yang, QingFang Xiong, ZhiLiang Hu

Department of Liver Disease, The Second Hospital of Nanjing,

affiliated with Medical School of South-East University, Nanjing,

China

Background and aims: Multiple studies indicate that adiponectin is

antifibrogenic, although the mechanisms of this protective effect have

not yet been described. Activated hepatic stellate cells (HSCs) play an

essential role in the formation of liver fibrosis. To observe the

inhibiting effects of adiponectin on HSCs of rat, so as to elucidate the

possible role of adiponectin in fibrogenesis.

Methods: HSCs were isolated and cultured from liver of Wistar rats

by in situ perfusion with pronase and collagenase and density gradient

centrifugation with Nycodenz. HSCs were cultured for 24 hours in the

presence or absence of adiponectin. Colorimetric MTT assay

was used to measure the inhibiting effects of adiponectin on HSC.

a-smooth muscle actin (a-SMA)levels were detected by Western

blot.

Results: Adiponectin was directly administered to HSCs at concen-

trations of 0.1, 1 and 10 lg/ml, respectively. The inhibiting effects on

HSCs in the presence or absence of adiponectin is shown (Table 1).

Compared with the contrast, 10 lg/ml of adiponectin had an inhib-

iting effect on proliferation of HSCs (P \ 0.05), 0.1 and 1 lg/ml had

no effects (P [ 0.05). a-SMA levels were down-regulated signifi-

cantly on the treatment of adiponectin in a dose dependent manner

(Figure 1).

Conclusion: Adiponectin could suppress the activation process of

HSCs, which have influence on liver fibrosis.
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Neoangiogenesis and the development of an abnormal angioarchi-

tecture in the liver are strongly linked with progressive

fibrogenesis, indicating that antiangiogenic therapy may block or

slow liver fibrosis. Curcumin has antioxidant, anti-inflammatory,

antifibrotic and anti-cancer properties. We therefore assessed the

efficacy of curcumin in protecting against liver fibrosis-associated

angiogenesis and capillarization of the sinusoids in rats. Liver

fibrosis was induced in rats by treatment with carbon tetrachloride

(CCl4) for six weeks, with or without curcumin. Liver fibrosis and

collagen deposition were determined by histopathologic examina-

tion, Masson0s trichrome staining, collagen-I and -III expression,

and hepatic hydroxyproline content. The activation of hepatic

stellate cells (HSCs) was investigated by analysis of a-smooth

muscle actin (a-SMA) expression. Hepatic angiogenesis was

assessed by measuring microvessel density, using Von Willebrand

factor (vWF) staining and assessing the levels of expression of the

endothelial cell markers CD31 and vascular endothelial growth

factor receptor (VEGFR)-2 in livers. Pathologic remodeling of liver

sinusoidal capillarization was analyzed by transmission electron

microscopy (TEM), and basement membrane proteins in the liver

were assessed by immunohistochemistry and Western blotting. The

expression of mRNAs encoding proangiogenic factors, including

hypoxia-inducible factor-1a (HIF-1a), vascular endothelial growth

factor (VEGF), VEGFR-1, cyclooxygenase-2 (COX-2) and pla-

cental growth factor (PlGF) were analyzed by quantitative real-time

PCR and the expression of these proteins by western blotting or

immunohistochemistry. We found that oral administration of cur-

cumin significantly attenuated CCl4-induced liver fibrosis and

inhibited HSC activation. Moreover, curcumin treatment amelio-

rated hepatic angiogenesis and sinusoidal capillarization, and

suppressed the expression of multiple proangiogenic factors,

including VEGF, VEGFR-1, HIF-1a, COX-2 and PlGF. Our find-

ings, showing that curcumin ameliorates hepatic angiogenesis and

capillarization of the sinusoids in a model of experimental liver

fibrosis, indicate that curcumin may ameliorate liver fibrosis in

humans with chronic liver diseases associated with increased

neoangiogenesis.

Table 1 The effect of adiponectin on HSCs

Group Concentration OD

Control – 0.234 ± 0.014

Adiponectin 0.1 lg/ml 0.231 ± 0.015

Adiponectin 1 lg/ml 0.203 ± 0.009

Adiponectin 10 lg/ml 0.174 ± 0.012

Fig. 1 The effect of adiponectin on a-SMA
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Introduction: Liver cirrhosis is a worldwide problem. It can be found

in all social layers, races, age groups and both sexes. Worldwide most

common cause of cirrhosis and its morbidity and mortality are alco-

holism and viral hepatitis. It is also a common cause of frequent cause

of admission in our hospitals.

Objectives: To determine the histological changes in gastric mucosa

from body and antrum and correlate them to Child Pugh Class A, B,

and C.

Study Design: Cross sectional.

Setting: Study was conducted at Department of Anatomy and

Department of Hepatogastroenterology, Isra University Hospital,

Hyderabad. Laboratory work was carried out in Postgraduate Labo-

ratory, Isra University Hospital Hyderabad.

Duration: 6 months after approval.

Sampling Technique: Non probability. Data were analyzed by using

statistical package for social sciences (SPSS) version 16.

Results: A total of 85 participants were included in this study. The

mean and SD of the age was 43.58 ± 15.43. The frequency of female

participants was more than male participants 84.71% vs. 15.29%,

respectively. Most of them belong to Child class B 47 (55.3%) and

mild gastropathy was observed more common than other (52.94%).

Infiltration of lamina propria in the antrum part of the stomach were

observed significantly abnormal comparing with in child class A, B,

and C (p-value \0.001, \0.001, 0.01. respectively). Significant

abnormality when comparing the number of gastric glands to the child

class B and C but not patients with child class A and the Fisher exact

test shows p value statistically significant (p-value 0.01 and 0.02,

respectively).

Conclusion: This study strongly favors presence of histological

changes in the stomach when we compare it with the child class A, B

and C.
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Sortilin is a trafficking molecule responsible for secretion of VLDL

from hepatocytes to the serum. Sortilin-/- mice have reduced serum

cholesterol, therefore we hypothesized that their increased hepatic

cholesterol levels would induce transcription of CYP7A1, the rate

limiting enzyme converting cholesterol to bile acids. Our study

investigated the role of sortilin in a bile duct ligation (BDL) model,

where accumulation of bile acids in the liver leads to hepatocyte

necrosis, inflammation and fibrosis. We have assessed liver damage

and fibrosis 7 days after BDL using wild type (WT) and sortilin-/-

mice. Sortilin-/- mice displayed reduced liver damage compared to

WT mice, as determined by lower serum AST, ALT, alkaline phos-

phatase and bilirubin. Sortilin-/- mice also had fewer areas of

hepatocyte necrosis that result from bile infarcts, compared to WT

mice, as well as reduced mRNA levels of collagen I. The data indi-

cated that sortilin-/- mice were capable of better bile acids disposal

compared to WT mice. Despite increased expression of CYP7A1

mRNA and reduced mRNA expression of ABCB11, the bile acid

transporter to the bile, sortilin-/- mice had a 100-fold higher bile

acids concentrations than WT in the their gallbladder. In conclusion,

reduced fibrosis in sortilin-/- mice in a BDL model is due to dis-

posal of bile acids, reduced hepatocyte necrosis and reduced hepatic

stellate cell activation.
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Purpose: The correlation between liver fibrosis and noninvasive

laboratory readings was evaluated this study.

Materials and methods: The records of 456 chronic hepatitis

B(CHB) patients seen at the infectious diseases clinic between Jan-

uary 2009–March 2012 were analyzed retrospectively. The data was

loaded to SPSS 18.0 programme, descriptive statistics, Pearson cor-

relation test were used to analyze the data. p \0.05 was accepted as

significant.

Results: Of the 456 patients, 320 were male and 136 were female.

The average age of the patients was 36.7 ± 12.1 years old. The

average age of 175 patients in whom there is high fibrosis was sig-

nificantly high comparing the 281 patients in whom there is low

fibrosis (p = 0.001). In 223 patients HBeAg was positive, in 281

patients AntiHBe was positive and in 4 patients both of them were

positive. In 281 patients (61.6%) there was low fibrosis score (stages

0–2) and in 175 patients (38.4%) there was high fibrosis score (stages

3, 4, 5). Thrombocyte and HBV DNA readings were lower and ALT

and AST readings were higher in patients with high fibrosis than in

patients with low fibrosis (p = 0.001, 0.025, 0.001, 0.001 respec-

tively) (Table 1).

Table 1 The relationship between liver fibrosis and clinic

Pearson correlation analysis r p

Age 0.185 0.001

Thrombocyte (9103/ml) -0.233 0.001

BMI 0.155 0.001

ALT (IU/L) 0.210 0.001

AST (IU/L) 0.267 0.001

Albumin (g/dL) -0.128 0.006

ALP (IU/L) 0.008 0.857

GGT (IU/L) -0.055 0.239

HBV DNA (copy/ml) -0.061 0.196

S482 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



There was a positive correlation between fibrosis and HAI (histologic

activity index), age, BMI(body mass index), ALT, AST (p = 0.001,

0.001, 0.001, 0.001, 0.001 respectively) whereas there was a negative

correlation between fibrosis and albumin, thrombocyte levels

(p = 0.006, 0.001). There was no correlation between fibrosis and

HBV DNA, AFP, GGT, ALT (p [ 0.05) (Table 2).

Conclusion: The need for easily repeatable biochemical tests that

may show liver fibrosis is increasing currently. The studies that

compare liver biopsies and biochemical findings will guide the newer

tests. In our study, advanced fibrosis correlates with age, high BMI,

high AST, high ALT, low albumin, thrombocyte level in CHB

patients. Therefore these parameters can be a fibrosis indicator in

patients with CHB.
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Introduction: Recent evidences indicate that chronic intermittent

hypoxemia (CIH) is associated with non-alcoholic steatohepatitis

(NASH) and chronic liver injury in obese individuals; moreover, CIH

has also been associated with an increased risk of type 2 diabetes,

dyslipidemia. But, it isn’t clear if the permanent hypoxemia seen in

inoperate adult patients with congenital cyanogenic cardiopathy has

the same effect in the liver. The aim of this study is to evaluate the

impact of chronic permanent hypoxemia seen in patients with inop-

erate congenital cyanogenic cardiopathy on liver stiffness.

Methods: We included 8 adult patients with inoperate cyanogenic

cardiopathy and 8 matched patients for age and sex admitted to the

Gastroenterology Department for proctologic diseases; Clinical and

laboratory data were collected (age, gender, body mass index, oxygen

saturation, GOT, GPT, glycemia and cholesterol). Measurement of

hepatic stiffness by transient elastography was carried out in all

patients using the Fibroscan device. Each measurement consisted of at

least 10 individual and valid measurements, with a success rate of at

least 60%, and an interquartile range of less than 30%. All patients

with inoperate congenital cyanogenic cardiopathy underwent an

echocardiography to eliminate congestive heart failure. Among the

patients with cyanogenic cardiopathy, median liver stiffness (5.9 kPa

± 1.4) was greater than 4.7 ± 0.4 kPa in control group (P = 0.03).

Median levels of GOT, GPT, GGT, glycemia and cholesterol were

comparable in cardiopathy and control group. In regression analysis

including age, gender,body mass index, oxygen saturation, GOT,

GPT,glycemia, cholesterol showed that only oxygen saturation was

related to liver stiffness (r = -0.64, P = 0.007).

Conclusion: Chronic permanent hypoxemia can induce mild increase of

liver stiffness, but further studies are needed to explore the histological

aspects of liver injury induced by chronic permanent hypoxemia.
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Dynamic changes of HBsAg expression by the same hepatic
parenchyma cells volume at different liver fibrosis stages

Wu ZheBin1, Zhang XIiaohong1, Xie Shibin1, Liu Ting2, Ke
Weimin1, Gao Zhiliang1

1Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, 2Department of Infectious Diseases,

The Second Affiliated Hospital of Sun Yat-sen University, Guangzhou,

China

Objectives: The aims of this study are to clarify the dynamic changes

of HBsAg expression by the same hepatic parenchyma cells volume

among liver fibrosis stages 1, 2, 3 and 4 in immune clearance phase.

Methods: The serum HBsAg levels detected by electrochemilumi-

nescence, further the serum HBsAg levels apportioned by the same

hepatic parenchyma cells volume at liver fibrosis stages 1, 2, 3 and 4

were detected and compared by twos among stages 1 to 4.

Results: The serum HBsAg levels were 4137.53 ± 4329.02,

3842.61 ± 2392.32, 5465.79 ± 2633.72, and 5074.34 ± 2655.45

COI/ml at liver fibrosis stages 1, 2, 3 and 4. There were no differences

among liver fibrosis stages 1 to 4 by twos (p = 0.061*0.759).

Whereas, the serum HBsAg levels apportioned by the same hepatic

parenchyma cells volume at liver fibrosis stages 1, 2, 3 and 4 were

6262.35 ± 6552.17, 6126.62 ± 3814.29, 9264.05 ± 4463.93, and

9563.40 ± 5004.62 COI/ml, respectively. There were significant

differences when compared by twos (F = 3.045, P = 0.033), and p

values were 0.041, 0.046, 0.028, 0.034 between stage 1 and 3, 1 and 4,

2 and 3 as well as 2 and 4, respectively.

Conclusion: During the immune clearance phase of chronic hepatitis

B, HBsAg expression gradually enhances apportioned by the same

hepatic parenchyma cells volume along with liver fibrosis stage

progressed from stage 1 to 4.
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The Influence of Helicobacter pylori infection on the risk
of common complications in hepatitis B virus related liver
cirrhosis

Li Yu-Ling, Duan Zhi-Jun

Department of Gastroenterology, The First Affiliated Hospital of

Dalian Medical University, Dalian, China

Objective: Aiming to know the influence of H. pylori infection on the

risk of common complications (Upper gastrointestinal bleeding,

Table 2 Distribution of demographic and biochemical feature

Parameter Low fibrosis

group, n = 281

High fibrosis

group, n = 175

P value

Age (year) 34.1 ± 11.5 40.9 ± 12.0 0.001

Thrombocyte

(x103/ml)
277933 ± 158850 219054 ± 94215 0.001

ALT (IU/L) 99.1 ± 103.1 139.7 ± 79.2 0.001

AST (IU/L) 57.2 ± 32.4 72.7 ± 34.4 0.001

AFP 3.3 ± 1.8 3.5 ± 2.3 0.475

Albumin (g/dL) 3.8 ± 0.3 3.8 ± 0.3 0.700

ALP (IU/L) 86.8 ± 14.8 87.3 ± 13.1 0.746

GGT (IU/L) 31.3 ± 11.5 30.8 ± 11.4 0.639

HBV DNA

(copy/ml)
941736871 ± 3319077091 359611609 ± 1057692711 0.025
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HGB; Hepatic encephalopathy,HE) in Hepatitis B virus related liver

cirrhosis (HBC).

Methods:

1. 235 inpatients with HBC of the First Affiliated Hospital of Dalian

Medical University from the year 2002 to 2012 were collected for

retrospective analysis, to study the H. pylori infection rate.

2. 155 inpatients of HBC with esophageal and (or) gastric fundic

varices, 97 inpatients of HBC with portal hypertensive gastrop-

athy (PHG) and 32 patients with blood ammonia inspection to

study the relationship between H. pylori infection and severity of

esophagogastric varices, PHG, levels of blood ammonia.

Results:

1. There was a significant difference between the H. pylori infection

rate in liver cirrhosis group (80.85%; 190/235) and control group

(61.62%; 122/198), P \ 0.01.

2. Concerning relationship between H. pylori positive rate and

severity of esophagogastric varices, there were evident differences

among the three groups (mild, moderate and severe esophagoga-

stric varices) and every both two groups of them (P \ 0.05), except

the comparison between the mild and moderate group.

3. Concerning the relationship between H. pylori positive rate and

severity of PHG, there was a significant difference in between the

mild and severe PHG group, P \ 0.05.

4. There was a significant difference in blood ammonia between

H. pylori positive group and negative group (62.76 ±

13.43 lmol/L vs 47.20 ± 12.51 lmol/L, P \ 0.01).

Conclusions:

1. The prevalence of the infection from H. pylori in patients with

HBC is higher than that in normal population.

2. The infection of H. pylori is related to the severity of

esophagogastric varices, PHG and the levels of blood ammonia

in HBC, which promoting the risk of HGB and HE.
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Validation of Egy-Score as a predictor of severe hepatic fibrosis
in Egyptian patients with chronic hepatitis C

Mohamed Alboraie1, Marwa Khairy2, Aisha Elsharkawy2,
Marwa Elsharkawy3, Amani Aboseoud4, Fathy Elghamry1,
Gamal Esmat5, Egyptian Liver Fibrosis Study Group

1Department of Internal Medicine, Al Azhar University, 2Department

of Endemic Medicine and Hepatology, 3Department of Clinical and

Chemical Pathology, Cairo University, Cairo, 4Department of

Community Medicine & Public Health, Zagazig University, Zagazig,
5Department of Endemic Medicine and Hepatology, Cairo University,

Cairo, Egypt

Background/Aims: Egy-Score is a new noninvasive score for pre-

diction of severe hepatic fibrosis in patients with chronic liver

diseases. The aim of this study was to validate Egy-Score as a non-

invasive test for predicting severe hepatic fibrosis in a group of

Egyptian chronic hepatitis C patients.

Methods: Hundred Egyptian patients with chronic hepatitis C were

enrolled. They were subjected to the following tests: CA19-9, alpha 2

macroglobulin, total bilirubin, platelet count and albumin. All patients

were subjected to liver biopsy and histopathological staging of

hepatic fibrosis according to METAVIR scoring system as a part of

their assessment for treatment. Egy-Score was calculated according to

the following formula: Egy-Score = 3.52 + 0.0063 x CA19-

9 + 0.0203 x age + 0.4485 x alpha 2 macroglobulin + 0.0303 x bil-

irubin - 0.0048 x platelet - 0.0462 x albumin. The score ranges from

1–5 and correlates to the stages of hepatic fibrosis (F0–F4).

Results: Egy-Score correlates positively with the stage of hepatic

fibrosis (F0–F4). Egy-Score was able to differentiate no or minimal

fibrosis (F0–F1) from significant fibrosis (F2–F4) with a sensitivity,

specificity, positive & negative predictive values and overall accuracy

of 68.4%, 75.8%, 63.4%, 79.7%, 73% respectively. Egy-Score was

also able to differentiate early or no fibrosis (F0–F2) from severe

fibrosis/cirrhosis (F3–F4) with a sensitivity, specificity, positive &

negative predictive values and overall accuracy of 97.4%, 29.2%,

81.3%, 77.7%, 81% respectively.

Conclusion: Egy-Score is a new noninvasive, simple and cheap score

of surrogate biomarkers that could accurately predict different stages

of hepatic fibrosis in patients with chronic hepatitis C.

*First two authors contributed equally to this study.
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Clinical utility of simple fibrosis markers in prediction
of oesophageal varices in chronic hepatitis c patients
with advanced fibrosis

Ali Abdelrahman Ghweil1, Ghada Mostafa Galal2,
Eman MS Mohammad3

1Tropical Medicine and Gasteroenterology, Qena Faculty

of Medicine, Qena, 2Tropical Medicine and Gasteroenterology,
3Pathology, Sohag Faculty of Medicine, Sohag, Egypt

Background and Aims: Oesophageal varices (OV) are the most

common complication of liver cirrhosis. However, no available data

exist on the prevalence and the laboratory predictors of OV in chronic

hepatitis C (CHC) Egyptian patients with bridging fibrosis or cir-

rhosis. Therefore, we aimed to investigate the frequency of OV in

these patients and to assess whether simple non-invasive serum

fibrosis markers can replace screening endoscopy for detection of OV

in these patients.

Patients and Methods: two hundred CHC treatment naı̈ve patients

(116 stage 3: bridging fibrosis and 84 stage 4: cirrhosis) were enrolled

in the study. All patients had liver biopsy examined by a single

histopathologist using Desmet et al. staging and grading system. Non-

invasive fibrosis markers (platelet count, AST/ALT ratio, APRI, Fib4

index and BARD score) were calculated for all of them. All patients

underwent screening upper gastrointestinal endoscopy for detection of

OV.

Results: The overall frequency of OV was 100/200 (50%). Forty-two

patients (36.2%) of stage 3 had OV. While, Fifty-eight (69%) of

patients of stage 4 had OV. Patients with OV had significantly lower

platelet count and albumin and higher AST, ALT, APRI. ROC
analysis revealed an AUC of 0.351, 0.382, 0.624 for platelets, albumin

and APRI respectively.

Conclusions: A high frequency of OV in CHC even before histo-

logical detection of cirrhosis indicates that liver biopsy may

underestimate the actual prevalence of liver cirrhosis and portal

hypertension in these patients. None of the tested serum fibrosis

markers can reliably help in screening for diagnosis of OV in stage 3

or 4 fibrosis.
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Postoperative mortality and complications among surgical
patients with liver cirrhosis: a population-based study

Chien-Chang Liao1,2, Ta-Liang Chen1

1Department of Anesthesiology, Taipei Medical University Hospital,
2School of Medicine, Taipei Medical University, Taipei, Taiwan

ROC

Background: Medical and surgical hospitalizations for persons with

liver cirrhosis have an increased risk of complications. Few studies

have investigated the postoperative mortality and complications

excluding liver operation.

Methods: We conducted a cross-sectional study using data from the

Taiwan National Health Insurance program to identify 49126 surgical

patients with preoperative liver cirrhosis during the period 2004–2007

and 50812 controls free from the diseases. The 30-day postoperative

mortality and complications including stroke, septicemia, postopera-

tive bleeding, pneumonia, deep wound infection, acute renal failure,

acute myocardial infarction, and pulmonary embolism were evaluated.

Results: Surgical patients with liver cirrhosis had higher 30-day mor-

tality and complications compared with controls. After adjustment,

patients with liver cirrhosis were at higher risk of 30-day postoperative

mortality (odds ratio [OR] = 1.56, 95% confidence interval

[CI] = 1.40–1.75) compared with controls. Preoperative hospitaliza-

tion due to liver cirrhosis was associated with an increased risk of

30-day postoperative mortality (OR = 3.58, 95% CI = 3.08–4.17).

Compared with controls, increased 30-day postoperative mortality was

also found among patients with liver cirrhosis combined the infection of

hepatitis B virus and hepatitis C virus (OR = 2.62, 95% CI =

1.45–4.71).

Conclusions: Surgical patients with liver cirrhosis had an increased

risk of 30-day postoperative mortality particularly combined the

infection of hepatitis B virus and hepatitis C virus.
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Evaluation of leukocyte esterase reagent strip test to detect
spontaneous bacterial peritonitis (SBP) in cirrhotic patients

Yousef Bafandehtiz, Masoud Khodaei

Internal Medicine, Tabtiz University of Medical Sciences, Tabriz,

Iran

Objective and aim: Spontaneous bacterial peritonitis is a frequent and

sever complication of cirrhotic patients with ascites. The aim of this study

was to assess diagnostic value of leukocyte esterase reagent strip test

(Medi Test Combi) for rapidly diagnosing of SBP in cirrhotic patients

with ascites in the university hospital of Imam Reza in Tabriz, Iran.

Methods: In this study 132 consecutive samples from cirrhotic

patients who underwent abdominal paracentesis were evaluated.

These samples were tested by 3 methods:

1. Manual cell count with differential study. SBP was defined as

having poly-morphonuclear cells count of C250/mm3.

2. Culture of ascetic fluid samples.

3. All samples were tested by leukocyte esterase dipsticks. The

sensitivity, specificity, positive and negative predictive values of

two different colorimetric cut off scales (1+ and 2+) were

calculated and compared.

Results: The sensitivity, specificity, positive and negative predictive

values of 1+ and 2+ cut off scale to diagnose SBP were 97.5%,

84.6%, 74% and 98.7% respectively, and 87.8%, 96.7%, 92.3% and

94.6% respectively.

Conclusion: Leukocyte esterase reagent strip test can be used as a rapid

test for screening of SBP. The higher cut off colorimetric scale has a

better specificity and positive predictive value but a lower sensitivity.
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Evaluation of fibroscan efficacy in assessment of hepatic fibrosis
in CHB patients

Ke-Hui Liu, Hai-Qing Wu, Jun Ruan, Rong-Tao Lai, Hong-Lian
Gui, Hui-Juan Zhou, Min-Jie Yu, Lan-Yi Lin, Qing Xie,
Hui Wang

Department of Infectious Disease, Shanghai Jiaotong University

School of Medicine Affiliated Ruijin Hospital, Shanghai, China

Aims: To evaluate the efficacy of Fibroscan (FS) in predicting liver

fibrosis in patients with chronic hepatitis B (CHB).

Methods: Four hundred and ten CHB patients in Shanghai Ruijin

hospital from January 2009 to December 2011 were enrolled in this

study. Liver stiffness was measured by FS in all patients. Liver biopsy

was performed on the same day as FS, while other biochemical

markers were determined. Area under receiver operating character-

istic curve (AUROC) was constructed to analyse the accuracy rate of

liver stiffness for predicting significant fibrosis and cirrhosis.

Results: Considered S0 as no liver fibrosis group, S1*S2 as mild

liver fibrosis group, S3*S4 as moderate liver fibrosis group, and

S5*S6 as advanced liver fibrosis group, the average stiffness (kPa)

of FS for each group was 5.45 ± 1.44, 7.01 ± 2.42, 9.23 ± 3.00,

16.87 ± 6.77, respectively. According to the result of statistical

analysis, the difference of stiffness among liver fibrosis groups is

significant. Stiffness had a significant direct correlation with liver

fibrosis (r = 0.67812, P \ 0.0001). The AUROCs of stiffness for

predicting significant fibrosis and cirrhosis were 0.840 and 0.938,

respectively (P = 0.000). For significant fibrosis, the cutoff value was

stiffness C 8.050; the sensitivity was 60.3%; the specificity was

93.7%; the positive predictive value was 94.71%; and the negative

predictive value was 55.83%. For cirrhosis, the cutoff value was

stiffness C12.150; the sensitivity was 75.9%; the specificity was

92.0%; the positive predictive value was 61.11%; and the negative

predictive value was 95.86%. According to the result of stepwise

regression analysis, ALB, PLT, AST, age and weight are the signif-

icant clinical factors which may affect the result of FS.

Conclusions: Fibroscan is a promising non-invasive method for the

detection of fibrosis in CHB patients and may play an important role

in the follow-up and management of CHB patients.
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Is there a relationship between serum ferritin level and liver
fibrosis in patients with chronic viral hepatitis?
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Background/Aims: Previous studies examining the relationship

between serum ferritin (SF) level and histologic severity in chronic

liver disease have found conflicting results. The goal of this study was

to examine the relationship between SF level and liver fibrosis in

patients with chronic viral hepatitis.

Methods: Histologic data and SF levels of 188 treatment-naı̈ve

patients with chronic hepatitis B (CHB) or chronic hepatitis C (CHC)

who underwent liver biopsy were separately analyzed. Serum ferritin

level and liver stiffness measurement (LSM) were checked at the

same day of biopsy.

Results: In 81 CHC patients (genotype 1, n = 52), median SF levels

were 41.3, 117.1, 168.6, 220.5, and 170.0 ng/mL (F0 to F4, respec-

tively, P = 0.023). Area under receiver-operator characteristic curve

of SF level for prediction of significant fibrosis (C F2) was 0.682

(95% CI: 0.570–0.781), which was inferior to that of LSM which was

0.812 (95% CI: 0.710–0.891, P = 0.0344). The SF level was corre-

lated with LSM (r = 0.472, P \ 0.001). In 107 CHB patients, the SF

level was correlated with LSM (r = 0.260, P = 0.007), but there

were no differences in SF levels between each fibrosis groups (F0 to

F4, P = 0.790).

Conclusions: Measurement of SF level, a simple and inexpensive

test, may be partially helpful in prediction of significant fibrosis in

CHC patients, but not in CHB patients.
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A multicenter pilot study of the effects of Ramadan fasting
on patients with liver cirrhosis

Elsayed Mohamed Abdelaal1, Asem Ahmed Elfert2, Sabry
AbouSaif3, Nadia Abdel Kader4, Ashraf Yassin Elfert5,
Amal Taha Abdel Moez4, Hasan E. Elbatae2, Mohamed S. Kohla6,
Raafat A. Salah7, Amr Elbadry8

1Liver Institute Menoufia University, Shibin Elkom, 2Tropical

Medicine, Tanta University, 3Tropical Medicine, Tanta University,

Tanta, 4Tropical Medicine, Ain-Shams University, Cairo,
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Shibin Elkom, 7Tropical Medicine, 8Radiology, Tanta University,

Tanta, Egypt

Background/Aim: Muslim patients with liver cirrhosis ask their

doctors about Ramadan fasting. Indirect hyper bilirubinemia has been

found to increase during fasting in Gilbert0s syndrome. There are no

available data on the effect of Ramadan fasting on patients with liver

cirrhosis. The aim of this study was to evaluate the effects of Ram-

adan fasting on patients with liver cirrhosis.

Patients & Methods: 300 patients with liver cirrhosis had been

studied. Epidemiological, clinical, laboratory, and hemodynamic

evaluation had been compared before and after fasting Ramadan 1431

Hijri calendar.

Results: 216 patients completed the follow up period. BMI, serum

glucose, ALT, AST, GGT, and ALP decreased; while serum bilirubin

increased significantly after full Ramadan fast (p \ 0.05). Male

gender, Child class A and absence of GI bleeding had been inde-

pendent factors in reduction of liver enzymes and serum glucose

during fasting (p \ 0.05, CI = 95%). Increasing age, diabetes mel-

litus and Child class C had been independent factors in elevation of

bilirubin during fasting (p \ 0.05, CI = 95%).

Conclusion: Patients with Child A liver cirrhosis and no history of GI

bleeding may benefit from fasting Ramadan. But, old patients with

Child C cirrhosis associated with GI bleeding or diabetes mellitus

should be advised not to fast. Larger prospective randomized

controlled trials should be done to produce definite parameters for

cirrhotic patients who can fast.
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Determining the role of serum hyaluronic acid levels to degree
of fibrosis in patients with chronic viral hepatitis
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Objective: In this study, we aimed to investigate the value of hyal-

uronic acid levels, non-invasive biochemical marker for the evolution

of liver fibrosis in patients with chronic hepatitis.

Material and methods: The study comprised 80 patients in Ataturk

University Infectious Disease Clinic (48 with chronic hepatitis B and

32 with chronic hepatitis C between 2007–2008. Patients were

grouped into two for statistical analysis according to their liver

fibrosis stage. Mild or no fibrosis (Stage 0, 1, 2) was accepted as

group 1, severe fibrosis (stage 3, 4) was evaluated as group 2. Serum

hyaluronic acid levels were compared between two groups.

Results: Group 2 (severe fibrosis) has statistically more significant

blood hyaluronic acid levels than group 1 (mild fibrosis) (graph 1)

(p = 0.003)

Table 1 Comparision of blood hyaluronic acid levels of gro

HBV GROUP 2 HCV GROUP 1 HCV GROUP2

HBV GROUP 1 P = 0.014 P = 0.571

HBV GROUP 2 P = 0.769

HCV GROUP 1 P = 0.050

Fig. 1 HA distribution among groups
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Group 1 and Group 2 hepatitis b patients0 blood hyaluronic levels

were compared. Group 2 has statistically higher levels of HA levels

than group 1 (p = 0.014). Also Group 2 hepatitis c patients’ HA

levels statistically more significant than group 1 (p = 0.050). Hepa-

titis B group 1 patients and Hepatitis C group 1 patients’ HA levels

comparison yield no statistical significance. There is also no statistical

significance between group 2 Hepatitis B and Hepatitis C patients

(Table 1; Figure 1).

Conclusions: There is significant correlation between serum HA

levels and severity of liver fibrosis. For this reason in determination of

severe fibrosis which is a transition time to cirrhosis and cirrhosis it

self, HA levels seems to be a useful marker.
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Assessment of liver fibrosis with ARFI: comparison with M
and XL probes of Fibroscan and FibroTest in chronic liver
diseases

Christophe Cassinotto, Julien Vergniol, Bruno Lapuyade,
Delphine Gaye, Juliette Foucher, Claire Bailacq-Auder,
Faiza Chermak, Brigitte Le Bail, Victor de Ledinghen

CHU Bordeaux, Pessac, France

Purpose: To evaluate the diagnostic performances of ARFI elastog-

raphy, versus M and XL probes of Fibroscan, and FibroTest for the

staging of fibrosis in chronic liver diseases.

Materials and methods: This study received ethics approval, and all

participants provided written informed consent. We prospectively

enrolled 321 consecutive patients with chronic liver disease who

underwent liver biopsy from April 2010 to May 2012. Aetiologies

were viral hepatitis (n = 136 patients), OH/NASH disorders

(n = 113) and others (n = 72). For each patient, liver stiffness was

evaluated by ARFI, M and XL probes of Fibroscan, and FibroTest

during the same month as liver biopsy. Histopathological staging of

liver fibrosis served as the reference.

Results: Liver stiffness measurement (LSM) failures occurred in 36

cases with the M probe (11.2%) versus 6 cases with the XL probe

(2.3%) and no case with ARFI. No significant difference was found

between ARFI and M probe for the diagnosis of cirrhosis (AUROC:

0.88 vs 0.91; p = 0.12) or severe fibrosis (0.85 vs 0.89; p = 0.15) but

M probe demonstrated better results for the diagnosis of moderate

fibrosis (0.81 vs 0.88; p = 0.008). No significant difference was

found between ARFI and XL probe for the diagnosis of moderate

fibrosis, severe fibrosis or cirrhosis. ARFI had significant better

diagnostic performances than FibroTest for the diagnosis of cirrhosis

(p = 0.02). ARFI greatly increased its diagnostic performances when

applied on patients with low to moderate BMI.

Conclusion: ARFI elastography is a reliable method for the assess-

ment of liver fibrosis in chronic liver disease, especially in patients

with low to moderate BMI.
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Left versus right liver lobe diameter albumin ratio as a predictor
of esophageal varices in patients with cirrhosis
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Nasir Hassan Luck, Syed Mujahid Hassan
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and Transplantation Civil Hospital Karachi, Karachi, Pakistan

Introduction: Gold standard for diagnosing esophageal varices is

upper gastrointestinal endoscopy, However, various non invasive

markers have been studied to predict esophageal varices in cirrhotic

patients. The aim of this study was to find out any significance of

ratios of left and right lobe of liver with albumin as predictors of

esophageal varices and compare both.

Methods: All patients diagnosed to have clinical cirrhosis were

included while patients with portal vein thrombosis, history of shunt

surgery, inferior vein thrombosis were excluded. Routine investiga-

tions included complete blood counts, bilirubin, alanine and aspartate

transaminases, gamma glutamyl transferase, alkaline phosphatase,

serum albumin, prothrombin time, and ultrasound abdomen with right

and left liver lobe diameter measurements in the midclavicular line.

Endoscopy was done to document presence of varices. The correla-

tion between the calculated ratios and presence or absence of

esophageal varices were estimated.

Results: One hundred and eleven subjects (80 males), mean age

40.3 years, were studied. Esophageal varices were seen in 68 (61.3%)

patients; Child-Pugh class A accounted for 41.4%, class B 48.8%, and

class C 12.6% cases of varices. The mean value of right lobe diam-

eter/albumin ratio was 5.1 ± 1.9 in patients with varices versus

4.2 ± 1.6 in patients without varices (p = 0.023). The mean value of

left lobe diameter albumin ratio was 2.4 ± 0.9 in patients with varices

versus 1.9 ± 0.6 in patients without varices (p \ 0.001). Areas under

ROC curves were 0.377 and 0.69 respectively.

Conclusion: The left lobe diameter/albumin ratio is a better predictor

of esophageal varices than right lobe diameter/albumin ratio in

patients with liver cirrhosis.
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Non-invasive tests in prediction of liver fibrosis in chronic
hepatitis b and comparison with post-antiviral treatment results

Omer Basar1, Baris Yilmaz1, Fuat Ekiz1, Akif Altinbas1,
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Background and Aims: Non-invasive tests (NIT), are used to predict

fibrosis in Chronic Hepatitis B (CHB) patients, may reduce need for

biopsy. We aimed to compare APRI, Forn’s index, FIB-4, S-index,

SLFG, Hepascore� to predict fibrosis in CHB patients and to compare

post-antiviral treatment results.

Methods: Blood samples of 76 CHB-patients were collected and liver

biopsies were obtained. Pre-treatment NIT0s were calculated and

relations with no/mild, significant, advanced fibrosis and cirrhosis

were assessed. Post-oral antiviral treatment values of APRI, Forn’s

index, FIB-4, S-index were also investigated. METAVIR stages F0,1

was termed ‘‘no/minimal fibrosis’’; F C 2 ‘‘significant fibrosis’’;

F C 3 ‘‘advanced fibrosis’’, F4 ‘‘cirrhosis’’.

Results: In CHB-patients with significant fibrosis NIT’s were signifi-

cantly higher than patients with no/mild fibrosis. The entire NIT’s had

reasonable AUROC to predict fibrosis; values were higher in cirrhotic

patients. Hepascore� was the best model in every METAVIR stage.

APRI, Forn’s index, FIB-4 and S- index were significantly lower in

post-treatment group compared with pre-treatment group (p val-

ues: \ 0.05, 0.001, 0.003, 0.018; respectively). Table 1 and Figure 1.
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Conclusions: NIT’s used to predict fibrosis in CHB-patients in this

study are sufficient enough which may reduce need for biopsy and

Hepascore� showed the best performance to predict fibrosis in every

METAVIR stage. NIT’s may show accuracy of treatment of liver

fibrosis in follow-up of CHB-patients which may change treatment

option, if treatment seems insufficient.
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APRI-score vs. Fibromax for the evaluation of hepatic
fibrosis in patients with chronic hepatitis C and chronic
lymphoproliferative syndromes
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1Matei Bals National Institute of Infectious Disease, 2Carol Davila

University of Medicine and Pharmacy, Bucharest, Romania

Background/aims: APRI-score and Fibromax� are non-invasive

tools used to evaluate fibrosis in patients with chronic hepatitis C

(CHC). Fibromax� is accurate especially when detecting extreme

stages of fibrosis. The patients with CHC and chronic lymphoprolif-

erative syndromes (CLS) are a special group because of the possible

impaired bone marrow function, which could impact the results of

these evaluations, mainly APRI-score. Our aim is to evaluate the

results of APRI-score in the evaluation of hepatic fibrosis in patients

with CHC and CLS compared with Fibromax� evaluation.

Methods: we performed a cross-sectional study on patients with CHC

and CLS, in a tertiary-care hospital, in 2009. We staged the advanced

fibrosis using Fibromax� BioPredictive. APRI-score was calculated

according to the formula (AST value/upper normal limit of AST) 9

100/platelets count (109/L).

Results: we enrolled 28 patients (sex ratio F/M 3.7, median age

63.5 years, median HCV viremia 471129 [187–685977]UI/L). Non-

Hodgkin malignant lymphoma was found in 22 (79%) patients and

Hodgkin lymphoma in 6(21%) patients and 40% of these syndromes

were aggressive. Median value of platelets was 231.5[178.25–285]

(109/L). According to Fibromax�, 9(32%) of the patients had

advanced fibrosis. Calculating the APRI-score we found a median

value 0.61[0.26–1.16] and only 5 (18%) patients were cirrhotic. Best

Se = 90%, corresponding to a Sp = 72%, were accomplished when

the cut-off of APRI-score was 0.39 (AUC = 0.8; p = 0.03, 95% CI

(0.5–1)).

Conclusions: APRI-score is not a useful tool in detecting advanced

fibrosis, in patients with CHC and CLS, compared with Fibromax�,

because of the low specificity.
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Background: Recurrent hepatitis C virus (HCV) infection after liver

transplantation (LT) is associated with accelerated fibrosis leading to

decreased graft and patient survival. mTOR inhibitors showed anti-

fibrogenic effects, both, in vitro and in animal models. We present

data from two randomized studies evaluating the effect of everolimus

(EVR) on fibrosis progression in de novo (H2304) and maintenance

(H2301) HCV + LT patients.

Methods: Study H2304 (n = 719) included 154 HCV + patients of

which 78 were randomized at 30 ± 5 days after LT to EVR (C0:

3–8 ng/mL) + reduced tacrolimus (TAC, C0: 3–5 ng/mL) + steroids

and 76 to standard Tac (C0: 6–10 ng/mL) + steroids. H2301 included

43 patients around 4 years after LT, with HCV recurrence treated

with calcineurin inhibitors (CNI) and no antiviral therapy. Patients

were randomized to continue with CNI ± steroids ± MMF (n = 21)

or were converted to EVR (C0: 6–12 ng/mL) ± steroids (n = 22). In

both studies, fibrosis was assessed by Ishak Knodel score in paired

biopsies obtained at baseline and month (M) 12.

Results: In H2304, fibrosis C F2 at M12 was seen in 18% of patients

in the EVR arm vs. 17% with TAC. Fewer patients increased C 1

stage in the EVR group (38% vs. 49%). Among patients with F0 at

baseline, 61% in EVR group (20/33) and 50% in the TAC group (17/

34) had F0 at M12 and 24% and 32% had F1 respectively. In H2301

mean fibrosis score in the TAC arm (n = 18) increased from 1.9 at

baseline to 2.2 (+0.2) at M12 whereas in patients receiving EVR

(n = 14) it decreased from 2.6 to 1.9 (-0.7, p = 0.046). Increa-

sed C 1 stage at M12 developed in 7.1% (1/14) of patients in the

EVR group vs. 28% (5/18) with TAC.

Table 1 AUROC values for diagnosis of fibrosis

F0, 1 versus F2–4 F0–2 versus F3,4 F0, 3 versus F4

APRI 0.669 0.681 0.741

Forn0s Index 0.753 0.714 0.779

FIB-4 0.741 0.738 0.768

S-Index 0.669 0.715 0.792

SLFG 0.739 0.747 0.742

Hepascore 0.780 0.777 0.824

Fig. 1 NIT values for every Metavir stage
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Conclusions: These studies suggest that de novo use or conversion

from CNI to EVR may decrease progression of fibrosis in HCV + LT

patients.
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Efficacy and Safety of Telbivudine in 94 Chronic Hepatitis B
Patients Naı̈ve to Therapy and Interferon Experienced
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Medical University, Hefei, China

Background/aims: To investigate the safety and efficacy of tel-

bivudine (LdT) and the roadmap in Chronic Hepatitis B patients

(CHB).

Methods: We performed a retrospective analysis (July 2007 to April

2012) on 94 LdT-treated (600 mg/day) CHB for 2 years. Of the 94

patients, 63 were LdT-naı̈ve and 31 received sequential LdT after

interferon. In the LdT-naı̈ve group, mean age: 33.7 years, 44/19

HBeAg (±), male: 30/13, mean ALT (IU/L): 184/152 and mean HBV

DNA (log10 copies/mL): 7.13/5.96. In the sequential LdT group,

mean age: 26.8 years, 29/2 HBeAg (±), male: 18/2, mean ALT

(IU/L): 106/97 and mean HBV DNA (log10 copies/mL): 6.53/5.42.

Patients with detectable ALT and HBV DNA levels at Week 24

received adefovir add-on therapy.

Results: By Week 104, 97.9% of LdT-treated patients achieved HBV

DNA undetectability, 57.5% HBeAg loss and 42.5% HBeAg sero-

conversion. No differences were observed between the 2 groups. LdT

showed a good safety profile. A third of patients experienced elevated

CK, 3 patients occurred myalgia and fatigue by 2 years, 1 patient was

switched to entecavir for CK elevation (1366 l/L) with myalgia and

fatigue, all other patients remained on LdT. 9 patients had HBV

DNA [ 1000 copies/mL at 24 weeks, adefovir was added in 7

patients at this time point and was added in 2 patients when viro-

logical rebound occurred. No virological breakthrough was reported

up to Week 104.

Conclusion: Telbivudine showed potent suppression of virus, a high

rate of HBeAg seroconversion and a good safety profile in both LdT-

naı̈ve and interferon-experienced patients. The Roadmap strategy (add-

on adefovir) is effective in preventing resistance up to Week 104.
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Aim: Screening for diffuse liver injury in a cohort of type 2 diabetes

patients.

Material and method: We enrolled 146 patients with type 2 diabetes

mellitus. In each patient we performed: abdominal ultrasound, liver

stiffness measurements by means of transient elastography (TE)(Fi-

broScan, Echosens), and biological samples were collected (HBsAg,

antiHCV Ab, aminotransferases). TE measurements were considered

reliable if 10 valid measurements could be acquired with at least 60%

success rate and IQR B 30%. We used the Wong criteria in TE for

NAFLD to divide the patients according to fibrosis severity

TE \ 7.9 kPa (F C 3 excluded); TE: 7.9–9.6 kPa (gray zone);

TE [ 9.6 kPa (F [ 3).

Results: Regarding the body mass index (BMI-kg/m2), 8.9% patients

had normal weight (BMI B 25), 34.2% were overweight (BMI:26–29)

and 56.8% were obese (BMI C 30). Out of the entire cohort, 4.8% of

patients were found with positive HBsAg, 3.4% with positive antiHCV

Ab, and 0.6% with both viruses. We also found NAFLD (moderate and

severe liver steatosis at ultrasonography) in 48.6% of patients and

NASH (liver steatosis at ultrasonography and elevated aminotransfer-

ases) in 19.8%. Reliable TE measurements were obtained in 63.7% of

cases. After we divided the cohort according to the BMI, reliable TE

measurements were obtained in 76.2% of non-obese patients and in

55.4% of the obese patients, p = 0.0142. Regarding the values obtained

by TE in subjects with NAFLD, by using the Wong criteria, we obtained

the results presented in Table 1.

Conclusions: In patients with type 2 diabetes mellitus, viral chronic

hepatitis (B or C) were found in 8% cases in our area, and NASH in

20% cases, with quite severe liver involvement in some cases.
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Correlation of liver stiffness measurement using transient
elastography and liver fibrosis in chronic hepatitis B patients
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Background: Transient elastography (TE) is one of the non-invasive

measurements to evaluate liver fibrosis in chronic hepatitis C patients.

However, its clinical usefulness in chronic hepatitis B (CHB) patients

is in controversy due to several confounding factors, such as necro-

inflammatory activity.

Objective: To identify the TE cut off value in predicting liver fibrosis

and to determine the correlation of liver stiffness measurement using

TE in CHB patients.

Methods: We conducted the prospective analysis of CHB patients

who were with indication of liver biopsy and treated at Chulabhorn

Hospital. Liver stiffness measurement (LSM) was performed using

Transient elastography (Fibroscan�; Echosens, Paris, France) and

liver fibrosis was evaluated according to the Metavir scoring system.

Results: Of 87 CHB patients, 47 were male with the median age of

35 years. LSM correlated significantly with liver fibrosis (F) score

(r = 0.28, p = 0.012). In contrast, liver cell necroinflammatory

activity, body mass index and ALT level were not influenced on

LSM. In addition, the diagnostic accuracy of LSM was preferable in

those diagnosed with severe fibrosis or more (F C 3) rather than

moderate fibrosis or more (F C 2) patients (0.76 and 0.63, respec-

tively). The optimal cut off value was 7.2 kPa (sensitivity 75% and

specificity 40%) and 8.5 kPa (sensitivity 73% and specificity 68%)

for the diagnosis of F C 3 and F C 2, respectively.

Table 1

Subgroup of

patients

TE \ 7.9 kPa TE: 7.9–9.6 kPa TE [ 9.6 kPa

All patients 68 (73.1%) 14 (15%) 11 (11.8%)

NAFLD 32 (68.1%) 9 (19.1%) 6 (12.7%)

NASH 13 (59%) 6 (27.2%) 3 (13.6%)
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Conclusion: The noninvasive measurement of liver fibrosis by tran-

sient elastography provides an alternative method for CHB patients.

Nonetheless, it is less accurate for detecting earlier stage of liver

fibrosis.
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Background and aims: Quantitative histological parameters of the

liver provide valuable information for diagnosis and monitoring of

treatment efficacies of chronic liver disease-related fibrosis. Collagen

proportionate area (CPA), quantified from image-based morphometric

analysis, is most widely used for this purpose. However, CPA-based

analysis is intrinsically unable to provide architectural information on

changes in collagen patterns in the diseased landscape. In this study,

we present qFibrosis, a fully-automated indexing system for liver

fibrosis assessment that quantitatively characterizes changes in col-

lagen patterns in the course of fibrosis progression.

Methods: Using statistical analysis framework, qFibrosis provides a

combined score from 3 sub-indices, namely, portal, septal and fibrillar

collagen index, generated from quantification of 87 collagen archi-

tectural features. 75 Thioacetamide (TAA)-induced liver fibrosis rat

samples and 107 core biopsy samples from chronic hepatitis B

patients were imaged for quantification and analysis.

Results: qFibrosis was validated in TAA animal model and in chronic

hepatitis B biopsy samples. qFibrosis was more robust to biopsy

sample size as it gave an average AUC value of 0.95 for biopsies that

were longer than 15 mm and 0.84 for samples longer than 10 mm,

compared to AUC values of 0.84 and 0.73 from CPA analysis,

respectively. In addition, qFibrosis was demonstrated to have the best

performance for detecting intra-stage fibrosis changes among several

fibrosis measurement modalities.

Conclusions: Our results indicate that qFibrosis may become a

powerful novel tool for precise analysis of fibrosis in basic research;

and a surrogate histological marker for evaluating liver fibrosis and

for monitoring anti-fibrotic drug efficacies in clinical practice, as long

as liver biopsy remains the gold standard for fibrosis assessment.
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Background: Progression of hepatic fibrosis is important in assessing

prognosis of chronic liver disease (CLD). Liver biopsy is the gold

standard in determining fibrosis stage in patients with CLD. Non-

invasive modalities are currently available to assess severity of liver

fibrosis. Acoustic radiation force impulse (ARFI) is a radiation force-

based imaging provided by conventional B-mode ultrasonography.

Transient elastography (TE) uses ultrasound and low frequency

mechanically generated shear waves whose propagation velocity is

directly related to elasticity and fibrosis.

Objective: This study aims to determine the sensitivity, specificity

and diagnostic performance of ARFI and TE in assessing liver

fibrosis.

Methods: We obtained published and unpublished cross-sectional

and cohort studies from PubMed and Medline. Review Manager 5.1

was used to assess sensitivity and specificity and Meta-DiSc applied

to obtain receiver operating characteristic (ROC) curve and area

under curve (AUC) to compare the diagnostic performance of ARFI

and TE.

Results: 8 studies were analyzed. 476 patients in 4 studies were

analyzed for the accuracy of ARFI with a pooled sensitivity of 67%

(95% CI: 0.62–0.73; p = 0.000) and specificity of 87% (95% CI:

0.82–0.92; p = 0.4793). 1247 patients in 7 studies analyzed for

accuracy of TE showed pooled sensitivity and specificity of 75%

(95% CI: 0.71–0.78; p = 0.000) and 80% (95% CI: 0.77–0.83;

p = 0.1549), respectively. Alternative analysis using ROC showed

significant diagnostic value for both ARFI and TE in assessing liver

fibrosis with an AUC of 0.9359 (0.8942–0.9776) and 0.8723

(0.8462–0.8984) respectively.

Conclusion: ARFI has superior diagnostic performance over TE in

assessing liver fibrosis; however, there is no statistically significant

difference between the two due to overlapping CI of the AUC value

of the two diagnostic tools.
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Liver stiffness in acute hepatitis -not all that0s stiff is fibrosis
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Background and objectives: Liver stiffness measurement by transient

elastography (Fibroscan�) is currently used to quantify the degree of

liver fibrosis. The elasticity of the liver can also be influenced by other

factors, and inflammation is one of them. This study aims to compare the

characteristics of the same liver in different conditions: during exten-

sive inflammation (acute hepatitis) and resolution period.

Methods: 26 patients with acute hepatitis (10 with A hepatitis and 16

with B hepatitis) were included. The patients were monitored until ALT

levels became \29 ULN. Fibroscan� was performed at 3 time points:

at presentation, 14 days later and when ALT was \29. At the same

points, ALT, AST, platelets and bilirubin were tested and APRI cal-

culated. None of the patients had any previously known liver disease.

Results: The mean age of the patients was 28.5 (± 6.73) years.

At presentation, 61% of the patients had liver stiffness values of over

7.2 KPa (usually consistent with significant fibrosis), while during
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resolution only 11% had this high values. 5/26 patients at presentation

had liver stiffness of over 15 KPa, values usually considered signif-

icant for cirrhosis; only 2/26 patients had normal values (both with

VHA). At presentation, liver stiffness was only influenced by etiol-

ogy, not by ALT, AST or bilirubin level, being significantly higher in

acute B hepatitis than in A hepatitis (p = 0.001, r = 0.6). Liver

stiffness at peak increase of ALT may be a good indicator of the

disease progression as it is statistically significant correlated with

ALT and AST values at 14 days after admission (p = 0.004,

r = 0.543 and p = 0.001, r = 0.623).

Conclusions: Liver stiffness is influenced by inflammation, but not

always correlated with ALT or AST levels. In acute hepatitis B, at

presentation, liver stiffness was significantly higher than in A hepa-

titis, regardless of ALT levels.
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Background: In chronic hepatitis B (CHB) patients, liver biopsy is

the gold standard for confirmation of diagnosis, assessing histology

and in guiding treatment strategy. Invasiveness, cost and definite risk

of occasional complications like pain, hemorrhage and even death are

it’s limitations. Hence non-invasive markers have developed for

assessing liver fibrosis.

Methods: Series of cross sectional studies have been done in Ban-

glabandhu Sheikh Mujib Medical University, Dhaka, Bangladesh,

during the period between 2006 and 2010, to evaluate non-invasive

markers like ALT, AST to Platelet Ratio index (APRI), Age-spleen

platelet ratio index (ASPRI), Hyaluronic Acid (HA), and Transient

elastography (Fibroscan) for development of insights about stages of

hepatic fibrosis. The clinical implications of various non-invasive

markers were compared with levels of hepatic fibrosis in liver biopsy

specimens and analysed.

Results: In our observation, in 2008 in 51 CHB patients, no signifi-

cant relationship between ASPRI and fibrosis was detected. APRI

showed no relationship with liver fibrosis in another study with 30

CHB patients. In 2009, 70 CHB patients, having F1 fibrosis in

50(71.4%), F2 in 3 (4.3%), F3 in 13 (18.6%), and F4 in 4 (5.71%) in

Fibroscan, showed statistically significant relationship between find-

ings of fibroscan and liver fibrosis.

Conclusion: Among several non- invasive markers Fibroscan has

significant relationship with liver fibrosis. We have been continuing to

assess the utility of non invasive markers of hepatic fibrosis, however,

it seems to be a continuous process until a conclusive decision can be

made in this regard with larger study population.
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Background: Liver stiffness can be assessed non-invasively by using

Transient Elastography (TE). The aim of this study is to evaluate the

correlation between fibrosis score, necroinflammation activity, and

APRI score with liver stiffness from patients with chronic Hepatitis B.

Methods: A cross-sectional study in CHB patients were performed

before starting antiviral treatment. Liver fibrosis and necroinflam-

mation activity were staged according to the METAVIR scoring

system. Liver stiffness was measured by TE performed on the same

day with liver biopsy, and APRI was calculated as follows: APRI

(AST/upper limit of normal)x100/platelet count (u/l).

Result: Forty three patients were enrolled for the study. Eighteen

patients (41.9%) were male and 25 patients (58.1%) were female with

median of age was 43 ± 13.4 years. Nineteen patients (44.2%) were

HBeAg-positive and 24 patients (55.8%) HBeAg-negative. The

median liver stiffness was 6.3 kPa (3.8–63.9 kPa). The median of

APRI was 0.69 (0.21–10.67). We used non-parametric Spearman test

to analyze the correlation between liver stiffness, fibrosis score,

necroinflammation score and APRI, From this study we found that

there was a moderate correlation between liver stiffness measurement

by using TE with fibrosis score from METAVIR and APRI score

(r = 0.628 and r = 0.547, respectively). Necroinflammation score

with liver stiffness had weak correlation (r = 0.397). By using

ANOVA test there was significant correlation between liver stiffness

and fibrosis score (p = 0.0001) and no significant correlation between

liver stiffness and necroinflammation activity (p = 0.07).

Conclusion: From this study, we conclude that there were a moderate

correlation between liver stiffness measurement and APRI with

Fibrosis score by Metavir but liver stiffness measurement had a weak

correlation with necroinflammation. Transient Elastography can be

used to assess liver stiffness in chronic Hepatitis B patients.
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Background: Chronic hepatitis B is a serious clinical problem

because of its worldwide distribution and adverse outcomes. Indo-

nesia has been one of the countries with high endemicity of hepatitis

B infection. Decision for chronic hepatitis B treatment is determined

by fibrosis and inflammation of the liver. The aim of this study is to

describe the correlation between viral load (VL), qHBsAg, and

Aspartate-Platelet Ratio Index (APRI) with liver inflammation and

liver fibrosis among HBeAg-positive and HBeAg-negative patients.

Methods: Patients with HBsAg positive who underwent liver biopsy

were included and categorized based on HBeAg status. Liver biopsy

(1 inch-long specimen) was done by Hepafix needle and categorized

by Metavir grading and staging scoring. Patients sera were tested for

HBV DNA by Cobas-TagMan� (Roche), qHBsAg by Architect�

(Roche), HBeAg and anti-Hbe by ELISA, and other liver functions

(CBC, transaminase serum, albumin, total bilirubin, and gamma-GT)

with routine biochemical analysis. All data were analyzed with Anova

test.
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Results: Seventy-seven patients were enrolled for this study. Thirty-nine

patients (50.6%) were male and 38 patients (49.4%) were female with

median age value 43 ± 12.7 years old. Patients with HBeAg positive

and negative were 35.1% and 64.9%. Mean baseline albumin level and

total bilirubin level were 4.2 ± 0.41 mg/dL and 0.8 ± 0.44 mg/dL,

respectively. Median gamma-GT level was 28 U/L. In HBeAg-positive

group, only APRI score and liver fibrosis had significant correlation

(p = 0.001) and no correlations were found between VL, qHBsAg, and

APRI score with liver fibrosis or inflammation (p[ 0.05). In HBeAg-

negative group, there were significant correlation between VL

(p = 0.024), qHBsAg (p = 0.0001), APRI score (p = 0.0001) with liver

inflammation, and APRI score with liver fibrosis (p = 0.023).

Conclusion: Several factors (VL, qHBsAg, APRI score) have dif-

ferent correlation with liver inflammation and fibrosis based on

HBeAg status. APRI score can be used as a marker in determining

liver inflammation and fibrosis.
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Discovery of serum biomarkers for liver fibrosis using proteomics
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Background/aims: Liver biopsy remains the gold standard to assess

hepatic fibrosis. To identify new candidate markers for liver fibrosis,

we performed serum based proteomic approach in patients with

chronic hepatitis B (CHB).

Methods: Sera were obtained from 12 patients with CHB at the time

of liver biopsy. Batt-Ludwig classification was used for staging liver

fibrosis. Proteins in pooled sera of mild fibrosis (F1 or F2, n = 6) and

liver cirrhosis (F4, n = 6) were compared and analyzed by using 2D

gel electrophoresis. Protein spots varying among two groups were

excised, digested and submitted for tandem mass spectrometry for

protein identification. Validation study was done for new markers

among 293 CHB patients who underwent liver biopsies.

Results: We identified 147 proteins which were increased or

decreased significantly in hepatic cirrhosis. Among these 147 pro-

teins, we found 7 candidate biomarkers which were supposed to be

correlated with liver fibrosis. Alpha2-macroglobulin, kininogen1,

transferrin and alph1-antitrypsin (A1AT) were increased whereas

inter-alpha inhibitor H2, apolipoprotein A4 and apolipoprotein A1

were decreased in patients with cirrhosis. We performed validation

study for A1AT and transferrin which were suitable for quantification

in 293 patients with CHB. However, A1AT and transferrin were not

significantly associated with liver cirrhosis in validation cohort.

Conclusions: We identified several candidate biomarkers for pre-

dicting liver cirrhosis in patients with CHB, but could not be

confirmed in large validation cohort. Further advances in proteomics

techniques and establishment of simple and quantitative methods are

required to identify non-invasive diagnostic marker of liver fibrosis.
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Introduction: Various types of nutrition therapy have been performed

for cirrhotic patients. BCAA granules (LIVACT) has been used to

improve hypoalbuminemia in patients with decompensated cirrhosis as

a prescribed medication in Japan. It has been reported that LIVACT

ameliorates prognosis of cirrhotic patients by improving under nutrition

in hepatic cirrhosis. We assessed the effect on LIVCAT on the prog-

nosis of cirrhotic patients with hepatocellular carcinoma (HCC).

Subjects and Methods: Among 11 patients with albumin 3.0–3.5 g/dl

underwent TACE in our hospital from 2008 to 2011, laboratory data

regarding blood tests, number of TACE procedure and survival were

compared. between LIVACT treated group (LIVCAT-G) (N = 5) and

LIVCAT non treated group (control-G) (N = 6).

Results: Platelet count and PIVKA II of LIVACT-G were slightly higher

than those of the control-G. The changes of albumin level after TACE were

not different between two groups. The average of survival period after

TACE in LIVACT-G was longer, but not significant. Treatment interval of

TACE and cumulate survival ratio were no different between two groups.

Discussion: These results suggested that LIVACT might have a

possibility to improve survival period by improving the nutritional

status. Because of the small group of patients with hepatocellular

carcinoma, our results encourage further confirmation studies with

larger groups of the patients.
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Enhanced Liver Fibrosis (ELF) score predicts mortality
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Pietsch1
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Background: The Enhanced Liver Fibrosis (ELF) test is a noninva-

sive fibrosis panel composed of hyaluronic acid (HA), procollagen-

3 N-terminal peptide (P3NP), and tissue inhibitor of metalloprotein-

ase-1 (TIMP1). Previous studies have established high diagnostic

accuracy of the ELF score to assess hepatic fibrosis and to predict

liver-related clinical outcomes in chronic viral hepatitis and fatty liver

disease. Aim of the present study was to relate baseline ELF scores to

mortality in a cohort of cirrhotic patients.

Methods: We enrolled 63 consecutive cirrhotic patients admitted to

our outpatient liver clinic (29% females; age: 58 ± 10 years; etiology

alcohol in 64%). Serum samples obtained at baseline were used to

perform ELF test (Siemens Health Care, Vienna, Austria). The

prognostic value of ELF score, Child-Pugh (CP) score and model for

end-stage liver disease (MELD) was assessed by receiver operating

characteristic (ROC) analysis. Logistic regression analysis was used

to determine independent prognostic variables.

Results: Baseline characteristics of our study cohort were: CP-A

38%, CP-B 43%, CP-C 19%; CPS 7 (6, 9); MELD 13 (10, 16). ELF

score increased progressively with the stage of cirrhosis as estimated

by CP stage (CP-A: 10.8 ± 1.0; CP-B: 12.2 ± 1.0; CP-C:

13.2 ± 1.3). During a median follow-up of 43 months, 18 patients

died and 5 patients underwent liver transplantation (LT). ROC anal-

ysis revealed superior diagnostic accuracy of ELF score for prediction
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of a combined endpoint death/LT at 1 year (AUC: ELF 0.80, CP

score 0.71, MELD 0.71). Logistic regression analysis yielded ELF

score as the only independent prognostic variable for the combined

endpoint at 1 year.

Conclusion: Our results suggest that ELF score is related to mortality

in cirrhosis and may represent a superior prognostic marker in chronic

liver failure.
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Virtual touch tissue quantification for noninvasive assessment
of liver fibrosis in chronic hepatitis B

Ying-Xia Liu, Chang-Feng Deng, Gui-Lin Yang, Han-Ying Li,
Bo-Ping Zhou

Shenzhen Institute of Hepatology, Shenzhen Third People’s Hospital,

Shenzhen, China

Aim: Virtual Touch Tissue Quantification (VTQ)based upon

Acoustic Radiation Force Impulse (ARFI)has been recently intro-

duced for noninvasively assessing the stage of liver fibrosis. We

investigated the diagnostic accuracy of VTQ for a noninvasive

assessment of liver fibrosis in patients with chronic hepatitis B.

Methods: 143 examinees were recruited into this study. 103 patients

had chronic viral hepatitis B (CHB) with liver fibrosis stages F1 - 4

(The results were compared to the histological fibrosis degree, which

served as the reference; Metavir classification), and 40 were healthy

volunteers. All the participants were examined using VTQ system

(Siemens ACUSON S 2000 Ultrasound). The mean value of shear

wave velocities (SWV) of hepatic segments s5, s6, s7, s8 were

measured and compared between these groups. In addition, aspartate

transaminase-to-platelet ratio index (APRI) and routine laboratory

findings were included in the analysis.

Results: Hepatic VTQ SWV demonstrated a significant correlation

with histological stage (Spearman0s q = 0.847; P \ 0.001). The

optimal cut-off values for predicting liver fibrosis by ARFI were

1.29 m/s for F C 2 (AUC 0.93), 1.37 m/s for F C 3 (AUC 0.97) and

1.62 m/s for F4 (AUC 0.97). The optimal cut-off values for predicting

liver fibrosis by APRI were 0.34 m/s for F C 2 (AUC 0.85), 0.49 m/s

for F C 3 (AUC 0.87) and 0.45 m/s for F4 (AUC 0.89).

Conclusions: The hepatic VTQ SWV correlates well with the his-

tological liver fibrosis stages. This novel technology enables

simultaneously noninvasive assessment of liver fibrosis in patients

suffering from chronic Hepatitis B with high diagnostic accuracy and

convenience.
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Association of fatty liver and significant fibrosis using Fibroscan
among filipino patients seen at Makati Medical Center

Teresita Rosario Aquino Menor1, Ernesto Goco Olympia1,
Catherine Teh2

1Department of Medicine, 2Department of Surgery, Makati Medical
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Nonalcoholic fatty liver disease has been linked to progressive liver

disease not caused by hepatitis B, hepatitis C, autoimmune liver

disease, Wilson’s disease and hemochromatosis. Progression to cir-

rhosis and liver cancer is characterized by several steps, one of which

is fibrosis. To determine fibrotic changes short of performing liver

biopsy, fibroscan has been advocated for use. It has become more

available and has been confirmed to be a biomarker of fibrosis in

HCV-related cirrhosis. However, it has a lesser accuracy for earlier

stages of fibrosis. Because of the recent developments, this retro-

spective study has been worked out to determine the association

between significant fibrosis and fatty liver. 331 charts of patients with

ultrasound results who underwent fibroscan at the Makati Medical

Center from September 2011 to September 2012 were reviewed. The

association of significant fibrosis and fatty liver was analyzed using

multiple logistic regressions and adjusted for the probable effect of

confounding variables such as age, sex, body mass index, and serum

glutamic pyruvic transaminase. Confounding variables were defined

as change in estimate criterion of 10% and above. The overall

prevalence of significant fibrosis among patients with fatty liver was

52.3% (95% CI 46.9–57.7). Adjusting for confounder like body mass

index, the odds of having significant fibrosis among those patients

with fatty liver have four times higher than the odds of those patients

with normal liver ultrasound findings (OR 4.2; 95% CI 1.4–12.9).

Therefore, early intervention in the management of fatty liver by

observing proper diet, regular exercise and modifying lifestyle should

be practiced to prevent fibrosis. In addition, Fibroscan can be a useful

tool in the diagnosis of fibrosis and cirrhosis.
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Hepatic vein arrival times using a microbubble contrast
ultrasonography can predict disease severity non-invasively
in patients with alcoholic liver disease
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Tae Suk4, Gab Jin Cheon5, Young Don Kim5, Dae Hee Choi6

1Internal Medicine, 2Pathology, 3Medical Statistics, Wonju Christian
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4Internal Medicine, Chuncheon Sacred Heart Hospital, Hallym

University College of Medicine, Chuncheon, 5Internal Medicine,

Kangneung Asan Hospital, Ulsan University College of Medicine,

Kangneung, 6Internal Medicine, Kangwon University School of
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Background and aims: A reliable non-invasive assessment of the

severity is essential in the management of chronic liver disease. The

hepatic vein arrival time (HVAT) as assessed by microbubble con-

trast-enhanced ultrasonography (CEUS) has been known to show

good correlation with histological grade in HCV related liver disease.

However, little has been known about the relationship with alcoholic

liver disease. We investigated the utility of HVAT in prediction of

histological grade of alcohol related chronic liver disease.

Methods: One-hundred twenty seven patients with biopsy proven

alcohol related chronic liver disease were studied prospectively.

Histological grades were estimated by METAVIR fibrosis scoring

system (F0*F4). 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.

Results: Mean HVAT from F0 to F4 cirrhosis showed a significant

progressive shortening of 26.1 ± 5.5 (F0, 7), 20.3 ± 1.4 (F1, 9),
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17.4 ± 0.6 (F2, 12), 15.1 ± 1.4 (F3, 34) and 12.7 ± 1.8 (F4, 65)

seconds, respectively (P \ 0.001). The area under the receiver oper-

ating characteristic curve (AUROC) was 0.924 for F4 cirrhosis and

the sensitivity, specificity for F4 cirrhosis for an HVAT cutoff value

of 14.8 sec were 87.7%, 82.3%, respectively. In addition, HVAT also

showed significant correlation with Child-Pugh’s score (P \ 0.001,

r2 = 0.406), the presence of large esophageal varices (P = 0.002),

ascites (P \ 0.001) and the history of esophageal variceal hemorrhage

(P = 0.036).

Conclusion: HVAT using a microbubble CEUS could be effective

noninvasive method in assessment of the histological severity and

disease severity in alcohol related chronic liver disease.
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Prevalence and risk factors for significant liver fibrosis using
APRI among Moroccan HIV-monoinfected Patients

Mohamed Tahiri Joutei Hassani1, Mustapha Sodqui2, Fatima
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Hliwa1, Rhimou Alaoui2, Kamal Marhoum El Filali2

1Gastro-Enterology, 2Infectious Diseases Unit, Ibn Rochd University

Hospital Center, Casablanca, Morocco

Background: HIV-monoinfected patients may be at risk for signifi-

cant liver fibrosis, but its prevalence and determinants in these

patients are poorly studied. However, data regarding effects of anti-

retroviral therapy (ART) on liver disease remain scarce. We evaluated

the prevalence and risk factors, including the role of ART, of sig-

nificant hepatic fibrosis in Moroccan HIV monoinfected patient using

the aspartate aminotransferase (AST)-to-platelet ratio index (APRI).

Methods: We conducted a cross-sectional study among HIV-mono-

infected patients (negative for hepatitis B surface antigen and hepatitis

C antibody). Clinical and laboratory data were collected from the data

base of the Infectious Diseases Unit in Ibn Rochd Hospital Center (age,

gender, duration of HIV infection, CD4 T lymphocyte count, HIV viral

load, glycemia, and current or prior use of antiretroviral). The primary

outcome was an APRI score [ 1.5, which suggests significant hepatic

fibrosis. Multivariable logistic regression identified independent risk

factors for significant fibrosis by APRI.

Results: A significant fibrosis was identified in 20 among 619 (3.2%)

HIV- monoinfected patients followed up between September 1990 and

September 2012. Multivariate logistic regression analysis, found use of

zidovudine (adjusted OR: 3.22 IC: 1.19–8.67 p: 0.02) and CD4 count

(adjusted OR: 0.998, CI: 0.996–1.000, p: 0.015) were associated with

significant fibrosis by APRI while age, gender, duration of HIV infec-

tion, HIV viremia, glycemia, use of antiretroviral therapy and

antiretroviral duration were not associated with significant fibrosis by

APRI.

Conclusions: Significant fibrosis by APRI score was found in 3.2% of

Moroccan HIV-monoinfected patients. Use of zidovudine and CD4

count were associated with significant fibrosis. Further studies are

needed to explore mechanisms for fibrosis in HIV-monoinfected

patients.
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FibroScan can be used to diagnose the stages of oesophageal
varices in patients with HBV-related cirrhosis

Fan Li1,2, Tao Yan3, Jian Zhang4, Qing Shao4, Bing Li4, Zhong-
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1Medical School of Chinese PLA, 2Liver Fibrosis Diagnosis and

Treatment Center, 3302 Military Hospital of Beijing, 4Liver Fibrosis

Diagnosis and Treatment Center, 302 Military Hospital of Beijing,
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Background: Periodical endoscopy is required to measure the stages

of esophageal varices (OV) and evaluate the risk of variceal hemor-

rhage for patients with liver cirrhosis. However, endoscopy is

invasive and is not acceptable for repeated measurement in some

patients. FibroScan (FS) is a noninvasive method for diagnosis of

fibrosis with satisfied accuracy. Hence, we presumed that FS can be a

promising diagnostic tool in predicting the stages of OV in patients

with HBV-related cirrhosis.

Methods: A total of 158 patients with HBV-related cirrhosis were

enrolled in the study. The OV stages were assessed by endoscopy for

all patients, and liver stiffness were measured by Fibroscan, ROC

were obtained to evaluate the diagnostic reliability of Fibroscan.

Results: FS values were 21.7 ± 9.9 kPa, 32.1 ± 13.6 kPa,

42.3 ± 20.0 kPa and 54.5 ± 16.2 kPa for patients without OV, mild

OV, moderate OV, and severe OV, respectively. Significant differ-

ences were found among groups (p \ 0.001) and also between any

two groups (p \ 0.05). ROC curves for the diagnosis of patients with

vs. without OV, \ moderate vs. [ moderate OV, and \ severe vs.

severe OV were 0.798 (95% CI: 73.1%*86.5%), 0.823 (95% CI:

74.5%*90.0%) and 0.879 (95% CI: 80.8%*95.0%), respectively,

with corresponding FS cut-off value of 23.3 kPa, 31.5 kPa and 34.6

kPa.

Conclusion: Liver stiffness measurement allows predicting the stages

of oesophageal varices in patients with HBV-related cirrhosis.
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Development of a new non-invasive fibrosis test for chronic
hepatitis B patients and comparison with other scores

Chao Wei Hsu1, Kung Hao Liang2, Shiu Feng Huang3,
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Laboratory Science, Chang Gung University, 3Pathology, Chang

Gung Memorial Hospital, 4Laboratory Medicine, Chan Gung

Memorial Hospital, 5Liver Research Center, Chang Gung Memorial
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Taiwan, R.O.C.

Background: Despite the availability of patented non-invasive

methods, evaluation of the degrees of liver fibrosis remains difficult

when conducting a retrospective study. Such inadequacy is largely

caused by requirement of biochemical parameters rarely performed in

routine clinical tests. We developed a novel fibrosis HB-F score using

commonly performed tests for HBV infected patients.

Methods: 424 patients with chronic HBV infection were included.

Using clinical and virological data, HB-F score was developed from a

training cohort (n = 213) and validated in a separate cohort

(n = 211). The performance was compared with five other unpat-

ented scores using ROC curves.

Results: Univariate and multivariate analysis revealed that age, AST/

ALT ratio, platelet count and prothrombin time prolongation were

significantly associated with the ISHAK fibrosis score, and were used

to calculate the HB-F score. When HB-F was used to assess promi-

nent fibrosis and cirrhosis, the AUC was 0.81 and 0.80 respectively in
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the training cohort, and 0.80 and 0.76 respectively in the validation

cohort. HB-F had the highest AUC compared with other scores.

Furthermore, in assessing paired liver biopsies with increase or

decrease of ISHAK scores, HB-F showed significant change in the

same direction.

Conclusions: A new non-invasive score was developed, which could

be used to assess severity of liver fibrosis in retrospective longitudinal

studies in HBV patients.
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Objective: The aim of this study was to compare the biochemical and

virological characteristics among patients infected with hepatitis B

virus (HBV) according to pathologic fibrosis stage.

Methods: 428 patients with chronic HBV infection accept liver

biopsy, liver function test, HBeAg detection and HBV DNA levels

detection. They were studied and subdivided into five groups

according to pathologic fibrosis stage. The biochemical and virolog-

ical characteristics were studied. Univariate analysis was performed

with the SPSS 16.0.

Results: In different fibrotic staging group, mean age and sex com-

position were no difference. Serum levels of ALT was highest in

group S3 and lowest in group S0, there was no statistically significant

among groups (P = 0.475); AST and TBil were all highest in group

S4 and lowest in group S0, statistically significant also did not find

among groups (P = 0.268&0.104). Serum levels of ALB and PTA

were all highest in group S0 and lowest in group S4, had statistically

significant among groups (P = 0.000&0.000). There was statistically

difference of HBV DNA level among five groups, S0 groups were

highest and S4 were lowest (P = 0.026). Percentage of HBeAg(+)

among five groups (P [ 0.005).

Conclusions: Hepatitis B patients with different pathologic fibrosis

stage have different biochemical and virological characteristics The

serum ALB, PTA and HBV DNA levels may be used to reflect the

liver pathologic fibrosis stage.
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The association between hepatitis C virus (HCV) infection and

B-cell non-Hodgkin0s lymphomas has been demonstrated in epi-

demiological studies. Marginal zone lymphomas (MZL) are the

histotypes that are most frequently associated with HCV infection.

Aim was to analyze clinical and laboratory features HCV-associ-

ated MZL. We examined 17 patients with HCV-associated MZL in

age 32–75 years (Me 47). The primary lesions were liver (1 case),

orbit (3 cases), salivary gland (1 case), spleen (12 cases). Bone

marrow involvement was diagnosed in 11 patients. Bone marrow

involvement was proved by immunohistochemical method. HCV-

RNA was detectable in all patients studied. HCV genotype was 1b.

HCV proteins identified in tumor cells tissue by immunohisto-

chemistry. All patients were treated antiviral therapy (interferon 3

mln IU every days, ribavirin 5 mg/kg). The hematological response

rate was 88%, with 15 complete remissions. Eradication of the

virus was detected in 80%. Anti-HCV treatment with interferon

and ribavirin seems to be indicated for MZL that not need

immediately conventional immunochemotherapy. The lymphoma

regression observed in patients with interferon-based treatment is

strongly in favour of a causative role of HCV in a subset of

patients with indolent NHL.
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The outcome of HCC occurred after SVR in 1300 HCV patients
treated with pegylated interferon and ribavirin therapy.
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Introduction: HCV patients received Pegylated and ribavirin (SOC)

had chance to eradicate HCV and reduce liver cirrhosis and HCC. It is

interesting to find how many HCC occur in HCV patients receiving

SOC in after SVR.

Aims: To investigate the rate of HCC in patients treated with SOC

and the outcome of HCC after SVR.

Material and method: We collected 1300 patients with HCV

infection treated with SOC from 2003 to 2012. We searched for HCC

in these patients. Viral load, genotype, SVR were all included. When

to develop HCC during or after SOC? How about the prognosis of

HCC after SVR ?

Results: There were 37 HCC in 1300 HCV patients (2.8%) treated

with SOC. There were 3 HCC developed during treatment. There

were found at 3rd, 4nd and 5nd months during SOC. There were 34

HCC (91.8%) developed after SOC. There were 7 SVR and 27 Non-

SVR in 34 patients. There were 25 genotype-1 and 9 genotype Non-1.

Average time from EOT to find HCC was 21.8 months in SVR and

34.1 months in Non-SVR. Average time from EOT to find HCC was

31.6 months. 11 patients (32.3%) died about 6–85 months. The

mortality rate was 11/34 (32.3%). There were 3 death in SVR (3/7

= 42.8%) and 8 death in non-SVR (8/27 = 29.6%). Average time

from diagnosis of HCC to death was 33.2 months. Time from the

diagnosis of HCC to death was 22.2 months in SVR and 34.6 months

in non-SVR.

Conclusion: HCC rate (2.8%) in SOC treated HCV was low. Most

HCC occurred after treatment (91.8%). Average time from EOT to

diagnosis of HCC was 31.6 months. Average time from diagnosis of

HCC to death was 33.2 months. Even achieved SVR had chance

develop HCC. Regular follow up after SVR was important to find

early HCC and early treatment.
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Background: The enhanced liver fibrosis (ELF) value is a non-

invasive serum marker used for assessing liver fibrosis in chronic liver

disease. To use the ELF value for the purpose of screening the general

population and selecting subpopulations at high risk, it is important to

know the normal range of ELF values as a prerequisite.

Aims: We aimed to define the normal range of ELF values by

recruiting apparently healthy subjects and investigating factors

influencing ELF values in subjects with minimal fibrotic burden.

Methods: ELF values were determined in a cohort of healthy subjects

who underwent a health check-up and in healthy living liver donors

who were screened for transplantation. None of subjects suffered

from chronic heart disease, diabetes mellitus, metabolic syndrome,

hepatitis B, hepatitis C, or human immunodeficiency virus infection,

systemic autoimmune disease, or liver dysfunction.

Results: Among 183 subjects analyzed, the normal ELF 5th through 95th

percentile range was 5.95–8.73. Body mass index (P = 0.014) and male

gender (P = 0.015) showed significant positive correlations with ELF

value, whereas age did not. In multivariate linear regression analysis,

platelet count was identified as the only independent factor influencing the

ELF value (b = -0.006, P = 0.016). When considering the difference in

ELF values between genders, the normal range of men was defined to be

6.72-8.93, this was slightly higher than that of women, 5.69–8.67.

Conclusions: We identified the normal range of ELF values and

found that it can be significantly influenced by platelet count even in

the healthy population.
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First intention-to-diagnose comparison of ARFI and Fibroscan
in chronic liver diseases
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Background/aims: Fibroscan and ARFI are accurate devices for the

non-invasive diagnosis of liver fibrosis. By excluding patients with

failure of measurement, previous studies produced only per-protocol

analyses. We aimed to compare Fibroscan and ARFI in an intention-

to-diagnose (ITD) basis.

Methods: 219 consecutive patients with chronic liver disease and

biopsy were included. Liver stiffness measurements were performed

by Fibroscan (right lobe) and ARFI (right lobe: ARFI-D, left lobe:

ARFI-G, right and left lobe: ARFI-DG). Reference for fibrosis was

Metavir F staging. For ITD analysis, failures of elastographic mea-

surement were replaced by the median value measured in the opposite

group of the biopsy diagnosis.

Results: Fibrosis stage prevalence: F C 2: 50%, F C 3: 26%, F4: 9%.

Rate of measurement failure: ARFI-D or ARFI-G: 0.5% versus Fibro-

scan: 5.9% (p = 0.002). AUROCs and Obuchowski indexes are

presented in Table 1. In per-protocol analysis, Fibroscan AUROCs were

significantly higher than those of ARFI-D for each diagnostic target

(p \ 0.022), and those of ARFI-G or ARFI-DG for F4 (p \ 0.028). In

ITD analysis, Fibroscan AUROCs decreased showing no significant

difference with ARFI-D, ARFI-G, and ARFI-DG for each diagnostic

target. Comparison of Obuchowski indexes showed same results.

Conclusions: Due to a higher failure rate, accuracy of Fibroscan

decreases in the ITD analysis but remains not significantly different

from ARFI accuracy.
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Background and Aim: Chronic HBV results in upregulated levels of

connective tissue growth factor (CTGF). CTGF is an active mediator

of fibrogenesis. FG-3019 is a human IgG1 monoclonal antibody to

CTGF. This study evaluates safety and efficacy of FG-3019 in

reversing fibrosis in HBV.

Methods: Antiviral therapy naı̈ve HBV + patients with Ishak fibrosis

score C 2 had liver biopsies performed at baseline and after 45 weeks

of treatment with entecavir, ETV (0.5 mg/daily) with FG-3019

(15 mg/kg) or placebo intravenously every 3 weeks. Placebo patients

crossover to active arm for additional 48 weeks. The primary end-

point is the proportion of patients with a C 1 point improvement in

Ishak score. Histologic assessments are conducted by a blinded

pathologist.

Results: 76 patients were randomized (2:1) at 6 clinics in Hong Kong.

Baseline characteristics (N = 68); mean age: 51, Male: 66%, HBeAg

Table 1 AUROC and Obuchowki indexes of Fibroscan and ARFI

AUROC: F C 2 F C 3 F4 Obuchowski

Per-protocol Fibroscan 0.798 ± 0.031 0.852 ± 0.028 0.975 ± 0.010 0.827 ± 0.020

ARFI-D 0.732 ± 0.034 0.777 ± 0.034 0.883 ± 0.030 0.766 ± 0.023

ARFI-G 0.797 ± 0.031 0.857 ± 0.028 0.884 ± 0.032 0.810 ± 0.022

ARFI-DG 0.787 ± 0.031 0.841 ± 0.029 0.920 ± 0.025 0.817 ± 0.020

ITD Fibroscan 0.763 ± 0.032 0.803 ± 0.032 0.876 ± 0.044 0.785 ± 0.026

ARFI-D 0.730 ± 0.034 0.775 ± 0.035 0.881 ± 0.031 0.763 ± 0.023

ARFI-G 0.795 ± 0.031 0.855 ± 0.029 0.882 ± 0.032 0.809 ± 0.022

ARFI-DG 0.782 ± 0.031 0.837 ± 0.029 0.916 ± 0.026 0.813 ± 0.020
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± (35/65%), Ishak = 2 (21%), Ishak [ 2 (79%). 33 patients have

been unblinded; active arm (N = 23), placebo (N = 10). Patients on

the active arm showed a trend for superiority in the primary endpoint

compared to placebo controls; 1-point improvement 68% (active) vs.

50% (placebo) and 2-point improvement 32% (active) vs. 20% (pla-

cebo). Histology results on the active arm were significantly better

than the improvement rate (34% to 39%) observed in entecavir Phase-

3 trials (Baraclude�, package insert). After treatment, 97% of

unblinded patients had an undetectable viral load. ALTs normalized

in 86% of patients during treatment. No abnormal laboratory trends

were noted. Neither local nor systemic allergic reactions to FG-3019

were reported. Out of 9 SAEs in 76 patients one SAE (foot pain) was

‘‘possibly related’’ to FG-3019. No dose interruptions or dose

adjustments occurred.

Conclusions: FG-3019 appeared safe and well tolerated. These pre-

liminary results suggest that FG-3019 may cause reversal of liver

fibrosis in chronic HBV patients treated with ETV.

Topic: 11.b Clinical

Absno: 2254

The accuracy of the FIB-4 index compared with fibroscan
for the diagnosis of liver fibrosis in chronic hepatitis B

Juwita Sembiring, Yuswita Santi Siregar, Lukman Hakim Zain

Internal Medicine, Division of Gastroenterohepatology, Medical

Faculty, University of Sumatera Utara, Medan, Indonesia

Background: The accurate evaluation of liver fibrosis in chronic viral

hepatitis is important to optimize clinical management. Noninvasive

test to asses hepatic fibrosis have been developed, which combine

several biochemical parameters. Transient elastography (fibroscan) a

morphological method that measures liver stiffness has been evalu-

ated. The investigator of Apricot study proposed a simple noninvasive

test for liver fibrosis known as the FIB-4 index.

Objective: To evaluate the performance of the FIB-4 index in diag-

nosis liver fibrosis compared with fibroscan in patients with chronic

hepatitis B.

Methods: We compare the FIB-4 index with fibroscan in 42 patients

with chronic hepatitis B.

Results: At the cut off value B1.45; the FIB-4 index can differenti-

ated mild-moderate liver fibrosis from severe liver fibrosis (cirrhosis)

with sensitivity 73.7 % and specificity 100 %, positive predictive

value 100 % and negative predictive value 28.6 %. There is an

agreement between FIB-4 index with fibroscan in diagnosis liver

fibrosis with significant kappa value is 0.384 (p = 0.003).

Conclusion: The FIB-4 index is a simple and inexpensive method

that can use as alternative examination in assessing liver fibrosis in

chronic hepatitis B.
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Assessment of liver fibrosis with real-time tissue elastography
in chronic viral hepatitis C

Norihisa Yada, Satoru Hagiwara, Tadaaki Arizumi, Masahiro
Takita, Satoshi Kitai, Tatsuo Inoue, Yasunori Minami, Kazuomi
Ueshima, Naoshi Nishida, Masatoshi Kudo

Department of Gastroenterology and Hepatology, Kinki University

Faculty of Medicine, Osaka-Sayama, Japan

Objective: The aim of this study was to assess prospectively the

accuracy of measurement of liver fibrosis with real-time tissue elas-

tography (RTE) in patients with chronic viral hepatitis C.

Methods: One hundred and twenty six patients were prospectively

enrolled. Nine image features were extracted from each RTE image:

mean relative strain value (MEAN); standard deviation of relative

strain value (SD); percentage of low strain area (percentage of blue

color area) (%AREA); complexity of low strain area (calculated as

perimeter2/area) (COMP); skewness (SKEW); kurtosis (KURT);

entropy (ENT); textural complexity, inverse difference moment

(IDM); and angular second moment (ASM). Liver fibrosis index (LF

Index) was calculated as follows: - 0.009 * MEAN - 0.005 *

SD + 0.023 * %AREA + 0.025 * COMP + 0.775 * SKEW - 0.281 *

KURT + 2.083 * ENT + 3.042 * IDM + 39.979 * ASM - 5.542 (the

calculation method has been previously published; Kanzo

2010;59:539–541). Fibrosis stage was diagnosed from pathological

specimens obtained by ultrasound-guided biopsy. LF Index and

serological markers were compared with pathological diagnosis, and

the diagnostic performance of RTE was compared.

Results: Activity was significantly correlated with fibrosis

(r = 0.543, p \ 0.001). LF Index in stage F0–F1, F2, F3, and F4 was

1.74, 2.10, 2.47, and 2.69, respectively, demonstrating a stepwise

increase with increasing severity of liver fibrosis (p \ 0.001). LF

Index wasn0t correlated with activity. The area under the receiver

operating characteristic curve of the LF Index, platelet count, aspar-

tate/alanine aminotransferase ratio, aspartate aminotransferase-to-

platelet ratio, and FibroIndex for predicting cirrhosis (F4 vs. F0–F3)

was 0.819, 0.823, 0.700, 0.781 and 0.814; for predicting F3 stage or

higher (F3–F4 vs. F0–F2) was 0.849, 0.810, 0.733, 0.769 and 0.809,

respectively.

Conclusions: RTE is useful for diagnosis of liver fibrosis, regardless

of stage, in patients with chronic viral hepatitis C.
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Fasting effects on liver stiffness in 413 patients

Sandrine Bertrais, Paul Cales, Jerome Boursier,
Isabelle Fouchard-Hubert, Frederic Oberti

Hepatology, University Hospital, Angers, France

Background and aim: Two small studies have recently shown that

liver stiffness significantly increased during 2 hours after meal. Our

aim was to evaluate the fasting influence on liver stiffness in real life

conditions in a large population.

Methods: 413 patients having 2 liver stiffness measurements (Fi-

broscan) within 6 months were included in an observational

prospective study. Patients were divided into 4 groups according to

the fasting condition for the 2 measurements: both fasting, both non-

fasting, fasting/non-fasting, non-fasting/fasting.

Results: The baseline liver stiffness value was 24.7 ± 2.7 kPa; no

difference was observed between the 4 groups (p = 0.83). The mean

delay between the 2 measures was 3.6 months. The stiffness change

(2nd - 1st value) was not significant when the 2 measurements were

fasting (-1.2 ± 12.0 kPa, p = 0.21) or non-fasting (-1.8 ± 12.3 kPa,

p = 0.24). But, in patients having different fasting conditions, non-

fasting values were higher than fasting values, the mean difference

was 3.2 ± 12.4 kPa, p = 0.0006. The most marked change in stiff-

ness was observed in the non-fasting/fasting group (-4.6 ± 10.6 kPa,

p \ 0.0001). Stiffness change was not related to age, sex, obesity,

Fibroscan reliability and measure time. Multivariate analysis showed

that the independent predictors of stiffness change were: baseline

stiffness (p \ 0.0001), delay between measures (p = 0.0015),
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etiology (p = 0.0016), fasting status (p = 0.037). In addition, there

was an interaction between baseline stiffness and stiffness change.

Finally, we found that only fasting conditions predicted stiffness

change in the 2 lowest tertiles of baseline stiffness (stiff-

ness \ 25.6 kPa), whereas in the highest tertile (C25.7 kPa) the

independent predictors were etiology, baseline stiffness and delay

between measures.

Conclusion: Non-fasting significantly increases liver stiffness when it

is lower than 25.7 kPa. Elastometry should be standardized regarding

fasting but can be performed during all the daytime.
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Noninvasive assessment of liver fibrosis in chronic hemodialysis
patients with hepatitis C virus

Bahija Benyachou, Mounia El yousfi, Ihsane Mellouki, Dafrallah
Benajah, Mohamed Elabkari, Adil Ibrahimi, Nourdin Aqodad

CHU HASSAN II FES MOROCCO, FEZ, Morocco

Introduction: Hepatitis C virus (HCV) remains the leading viral

infection in chronic hemodialysis patients (HDC). Liver biopsy, despite

its invasive nature, has long been the gold standard for assessing liver

fibrosis in HCV. However, it has a greater risk of complications espe-

cially in HDC with disorders of hemostasis. Therefore several non-

invasive alternatives have been developed to assess liver fibrosis witch

FibroScan and biological scores. The aim of our study was to assess

liver fibrosis in HDC affected by HCV by FibroScan and biological

scores, APRI, Forns and Fib-4 while studying their correlation.

Materials and methods: Transverse study including all adult HDC

infected with HCV and monitored in two hemodialysis centers. We

conducted a descriptive study of all epidemiological data, clinical bio-

logical and radiological and analytical study measuring the correlation

between Fibroscan and biological scores Fibroscan (APRI, Forns, Fib-4).

Results: Twenty-nine out of 95 HDC patients were included (30.5%).

The average age of patients was 52 years [23 and 81 years old]. Nine

patients were cirrhotic (31%), whose seven had benefited from Fibroscan

and whose 6 patients had severe fibrosis F4 (VVP = 85.7%). The APRI

score was \ 0.5 (not significant fibrosis 6.9 (significant fibrosis) and 5

had a Fib-4[ 3.25 (severe fibrosis [ F3). The analytical study of con-

cordance showed that the most concordant results were those of the APRI

and Fib-4, followed by those of Fibroscan Forns and then Fibroscan and

APRI. These Concordances were all classified as moderate.

Conclusion: Our results were fairly encouraging to assess the severity

of liver fibrosis in HDC using non-invasive means. Combination: APRI

and Fibroscan seems to have a better contribution to the assessment of

liver fibrosis, however it must be confirmed by other studies.
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Evaluation of cirrhosis misclassification rate by non-invasive tests
in hepatitis C trials

Paul Cales1, Jerome Boursier1, Frederic Oberti1,
Isabelle Fouchard-Hubert1, Sandrine Bertrais1, Vincent Leroy2

1Hepatology, University Hospital, Angers, 2Hepatology, University

Hospital, Grenoble, France

Background and aim: Several trials, especially in chronic hepatitis

C, relies cirrhosis diagnosis (inclusion or exclusion) on a single cut-

off of non-invasive test (s). Therefore, we evaluated predictive values

for cirrhosis of available tests including a detailed fibrosis

classification.

Methods: All patients had chronic hepatitis C and liver biopsy with

Metavir fibrosis (F) staging. We evaluated negative (NPV) and

positive (PPV) predictive values of tests considering either only the

F4 class or all the classes including F4 (e.g. F3/4) called Fx/4. In

population #1 including 1056 patients, we compared blood tests: Fi-

brotest, FibroMeter and CirrhoMeter. In population #2 including 679

patients, we compared blood tests, liver stiffness (Fibroscan) and their

combination (CombiMeter).

Results: Population #1: considering a cirrhosis trial, the optimal

choice relies on the cut-off of CirrhoMeter F4 class since its PPV

provides a high inclusion rate of cirrhosis (88%) whereas this rate is

only 37% with Fibrotest, but at the expense of a higher number of

patients to screen. Considering trials excluding cirrhosis, the optimal

choice relies on the cut-off of CirrhoMeter Fx/4 classes since its NPV

provides a low inclusion rate of cirrhosis (1%) whereas this rate is 4%

with Fibrotest, but at the expense of a higher number of patients to

screen. Population #2: results validated the best PPV of CirrhoMeter

F4 class (89%). They also validated an excellent NPV of Fx/4 classes

in all single tests (NPV » 97%) with, nevertheless, a small advantage

for the test combination (NPV: 98%).

Conclusion: A blood test designed for cirrhosis can affirm (88–89%

prediction) or exclude (97–99% prediction) cirrhosis by using dif-

ferent cut-offs (F4 and Fx/4, respectively) of a detailed fibrosis

classification. By contrast, certain inclusion criteria in cirrhosis trials

are misleading inducing the inappropriate inclusion of around 2/3 of

patients without cirrhosis, 35% being F2 or F1.
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Cirrhosis diagnosis in chronic hepatitis C: elastometry
vs a specific blood test

Paul Cales1, Jerome Boursier1, Frederic Oberti1, Isabelle
Fouchard-Hubert1, Jean-Pierre Zarki2, Victor de Ledinghen3

1Hepatology, University Hospital, Angers, 2Hepatology, University

Hospital, Grenoble, 3Hepatology, University Hospital, Bordeaux,

France

Aim: Our aim was to compare performance of elastometry vs a

specific blood test, and classical binary diagnosis vs new classification

for cirrhosis diagnosis.

Methods: 679 patients with hepatitis C had liver biopsy (Metavir

staging and morphometry), liver elastometry by Fibroscan and Cir-

rhoMeter, a blood test for cirrhosis. Diagnostic indices were

compared according to classical binary diagnosis or multinomial

fibrosis classification owing to percentile method.

Results: Binary diagnosis: Youden cut-off provided good accuracy

(Fibroscan: 85.4%, CirrhoMeter: 79.2%, p \ 0.001) and maximized

sensitivity (Fibroscan: 83.3%, CirrhoMeter: 82.3%, p = 1) and neg-

ative predictive value (Fibroscan: 96.9%, CirrhoMeter: 96.4%,

p = 0.68). Accuracy cut-off provided excellent accuracy (Fibroscan:

91.2%, CirrhoMeter: 89.8%, p = 0.28) and maximized specificity

(Fibroscan: 97.3%, CirrhoMeter: 97.4%, p = 1) and positive predic-

tive value (Fibroscan: 72.9%, CirrhoMeter: 77.3%, p = 0.57). The

patient rate having at least 95% predictive values for cirrhosis was:

Fibroscan: 83.4% vs CirrhoMeter: 75.6% (p \ 0.001). Fibrosis clas-

sification: the same 6 fibrosis classes were obtained with both tests:

F0/1, F1/2, F2 ± 1, F3 ± 1, F3/4 and F4. These classifications were

validated by a good correlation (Spearman rho, all p \ 0.001) with

the area of portal fibrosis: Fibroscan: 0.535, CirrhoMeter: 0.453.

S498 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Classification accuracy was excellent: Fibroscan: 88.2% vs Cirrho-

Meter: 88.8% (p = 0.77). Sensitivity of classes including F4 was:

Fibroscan: 83.3% vs CirrhoMeter: 82.3% (p = 1). Positive predictive

values were in F4 class: Fibroscan: 78.8% vs CirrhoMeter: 82.4%

(p = 0.94), in F3/4 class: Fibroscan: 72.2% vs CirrhoMeter: 67.6%

(p = 0.68) and in F3 ± 1 class: Fibroscan: 27.7% vs CirrhoMeter:

27.5% (p = 0.96).

Conclusion: We provided the first detailed fibrosis classification of

Fibroscan. Compared to classical binary diagnosis, this classification

provides several advantages: increased accuracy, precision, sensitivity

and positive predictive value. A specific blood test markedly atten-

uates the known difference in accuracy between usual blood tests

(constructed for significant fibrosis) and Fibroscan. Therefore, a blood

test designed for cirrhosis could be an alternative to Fibroscan.
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Noninvasive algorithm how to identify significant liver fibrosis
in young treatment naı̈ve HCV infected subjects

Tomas Koller, Jana Kollerova, Martin Huorka, Juraj Payer

Internal Medicine 5, Comenius University Hospital and Medical

Faculty, Bratislava, Slovak Republic

Background: Noninvasive fibrosis stage evaluation could offer quick

and valuable information in clinical practice.

Aims: To construct an algorithm to predict significant liver fibrosis

(SLF) using a noninvasive fibrosis score (NFS) derived from age and

serum markers.

Methods: 86 consecutive subjects with HCV infection with liver

biopsy prior to antiviral treatment were divided into two groups - the

training group (n = 39) and the test group (n = 47). Clinical, bio-

chemical fibrosis markers and Ishak histological fibrosis stage (0–6)

were recorded. SLF was defined as Ishak stage [ 2. Training group

was used to construct the NFS derived from cutoff values of six

parameters: age, APRI index, alpha 2 macroglobulin, ferritin and

HOMA index. Score of 0, 0.5, 1 or 2 was assigned for each of the six

parameters according to the prevalence of SLF. The final NFS was the

sum of the six scores and was analyzed for the predictive power of

SLF in both groups.

Results: Mean age was 33.9, 30% were women, the prevalence of

SLF was 37.2%. The final NFS values varied from 0 to 5.5. The

AUROC of NFS to predict the SLF was 0.97 and 0.85 in the training

and the test group respectively. Values of NFS \ 2 and [ 2.5 could

respectively exclude or confirm the SLF with a specificity, sensitivity,

positive and negative predictive values of 90, 100, 100, 95.6% and 75,

95.2, 90 and 87% in both groups respectively. Overall accuracy of the

algorithm was 96.9 and 87.9% for both groups. NFS of 2 and 2.5 was

present in 17.9% (n = 7) and 29.8% (n = 14) of patients and would

require the liver biopsy for correct staging.

Conclusion: Our noninvasive algorithm predicted SLF using NFS

with 87.9% overall accuracy in the test group. The algorithm could

spare 70% of patients from the liver biopsy in clinical practice.

Topic: 11.b Clinical

Absno: 2611

Correlation between the level of serum albumin and liver fibrosis
in patients with HBeAg negative chronic hepatitis B

Li Mai, Ying Yan, Wen-Xiong Xu, Ying Zhang, Ka Zhang

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-Sen University, Guangzhou, China

Objective: To investigate the correlation between the level of serum

albumin and liver fibrosis in patients with HBeAg negative chronic

hepatitis B.

Methods: The level of serum albumin and the histopathology of liver

fibrosis of 121 patients of HBeAg negative chronic hepatitis B were

analyzed.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 74

patients,S3*4 in 47 patients. The level of serum albumin of patients

was 41.892 ± 3.982 g/L in group S0*2, 38.592 ± 4.233 g/L in group

S3*4. The level of serum albumin in group S3*4 was lower than that

of the group S0*2.(P = 0.000).

Conclusion: The results suggested that lower level of serum albumin

may predict higher risk of liver cirrhosis in patients with HBeAg

negative chronic hepatitis B.
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Relationship between the level of serum hyaluronic acid and liver
fibrosis in patients with HBeAg negative chronic hepatitis B

Li Mai, Ying Yan, Wen-Xiong Xu, Shao-Quan Zhang, Zhan-Yi Li

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the relationship between the level of serum

hyaluronic acid and liver fibrosis in patients with HBeAg negative

chronic hepatitis B.

Methods: The level of serum hyaluronic acid and the histopathology

of liver fibrosis of 97 HBeAg negative chronic hepatitis B patients

were reviewed.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 52

patients,S3*4 in 45 patients. The level of serum hyaluronic acid of

patients was 166.76 ± 196.42 ng/ml in group S0*2, 342.02 ±

261.891 ng/ml in group S3*4. The level of serum hyaluronic acid in

group S3*4 was higher than that of the group S0*2.(P = 0.000).

Conclusion: The level of serum hyaluronic acid may help for the

diagnosis of liver fibrosis in patients with HBeAg negative chronic

hepatitis B.
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Testing of serum laminin may help the diagnosis of liver fibrosis
in patients with HBeAg negative chronic hepatitis B

Li Mai, Ying Yan, Wen-Xiong Xu, Ka Zhang, Zhan-Yi Li

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the relationship between the level of serum

laminin and liver fibrosis in patients with HBeAg negative chronic

hepatitis B.

Methods: The level of serum laminin and the histopathology of liver

fibrosis of 76 HBeAg negative chronic hepatitis B patients were

reviewed.

Results: The histopathology of liver tissue fibrosis showed S0*2 in 40

patients and S3*4 in 36 patients. The level of serum laminin was

122.60 ± 82.67 ng/ml in group S0*2 and 180.08 ± 127.29 ng/ml in
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group S3*4. The level of serum laminin in group S3*4 was higher

than that of the group S0*2.(P = 0.007).

Conclusion: The testing of the level of serum laminin may help the

diagnosis of liver fibrosis in patients with HBeAg negative chronic

hepatitis B.
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Analysis of the histopathological features of 43 cases of chronic
hepatitis B aged over 40 years old

Li Mai, Ying Yan, Ying Zhang, Zhan-Yi Li, Wen-Xiong Xu

The Department of Infectious Diseases, The Third Affiliated Hospital

of Sun Yat-sen University, Guangzhou, China

Objective: To investigate the histopathological features of 43 cases

of chronic hepatitis B aged over 40 years old.

Methods: 43 patients with chronic hepatitis B aged over 40 years old

received liver puncture and histopathological features were analyzed.

Results: Among the 43 patients of chronic hepatitis B aged over

40 years old, the histopathology of liver tissue fibrosis showed S0*2

in 20 patients, S3*4 in 23 patients. And among those with S3*4

fibrosis, 5 cases were found to have normal serum alanine amino-

transferase and normal serum aspartate aminotransferase.

Conclusion: Patients with chronic hepatitis B aged over 40 years old

may showed high stage of liver fibrosis even in those with normal serum

alanine aminotransferase and normal serum aspartate aminotransferase.
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Effect of Peg-Interferon alpha and ribavirin on the aspartate
aminotransferase-to-platelet and alanine aminotransferase-to-
platelet ratio index in chronic hepatitis C

Manik Sharma1,2, Harshad Devarbhavi1, Saad Al Kaabi1, Anil
John1, Hameed Wani1, Khalid Al Ejji1, Nazeeh Dweik1, Muneera
Al Mohanadi1, Rafea Yacoub1, Moutaz Derbala1, Tariq Butt1,
Fuad Pasic1, Mamoon Elbedawi2, Rajvir Singh3

1Division of Gastroenterology, Department of Internal medicine,

Hamad Medical Corporation, Doha, 2Department of Clinical

Medicine, Weill Cornell Medical College, Doha, Qatar, 3Hamad

Medical Corporation, Doha, Qatar

Background: Aspartate aminotransferase-to-platelet ratio index

(APRI) provides an acceptable alternative in predicting significant

fibrosis in Chronic Hepatitis C Genotype 1 patients (CHC).

Aim: To assess the response of pegylated interferon alpha and

ribavirin on APRI. Secondary aims were to investigate the accuracy

of APRI in predicting severe fibrosis in genotype 4 patients and to

study Alanine Aminotransferase to platelet ratio index (ALPRI) in

patients with CHC.

Methods: Consecutive patients monoinfected with CHC over a two-

year period were included in this retrospective study. Mild and severe

fibrosis was defined as per Scheuer classification. Pre and post

treatment APRI were calculated using a standard formula. ALPRI was

calculated supplanting ALT for AST.

Results: 443 CHC patients, predominantly Egyptians and genotype 4

(66%) were treated over a two year period. The mean age, ALT, AST

and pretreatment APRI was 44.8 years, 80.2 IU/ml, 54.6 IU/ml and

0.92 respectively. Liver biopsy done in 434 (92%) patient revealed

mild fibrosis in 320 patients (73.7%) and severe fibrosis in 114

patients (26.3%). 68% achieved sustained viral response. Post treat-

ment, APRI and ALPRI showed a significant decrease as compared to

baseline (APRI 0.98 versus 0.69 p = 0.00, ALPRI 1.25 versus 0.12

p \ 0.001) (Table 1). Increasing fibrosis predicted higher APRI in

genotype 4 patients (stage 1/2/3/4—0.54/0.77/1.32/2.81, p

value \ 0.001). Pretreatment APRI of 0.66 predicted 82 % sensitivity

and 73 % sensitivity (AUROC 83 %, 95 % CI 0.78–0.89) for severe

fibrosis, but a similar pretreatment ALPRI predicted 91 % sensitivity

but with 51% specificity (AUROC 79.7% 95 % CI 0.74–0.84) in

genotype 4 disease.

Conclusion: Treatment with pegylated interferon and ribavirin results

in a significant decrease of APRI and ALPRI, especially in genotype 4

patients. APRI and ALPRI have good sensitivity and a modest

specificity in predicting fibrosis in genotype 4 CHC.
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A retrospective study of Jianpirougan Decoction in the treatment
of hepatitis B cirrhosis decompensation

Q. Y. Ye

Shanghai University of Traditional Chinese Medicine, Shanghai,

China

Aim: To compare clinical effects of Jianpirougan Decoction com-

bined conventional therapy of HBV-related decompensated liver

cirrhosis patients with conventional therapy. Study the associated

factors to the survival rates of these patients.

Methods: 61 cases were collected from Shuguang Hospital affiliated

Shanghai University of T.C.M. These patients were divided into two

groups based on different therapy methods. The group 1 was treated

by Jianpirougan Decoction combined with conventional therapy,and

the group 2 was treated by conventional therapy. Compare the sur-

vival rates, laboratory data and the symptoms and signs between the

two groups. Cox regression was used to study the associated factors to

the survival rates.

Results: Baseline characteristics were not different in the two groups.

By Kaplan–Meier analysis, the median survival duration in group 1

was longer that in the group 2 (36.0 months vs 33.0 months,

P \ 0.05). The data of ALT and the CTP scores showed different

between the two groups according to the statistic analysis (P \ 0.05).

The symptoms and signs were improvement than that before treat-

ment. There were difference in distension of the abdomen, asthenia

and jaundice according to the statistic analysis (P \ 0.05), but there

were no significant difference in the hypochondriac pain and the

edema of the double lower limbs (P [ 0.05). Cox regression showed

that therapy method and liver cancer were the factors which were

associated with the patients’ survival rates.

Conclusion: The overall survival rates, liver function and clinical

symptoms and signs were improvement by treated with Jianpirougan

Table 1 APRI and ALPRI: Relation with fibrosis and response to treatment

APRI ALPRI

Pre

Treatment

Post

Treatment

P

value

Pre

Treatment

Post

Treatment

P

value

Mild

fibrosis

(n = 141)

0.71 0.48 \.001 Mild

fibrosis

(n = 173)

0.91 0.11 .036

Severe

Fibrosis

(n = 67)

1.60 1.18 .002 Severe

fibrosis

(n = 78)

2.09 0.14 \.001
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Decoction combined with conventional therapy. Cox regression

showed that the therapy method and liver cancer and were the factors

which associated with the survival rates.
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Clinical efficacy analysis of only one nucleoside analogs
in the treatment of HBV-related Liver Compensated Cirrhosis

Zhang Shaoquan, Mai Li, Cao Huijuan

Department of Infectious Diseases, The Third Affiliated Hospital,

Sun Yat-sen University, Guangzhou City, China

Objective: To analyze the clinical efficacy of only one nucleoside

analogs:lamivudine (LAM),adefovir dipivoxil (ADV) and entecavir

(ETV) in the treatment of decompensated cirrhosis caused by hepa-

titis B virus.

Methods: Totally 71 treatment-naive patients with HBV-related liver

compensated cirrhosis were divided into three groups. 31 patients

received LAM(100 mg/d), 20 patients received ADV(10 mg/d), 20

patients received ETV(0.5 mg/d), respectively. Serum biochemical

parameter and virus load were detected at 3, 6, 12 and 24 months after

the treatment.

Results: The 2-year HBV DNA undetectable (\500 IU/mL)rate and

median reductions were 61.3% and 5.3 lg in the group with LAM

treatment, 95% and 5.4 lg with ETV, 70% and 4.3 lg with ADV. And

the 2-year HBV DNA undetectable rate with LAM was lower than

with Entecavir (P = 0.018). That with ADV was also was lower than

with Entecavir (P = 0.037). There was no significant difference in

alanine aminotransferase (ALT) and globulin (GLB) normalization

after one -year and two-year treatment.

Conclusion: Lamivudine (LAM),adefovir dipivoxil (ADV) and ent-

ecavir (ETV) were all able to improved serum biochemical parameter

in the patients with HBV-related liver compensated cirrhosis, but

ETV seemed to gain better virological response.
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A simple noninvasive score based on routine parameters can
predict liver cirrhosis in patients with chronic hepatitis C
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Background: Liver biopsy remains the gold standard for the diagnosis

of chronic hepatitis C, even though it has a low but non-negligible rate

of false negative and even severe complications. Several authors have

proposed noninvasive tools to diagnose cirrhosis, but none of them

showed complete concordance with liver biopsy. We aimed at devising

a score based on noninvasive routinely-available parameters that can

discriminate between patients with and without cirrhosis among sub-

jects with chronic hepatitis C.

Patients and Methods: We reviewed the charts of patients with

chronic hepatitis C who performed a liver biopsy between 2000 and

2004. Multivariate analysis was used to identify independent pre-

dictors of cirrhosis. A similar independent group of patients with

chronic hepatitis C admitted for a liver biopsy between 2007 and 2012

constituted the validation set.

Results: 249 patients were enrolled. Age, AST level, prothrombin

activity and platelet count were identified as independent predictors of

histological cirrhosis. We categorized these variables and devised a novel

score called CISCUN (CIrrhosis SCore University of Naples), giving one

point to each of the following predictors: age [ 40 years; AST level[ 2

upper normal values; platelet count \ 160.000/mmc; prothrombin

activity \ 100%. Cirrhosis rate was 2.9% for the 103 patients with a

CISCUN = 0 or 1, 23.4% for the 124 patients with a CISCUN of 2 or 3,

and 86.4% for the 22 patients with a CISCUN = 4. These results were

confirmed in the independent validation group of 285 patients.

Conclusions: Patients with chronic hepatitis C and with a CIS-

CUN B 1 had a very low rate of cirrhosis while those with a

CISCUN = 4 had a high risk of cirrhosis. Patients with CISCUN = 2

or 3 had an intermediate rate of cirrhosis and therefore need to per-

form a liver biopsy to receive a reliable diagnosis.
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Changes of regulatory T cell proportion and activity
in the patients with hepatitis B cirrhosis complicated by bacterial
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Background: Bacterial infection is a common complication in patients

with decompensated cirrhosis. Regulatory T (Treg) cells can maintain

the immune tolerance and contribute to the immunological hypore-

sponsiveness against HBV infection. The aims of this study were to

detect changes of Treg cell proportion and activity in patients with

decompensate hepatitis B (HB)-related cirrhosis complicated by bac-

terial infection, and to preliminarily explore the relationship between

HB-related cirrhosis complicated by bacterial infection and Treg cell.

Methods: 30 patients with decompensated HB-related cirrhosis

complicated by bacterial infection, 20 patients with decompensated

HB-related cirrhosis without bacterial infection and 10 healthy con-

trols were selected in this study. Peripheral blood mononuclear cells

(PBMCs) from above-mentioned patients were obtained via density

gradient centrifugation. The proportion of CD4+CD25+CD127low

Treg cells within the CD4+ cells was detected by Flow cytometry in

PBMCs of enrolled cases. The immune activity of Treg cell isolated

from PBMCs was observed by a suppression assay of allogeneic

mixed lymphocyte response (MLR).

Results: The patients with decompensated HB-related cirrhosis com-

plicated by bacterial infection had a significantly lower percentage of

Treg cells within their population of CD4+ T cells in PBMCs than the

patients with decompensated HB-related cirrhosis without bacterial

infection (4.07% ± 1.18% vs. 9.74% ± 3.00%, t = 9.35, P \ 0.01).

The suppressing homologous PBMCs proliferation ability of Treg cells

isolated from the patients with decompensated HB-related cirrhosis
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complicated by bacterial infection was significantly weakened in MLR

[cpm = (22.79 ± 4.94) 9 103], which had a statistical difference

compared with both the patients with decompensated HB-related cir-

rhosis without bacterial infection and the healthy controls

[cpm = (6.43 ± 1.19) 9 103 and (5.96 ± 1.25) 9 103 respectively;

t = 16.09 and 16.51 respectively, P \ 0.01].

Conclusion: There is a decrease of both quantity and activity of Treg

cell in the patients with decompensated HB-related cirrhosis com-

plicated by bacterial infection.
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D-dimer and fibrinolytic activity in patients with liver cirrhosis
and ascites

Roberto G. Romanelli1, Donatella Lami2, Anna Paola Cellai2,
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Giacomo Laffi1, Rosanna Abbate2, Domenico Prisco2
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Introduction: Ascitic fluid has been hypothesized to be the origin for

hyperfibrinolysis observed in advanced liver disease. We determined

whether fibrinolytic activity is detectable in ascites due to liver cirrhosis

using both global methods and single fibrinolytic parameters. We

evaluated 21 patients with liver cirrhosis and 21 healthy subjects.

Fibrinolytic system was studied both in plasma and ascitic fluid by Clot

Lysis Time, D-dimer, tissue plasminogen activator, plasminogen acti-

vator inhibitor, a2-antiplasmin, plasminogen and thrombin activatable

fibrinolysis inhibitor, by using high throughput turbidimetric assays

(EuroCLOT) that measure clot formation, clot structure, and clot lysis.

Results: we found that a2AP (%), PLG (%), TAFI (mg/mL) and

fibrinogen (mg/dl) levels were significantly higher in plasma than in

ascitic fluid (p \ 0.001) of patients. For all these parameters, plasma

levels were lower in patients than in controls (p \ 0.05). Instead,

D-dimer levels (ng/ml) were significantly lower in plasma than in

ascitic fluid (p \ 0.001), whereas similar concentrations were found for

t-PA and PAI-1. D-dimer, PAI-1 and t-PA levels were significantly

higher (p \ 0.05) and CLT shorter in plasma from patients than from

healthy subjects (p \ 0.05). By analysing plasma turbidimetric

parameters through EuroCLOT assay, statistically significant differ-

ences were observed between cirrhotic patients and healthy controls.

No fibrinolytic activity was detectable in ascitic fluid either by CLT or

EuroCLOT. Increased plasma levels of D-dimer and decreased fibri-

nolytic parameters were found in cirrhotic patients in respect to control

subjects. In ascites a significant increase in the levels of d-dimer was

found, together with the presence of some but not all fibrinolytic

components. These data suggest that cirrhotic patients show hyperfi-

brinolytic activity in respect to healthy subjects; this was derived both

by classical methods and new global turbidimetric assays. These data

further suggest that ascites is in continuous exchange with the plasmatic

compartment possibly through lymphatic flux.
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Prevalence of small bowel bacterial over growth (SIBO)
in decompensated cirrhosis with portal hypertension:
An clinical pilot study
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Objectives: Cirrhosis is chronic liver failure with portal hypertension

and its complications like spontaneous bacterial peritonitis (SBP),

Hepato Renal Syndrome and Encephalopathy accelerate mortality and

reduced survival. Portal hypertension causes transmural edema and

Dysbiosis due to altered splanchnic hemodynamics promoting trans-

location of microbes across causing SBP and increased mortality.

This study evaluates the prevalence of SIBO in decompensated cir-

rhotics and recurrence of SBP.

Methods: Total hundred twenty (n = 120) patients were recruited.

Group A-(n = 30) healthy controls, Group B (n = 45) chronic liver

disease, Group C (n = 45)- mean MELD16, Decompensated Cir-

rhosis. Laboratories Stool H pylori antigen, Ova and Parasites, Initial

Lactoferrin, Calprotectin, serum Ammonia, Breath Testing for SIBO

at base line and after three months. Group C underwent Sonogram

guided baseline paracentesis with repeat in three months to evaluate

SBP in SIBO. Exclusion: Diabetes, Renal failure, IBS, Celiac, IBD,

Parkinsonism, idiopathic dysmotility disorders, Hepatic Encephalop-

athy, TIPS and Drugs-Gut specific Antibiotics, anti-cholinergics,

Tricyclics, Methadone, Narcotics and PPi’s.

Results: Group A 2/30 (6%) positive for SIBO in Breath Test, 1/30

(3%) ASCA IgA. Group B 5/45 (11%) positive Breath test, 4/45 (8%)

ASCA IgA. Group C: 33/45 (73%) positive Breath test and 38/45

(84%) ASCA IgA. Recurrence of SBO 28/33 (85%).

Conclusion: This observational clinical trial reveals SIBO is a

complication of Cirrhosis with Portal Hypertension. Decompensated

Cirrhotics with SIBO has significant morbidity with SBP comparing

without SIBO. Prophylactic antibiotics should be considered to avoid

recurrent SBP, Sepsis and Encephalopathy in Cirrhotics with SIBO.

Larger study needs to validate.
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Serum cytokine antibody arrays in HBV-related cirrhosis
patients with portal hypertension and hypersplenism
before and after splenectomy
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Objectives: This study is to identify the differential expression of serum

cytokine level before and after splenectomy in hepatitis B virus-related

cirrhosis patients with portal hypertension and hypersplenism, and

explore the impact of splenectomy to hepatopathy and the relationship

between portal hypertension with hypersplenism and liver disease.

Methods: Six HBV-related cirrhosis patients with portal hypertension

and hypersplenism and four healthy controls were enrolled in the

study. RayBio Human Cytokine Antibody Array G Series 4000,

contains 274 cytokines, was used to identify the serum cytokine

profiling of patients before and after splenectomy for two weeks and

control groups, respectively. The ratio are C 1.5-fold increase

or B 0.65-fold decrease and P value \ 0.05 were considered statis-

tically significant.

Results: Thirty cytokines, including growth factor, chemokines,

interleukins, cell adhesion molecules, were identified to be significant
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difference before and after splenectomy. Eighteen cytokines were

up-regulated significantly. Among the upregulated cytokines, BDNF,

EGF, TARC, PDGF associated with neuronal growth, bone marrow

haematopoiesis, thymus activation, thrombopoiesis were most sig-

nificantly upregulated. b-IG-H3, XEDAR, VEGF-C, MMP-1, MMP-2

associated with cell growth, differentiation, angiogenesis and extra-

cellular matrix degradation were also significantly upregulated. Up-

regulation of these cytokines may be relevant to tissue remodeling

and other lymphatic organ compensation. Furthermore, the expression

of IL-13, IL-22, IL-15, IL-7, IL-2 were also upregulated after sple-

nectomy. Twelve cytokines were down-regulated significantly after

splenectomy compared with before splenectomy such as b2-M, DKK-

3, CCL14a, Eotaxin-2, CD23, BCMA, and so on.

Conclusion: Cytokine antibody arrays can be a useful tool to inves-

tigate serum cytokine profiling in cirrhosis patients with portal

hypertension and hypersplenism. Differentially expressed cytokines

might be the new clues to clarify the disorder of immune function of

spleen with hypersplenism, especially for the relationship between

portal hypertension with hypersplenism and liver disease.

Acknowledgements: Supported by the National Natural Science

Foundation of China (30901268).
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Hemodynamic and anti-fibrogenic effects of AICAR in rat model
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This study is to investigate whether AICAR (5-amino-1-b-D-ribofur-

anosyl-imidazole-4-carboxamide, an AMPK agonist) stimulate NOS/

NO in the liver and modulate portal hypertension. Rat HSCs were

isolated and activated in culture. The effect of AICAR on HSC con-

tractility was determined by collagen gel contraction assay. To assess

acute hemodynamic effects of AICAR in portal hypertension, portal

pressure, mean arterial pressure and heart rate in BDL (bile duct liga-

tion) rat model were measured after AICAR injection (160 mg/kg, i.v).

For chronic studies, BDL rats were injected with AICAR (160 mg/kg/

day) subcutaneously for 2 weeks. Hemodynamic parameters (portal

pressure, portal vein blood flow, mean arterial pressure, cardiac output,

heart rate and spleen-renal shunt blood flow) were monitored and

evaluated. Liver tissues were harvested for histology and pro-fibrogenic

gene and protein expression. AICAR (1 mM) diminished ET-1 (10

nM)-elicited cultured HSC contraction by 48% (p \ 0.05), while the

NO inhibitor L-NAME reversed this effect. AICAR (160 mg/kg, i.v)

acutely reduced portal pressure by 15.2% (p \ 0.01) in BDL rats

without affecting mean arterial pressure and heart rate. NO inhibition

reversed above effect of AICAR on portal pressure. Chronic adminis-

tration of AICAR diminished portal pressure by 20% (p \ 0.01),

spleen-renal shunt blood flow by 60% (p \ 0.01) and cardiac output by

37.7% (p \ 0.01). Similarly, NO inhibition reversed these effects by

AICAR. However, AICAR chronic administration did not change mean

arterial pressure, heart rate and portal vein blood flow. In addition,

AICAR chronic treatment enhanced protein expression of phosphor-

AMPK and phosphor-eNOS by 400% and 300%, respectively. Our

further data also showed that AICAR chronic treatment alleviated liver

fibrosis evidenced by histology and profibrogenic expression. These

data provide evidence that AICAR could act as important agent for the

prevention and treatment of liver cirrhosis and portal hypertension.
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Effect of simvastatin on activation of human hepatic stellate cells
through KLF2 pathway
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Background: Statins have been reported to have beneficial effect on

portal hypertension; however, the actual mechanism of its action is

poorly understood. Hepatic stellated cell (HSC) mediated angiogen-

esis plays an important role in the increased intrahepatic resistance

that leads to portal hypertension. Statins can potently stimulate a kind

of transcription factor named Kruppel-like factor 2 (KLF2), which

can negatively regulate angiogenesis. Therefore we aimed to deter-

mine the anti-angiogenic potential of statins in HSCs.

Method: Transforming growth factor (TGFb)-induced human HSCs

were exposed to simvastatin. Cell viability was performed by MTT

assay. Cell migration was examined by transwell and wound-healing

assay. Cell proliferation was investigated by BrdU-proliferation

analysis. Gene quantification was measured by real-time PCR. Protein

expression was detected by Western blot and immunohistochemistry.

Inflammatory factors were calculated using the ELISA kit.

Result: Simvastatin leads to reduced migration, proliferation and

smooth muscle-a-actin (a-SMA) expression of TGFb-induced HSCs.

Simvastatin can promote the mRNA and protein level of KLF2, which

had already increased in TGFb-induced HSCs. In accordance with

KLF2 overexpression, simvastatin increased the production of endo-

thelial nitric oxide synthesis (eNOS) and downregulated the expression

of some proangiogenic proteins such as vascular endothelial growth

factor (VEGF), hypoxia inducible factor-1a (HIF-1a) and nuclear fac-

tor-kappaB (NF-kappaB) in TGFb-induced HSCs. At the same time,

secretion of Interferon-gamma (INF-u) increased in TGFb-induced

HSCs, which was decreased by simultaneous addition of simvastatin.

Conclusion: simvastatin suppresses the proangiogenic environment

of HSCs activated by TGFb through KLF2 pathway.
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Background: Plasma endothelin-1 (ET-1) levels are increased in

patients with cirrhosis. This vasoactive peptide is suggested have a

possible role in intrahepatic microcirculatory changes that contribute

to the pathogenesis of portal hypertension in liver cirrhosis. Ascites is

one of clinical manifestation of portal hypertension. This study aims

to determine whether ET-1 levels correlate with degree ascites in the

patients with liver cirrhosis.

Methods: ET-1 was examined from plasma of 79 cirrhosis patients.

The presence of ascites was evaluated by physical examination and

ultrasonography. Plasma ET-1 was measured by ELISA. The data was

analyzed with independent t test and Spearman’s correlation test.

Results: We involved 79 cirrhosis patients in this study. 58 (73.4%)

out of 79 patients were male and the rest 21 (26.6%) were female.

Plasma ET-1 level in patient cirrhosis Child-Turcotte-Pugh (CTP) A,
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CTP B, and CTP C were 1.98 (1.70–2.58) pg/mL, 2.19 (1.70–3.06)

pg/mL, and 2.72 (2.16–382) pg/mL, respectively. We found ascites in

65 patients, and 14 patients without ascites. Numbers of patients with

mild, moderate, and severe ascites were 36 (45.6%), 18 (22.8%) and

11 (13.6%), respectively. We found significant mean difference of

ET-1 between patients with ascites (mean = 2.85 pg/mL) and with-

out ascites (mean = 0.74 pg/mL) (p = 0.04, 95% CI: 0.02–1.72), and

there were significant correlation between plasma ET-1 and degree of

ascites (r = 0.37, p = 0.002).

Conclusions: There were positive correlation between plasma ET-1

level and degree of ascites in liver cirrhosis patients. This data support

role of ET-1 in pathogenesis of portal hypertension and ascites in liver

cirrhosis.
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In our previous studies, we identified miR-126 as being downregu-

lated during activation of hepatic stellate cells (HSCs) by microarray

hybridization. However, the roles and related mechanisms of miR-126

in HSCs are not understood. In this study, The miRNA RNAi tech-

nique was used to analyze the effects of miR-126 on biological

properties of HSCs in vitro. The lentiviral vector encoding miR-126

was constructed and transfected. Furthermore, the expression level of

miR-126 was measured by real-time PCR. Cellular growth and pro-

liferation capacity were assayed using the cell counting kit-8

(CCK-8). The apoptosis rate and cell-cycle distribution were mea-

sured by flow cytometry. Cell morphological characteristics were

identified by phase-contrast microscopy, fluorescence microscopy and

electron microscopy. The underlying mechanisms related to the

changes in biological properties were assessed. The identity of the

recombinant plasmid was confirmed by restriction endonuclease

analysis and DNA sequencing. Restoring the intracellular miRNAs by

miR-126 administration greatly reduced the expression levels of

VEGF-A and caspase 9. Cell-cycle arrest and typical features of

apoptosis were detected in activated HSCs treated with pLV-miR-

126. Our results indicate that transduction of miR-126 offers a fea-

sible approach to significantly inhibit HSC proliferation and increase

the apoptosis index. Thus, targeted transfer of miR-126 into HSC may

be useful for the treatment of hepatic fibrosis.
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Efficacy and safety of terlipressin on hepatorenal syndrome:
a meta-analysis
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Objective: To evaluate the efficacy and safety of terlipressin on

hepatorenal syndrome (HRS).

Methods: We searched MEDLINE, PubMed, EMbase, Cochrane

Library and Google (TM) Scholar databases to collect randomized

controlled trial (RCT) of terlipressin on HRS, which were published

before 2012. We screened the retrieved studies according to the

predefined inclusion and exclusion criteria, evaluated the quality of

included studies, and performed Meta-analyses using the Cochrane

Collaboration’s RevMan 5.1 software.

Results: Four RCT involving 234 patients with HRS were included.

All included trials had high quality because their Cochrane quality

evaluation were all grade B. Meta-analysis showed that the effective

rate of the patients in terlipressin group was significantly higher than

in control group [OR = 3.51, 95% CI (3.17, 17.59), P \ 0.00001].

Conclusion: Terlipressin treatment could increase glomerular filtra-

tion rate, decrease creatinine levels and improve the kidney function

in the patients with HRS.
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Background and aims: Adrenal insufficiency (AI) is frequent in

cirrhotic patients with severe infection or hemodynamic instability.

However, there is limited data about the prevalence of AI in stable

cirrhotic patients and the impact of etiology of cirrhosis on AI. This

study prospectively evaluated prevalence and characteristic of AI in

stable cirrhotic using the conventional short synacthen, a synthetic

analogue of the naturally-occurring adrenocorticotrophic hormone.

Methods: From July 2011 to Aug 2012, 50 cirrhotic patients without

infections or hemodynamic instability admitted to two university-affil-

iated hospitals were enrolled. AI was defined by a total serum cortisol

level \ 18 lg/dL at 30 or 60 min after injection of 250 lg of synacthen.

Results: Thirty eight patients were men and age was ranged

29–89 years. Etiology of cirrhosis was alcohol/viral hepatitis/both/

others in 36/14/9/6 patients. AI was present in 22 patients (44%). No

significant difference was observed regarding age, gender, mean

arterial pressures, and heart rates between patients with and without

AI. The etiology of cirrhosis and degree of alcohol consumption did

not affect presence of AI or basal and peak serum cortisol levels

either. Total bilirubin and prothrombin time were higher, while

albumin and cholesterol levels were lower in patients with AI than

those without AI. However, in multivariate analysis, there was no

independent predictor of AI. The prevalence of AI increased

according to severity of liver disease (25, 44, and 73% in Child-Pugh

class A, B, and C respectively; p = 0.047). There were negative

correlations between Child-Pugh score and both basal cortisol (c =

-.377, p = 0.007) and peak cortisol levels (c = -.373, p \ 0.005).

Conclusions: In this study, AI was frequent in stable cirrhotic

patients without infections or hemodynamic instability. AI was not

related to the etiology of cirrhosis or alcohol consumption, either. AI

tended to be associated with only severity of liver disease.
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Background and aims: Transient elastography (TE), as a non-

invasive method, has been studied for evaluation of portal hyperten-

sion in patients with chronic liver diseases (CLD) with variable

results. We studied the performance of TE for detection of significant

portal hypertension, esophageal varices, and large esophageal varices

using meta-analysis.

Methods: PubMed, the Cochrane Library, EMBASE and ISI web of

Knowledge were searched. The studies published in English relating to

the diagnostic value of TE for significant portal hypertension, esophageal

varices and large esophageal varices in patients with CLD were collected.

Results: A total of 18 studies which included 3644 patients were ana-

lyzed. Summary sensitivity and specificity were 0.90 (95% confidence

interval (CI), 0.81–0.95) and 0.79 (95% CI, 0.58–0.91) for significant

portal hypertension, and 0.87 (95% CI, 0.80–0.92) and 0.53 (95% CI,

0.36–0.69) for esophageal varices, and 0.86 (95% CI, 0.71–0.94) and

0.59 (95% CI, 0.45–0.72) for large esophageal varices, respectively.

The HSROCs were 0.93 for significant portal hypertension, 0.84 for

esophageal varices, and 0.78 for large esophageal varices, respectively.

TE was very informative with 81% probability of correctly detection

significant portal hypertension following a ‘‘positive’’ measurement

(over the threshold value) and lowering the probability of disease to as

low as 11% when ‘‘negative’’ measurement (below the threshold value)

when pre-test probability was 50%, while, for esophageal varices or

large esophageal varices, the probability of a correct diagnosis fol-

lowing a ‘‘positive’’ measurement did not exceeded 70%.

Conclusion: TE could be used as a good screening tool for significant

portal hypertension, but only moderate diagnostic utility for the

prediction of esophageal varices or large esophageal varices.
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Background: Non-Cirrhotic Portal Hypertension (NCPH) includes

Extra Hepatic Portal Vein Obstruction (EHPVO) and Non-Cirrhotic

Portal Fibrosis (NCPF). The natural history of NCPH is not clear.

Aim: To determine prospectively the changes in the portal venous

system in patients with NCPH.

Method: Patients with a diagnosis of NCPF and EHPVO registered

since 2001 were serially followed at an yearly interval for changes in

liver size, its echotexture, and in the intra and extrahepatic portal

venous system. Baseline demographic details, LFT, and co-morbid

illness including virological profile were noted. Patients with

co-morbid illness and those with known etiology of cirrhosis were

excluded from the study.

Results: There were 34 patients with NCPF (M: F 1: 1.8) and 30

patients with EHPVO (M:F ratio 1.6:1). The mean age was 24.9 yrs

and 41.2 yrs respectively. During follow up, 20 out of 34 and 16 out

of 30 patients with NCPF and EHPVO respectively had no progres-

sion of disease. 14 patients with NCPF progressed to cirrhosis over a

mean period of 5.21 years. Eight patients developed ascites and

required diuretics. 14 patients with EHPVO progressed to NCPF over

the mean period of 8.6 years, 12 patients further progressed to cir-

rhosis over a mean period of 5.1 years. Overall 40% of patients with

EHPVO progressed to cirrhosis over a mean period of 13.7 years.

Conclusion: NCPH is a spectrum wherein EHPVO progresses to

NCPF and further to cirrhosis over a period of 13.7 years at least in a

proportion of patients.
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Early use of TIPS decreases rebleeding and improves the survival
in cirrhotic patients of EVL ulcer bleeding: A Prospective Study
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Introduction: Endoscopic variceal ligation (EVL) is the recom-

mended method to manage esophageal variceal bleeding with lower

variceal ulceration and rebleeding rates compared to sclerotherapy.

However, a proportion of patients develop EVL induced ulcers and

present with massive bleeding. In these cases, endoscopic therapy is

difficult and often unsuccessful and definitive methods, such as TIPS

need to be evaluated.

Aim: To determine the effectiveness of reduction in portal pressure

by polytetrafluoroethylene-covered transjugular stenting (TIPS) for

band-induced esophageal ulcer bleeding.

Method: Following admission within 24 hours, consecutive patients

with cirrhosis and EVL induced bleeding ulcers were prospectively

treated using standard therapy (endoscopy and vasoactive drugs;

Group 1, n = 17) or standard therapy plus TIPS (Group 2, n = 22).

Primary end-point was survival at 6 wks. Secondary end-points were

early and late rebleeding.

Results: Out of 488 cirrhotic patients who underwent EVL from

2010–11, 39 (8%) (median age 42 (range 32-72), 90% males)

developed bleeding EVL ulcer. These patients were enrolled and

offered either of the two treatments. Baseline parameters including

age, presence of ascites, HE, HRS, platelets, INR, HVPG, Child and

MELD score were similar in both the groups. After follow-up of 6

wks, 12 patients (70%) in group 1 and 5 (25%) in group 2 died

(p \ 0.05). The incidence of failure to control bleed/early rebleed was

seen in 11 patients (64%) in group 1 and in 1 (5%) in group 2

(p \ 0.05). Similarly, the incidence of late rebleeding was seen in 5

patients (45.4%) in group 1 while in 1 (5%) in group 2 (p \ 0.05).

The median time to death was 2.5 (0.5–12) days and 13 (2-21) days in

the two groups (p \ 0.05).

Conclusion: Around 8% patients develop life threatening EVL

induced ulcer bleeding. Portal pressure reduction with the TIPS is

significantly superior in the control of bleeding, preventing rebleeding

and reduction in mortality.
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Background/Aim: Cirrhosis is the most common cause of portal

hypertension but portal hypertension can also be present in the

absence of cirrhosis, a condition referred to as Non-Cirrhotic Portal

Hypertension (NCPH). NCPH includes Extra Hepatic Portal Vein

Obstruction (EHPVO) and Non-Cirrhotic Portal Fibrosis (NCPF). The

natural history of NCPH is not clear. Aim of the present was to

determine prospectively the changes in the portal venous system in

patients with NCPH.

Method: Patients with a diagnosis of NCPF and EHPVO registered

since 2004 were serially followed at an yearly interval for changes in

liver size, its echotexture, and in the intra and extrahepatic portal

venous system. Baseline demographic details, LFT, and co-morbid

illness including virological profile were noted. Patients with

co-morbid illness and those with known etiology of cirrhosis were

excluded from the study.

Results: There were 54 patients with NCPF (M: F 1:1.8) and 40

patients with EHPVO (M: F ratio 1.6:1). The mean age was 24.9 yrs

and 41.2 yrs respectively. During follow up, 40 out of 54 and 26 out

of 40 patients with NCPF and EHPVO respectively had no pro-

gression of disease. 24 patients with NCPF progressed to cirrhosis

over a mean period of 5.21 years. Eight patients developed ascites

and required diuretics. 18 patients with EHPVO progressed to NCPF

over the mean period of 8.6 years, 14 patients further progressed to

cirrhosis over a mean period of 5.1 years. Overall 40% of patients

with EHPVO progressed to cirrhosis over a mean period of

13.7 years.

Conclusion: NCPH is a spectrum wherein EHPVO progresses to

NCPF and further to cirrhosis over a period of 13.7 years at least in a

proportion of patients.
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Long-term entecavir therapy reduces the need for liver
transplantation in patients with cirrhosis
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1Gastrointestinal Diseases, 2Obstetrics and Gyneacology,
3Microbiology, 4Infectious Diseases, Inonu University, Malatya,

Turkey

Objective: To assess the outcome of long-term entecavir therapy in

cirrhotic patients registered in the transplantation waiting list.

Methods: Twenty-six patients waiting for liver transplantation due to

compensated (n = 17) or decompensated (n = 9) cirrhosis were

included. Since no cadaver or living donor was available, they were

treated with entecavir (0.5 mg/day) during the waiting period and

assessed in every three months in terms of hematologic, biochemical,

microbiological and ultrasonographic parameters.

Results: Child scores and liver functions improved at each visit

besides gradual decrease in the amount of ascites and reduction in

HBV-DNA levels. At the end of the first year, Child-Turcotte-Pugh

(CTP) scores in all cases were below 7, ascites was regressed and

HBV-DNA was negative except for 2 decompensated cirrhosis

patients. At the end of the first year, there were no cases left in the

transplant list and the cases were called for control visits every

3 months. After 4-year therapy, 2 of the cases who were dropped

out from the transplantation list died in the 18th and 20th months of

therapy due to reasons not related to chronic liver disease. Endos-

copy of the remaining 24 cases revealed loss of varicosis in 11

(45.8%) while regression from 3 to 2 or 1 in 13 (54.2%). Besides,

liver biopsy performed in 8 of 11 patients without varicosis (72.0%)

revealed no cirrhosis with fibrosis scores of \ 3/6 at the end of

4-year therapy.

Conclusion: While liver transplantation is the definitive therapy for

cirrhosis, in circumstances when cadaver and living donor cannot be

provided, antiviral therapy of drugs with good resistance profile and

high efficacy like entecavir seems to offer significant clinical and

histopathological improvement in patients in terms of regression in

fibrosis and decrease in varicosis size; therefore, reducing the trans-

plantation requirement.
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The Natural History of Compensated HCV-Related Cirrhosis;
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National Institute of Gastroenterology, Havana, Cuba

Background & Aims: The natural history of HCV-related compen-

sated cirrhosis has been poorly investigated in Latin-American

countries. Our study evaluated mortality and clinical outcomes in

compensated cirrhotic patients followed for 6 years.

Methods: Four hundred and two patients with compensated HCV-

related cirrhosis were prospectively recruited in a tertiary care aca-

demic center. At the time of admission, patients were stratified as

compensated (absence [stage 1], or presence [stage 2] of esophageal

varices) as defined by D0Amico et al. Subjects were followed to

identify overall mortality or liver transplantation and clinical com-

plication rates.

Results: Among 402 subjects, 294 were categorized as stage 1 and

108 as stage 2. Over a median of 176 weeks, 42 deaths occurred

(10%), of which 30 were considered liver-related (7%) and 12 non-

liver-related (3%); 8 individuals (2%) underwent liver transplantation;

30 patients (7%) developed HCC, 67 individuals in stage 1 (22%)

developed varices and any event of clinical decompensation occurred

in 80 patients (20%). The 6-year cumulative overall mortality or liver

transplantation was 8% and 47%, for stages 1 and 2, respectively

(P \ 0.001). The cumulative 6-year HCC incidence was significantly

higher among patients with varices (26%) than those without varices

(7%), P \ 0.001. Similarly, the cumulative 6-year incidence of any

clinical liver-related complication was higher in patients with stage 2

(54%) as compared to 17% in those with stage 1, respectively

(P \ 0.001).

Conclusions: Our results indicate significant morbidity and mortality

and clinical outcome rates in compensated cirrhotic patients who have

varices (stage 2).
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Objective: The aim of the study is to evaluate long-term outcomes of

endoscopic adhesion injection and to investigate the factors that will

possibly influence its prognosis.

Method: The study was conducted with a retrospective cohort of 157

patients with severe gastric varices at Department of Gastroenterol-

ogy, Shanghai Zhong Shan hospital from August 2009 to March 2011.

At admission, all patients had a complete record of full history

including liver function, endoscopic therapy and routine biological

test. All analysis were performed using the SPSS12.0. Bleeding curve

were computed by the Kaplan-Meier method and compared using the

log-rank test. Logistic regression was used for multivariate analysis of

survival. Receiver operating characteristics curves (ROC) and the

area under ROC (AUC) were used to determine the ability for pre-

dicting bleeding.

Result: Overall 26 patients had bleeding after the endoscopic pro-

cedure. Univariate analysis in the whole series revealed that the right

portal vein and FIB4 were associated with bleeding. Furthermore,in

the multivariate analysis, right portal vein had significant correlations

with bleeding.

Conclusion: Right portal vein is the independent factor that effect the

prognosis of severe gastric varices treated by tissue injection.
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Background/Aim: Significant proportion of cirrhotic patients even

without infection show elevated levels of several acute phase proteins

(APPs). Bacterial infection especially spontaneous bacterial perito-

nitis (SBP) is common in liver cirrhosis. A hypothetic relationship

between APPs and infection in liver cirrhosis needs proof. Aim was to

study inflammatory response in chronic liver diseases.

Methods: 100 subjects were recruited according to pre-defined

selection criteria from National Liver Institute, Menoufia University,

Egypt and were divided into 4 groups: A (25 Controls), B (25 patients

with chronic liver diseases ± liver cirrhosis), C (25 patients with liver

cirrhosis + ascites), D (25 patients with liver cirrhosis, asci-

tes + SBP). Subjects were subjected to thorough history taking,

clinical examination, complete blood count, urine + stool analysis,

liver functions, coagulation profile, renal functions, random blood

glucose, HBs Ag, HCV antibody, erythrocyte sedimentation rate

(ESR), C-reactive protein level (CRP), fibrinogen, ferritin, hapto-

globin, ascetic fluid analyses. Child-Turcotte-Pugh (CTP), APACHE

II (Acute Physiology and Chronic Health Evaluation), MELD (Model

for End-Stage Liver Disease), Glasgow Coma Scale (GCS) were

calculated.

Results: CRP seems to be the best test to discriminate bacterial infection

in cirrhotic patients. However, a new threshold of [ 1.3 mg/dl should

be applied. Ferritin increased in cirrhotic patients with significant rise

in infection. Haptoglobin and fibrinogen levels declined with pro-

gression of cirrhosis. Ascetic fluid in group D showed 13 (52%)

culture negative and 12 (48%) culture positive cases. E. coli was the

most common organism (24%) in culture positive group. MELD,

APACHE II, CTP scores were more severe in ascetic fluid culture

positive group.

Conclusions: Culture positive ascetic fluid is a more severe variant

than culture negative ascetic fluid as higher levels of APPs, and

severe MELD, APACHE II, CTP scores were found. APPs; espe-

cially CRP are effective and reproducible markers of infection

which can be used for diagnosis and follow-up of infection in cir-

rhotic patients.
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Multidetctor CT Esophagography: an alternative screening
method for esophageal varices and bleeding risk
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Background/Aims:Variceal bleeding is a frequent and life-threatening

complication of portal hypertension. To evaluate CT esophagography

as an alternative to endoscopy for screening esophageal varices (EV)

and predicting bleeding risk.

Patients and methods: A total of 137 cirrhotic patients underwent

CT esophagography followed by endoscopy and EV were graded

independently. The screening ability of CT for EV was evaluated

by comparing the grades of EV at CT and at endoscopy. Prediction

of bleeding risk by CT was determined by correlating the CT

variceal grades, diameters and palisade vein dilatation with the

endoscopic red color (RC) sign. Extraesophageal findings were

assessed by CT. Patient0s acceptance for both examinations was

compared

Results: At endoscopy, 47 (34%) patients had grade 0 EV, 52 (38%)

patients had grade 1 EV, 29 (21%) patients had grade 2 EV and 9

(7%) patients had grade 3 EV. The sensitivity, specificity, positive

and negative predictive values and accuracy of CT esophagography

for defining EV in all grades were 99%, 98%, 99%, 98% and 99%,

respectively. The CT variceal grades, diameters and palisade vein

dilatation were correlated with the severity of RC sign. Important

extraesophageal findings were determined by CT only. The accep-

tance of patients for CT esophagography was significantly more than

that for endoscopy (P \ 0.001).

Conclusion: CT esophagography is a reliable alternative method that

can be used for routine screening for esophageal varices and pre-

diction of variceal bleeding.
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Background and aims: Data from our unit show that subclinical

Hepatopulmonary syndrome (HPS) and clinical HPS was occurs in 10

(20%) and 17 (34%) of the patients, respectively. Patients with HPS

have [ 2fold increased mortality. Contributing causes are unknown.

There is scarce data of concerning hepatorenal syndrome (HRS) in

patients with HPS.

Methods: 256 patients with liver cirrhosis were screened for presence

of HPS and HRS. HPS was defined according to consensus guidelines

(1) hepatic cirrhosis, (2) AaDO2 [ 15 mmHg, (3) intrapulmonary

vascular dilatation in contrast enhanced echocardiography. HRS was

defined according to established criteria.

Results: Etiology of cirrhosis was HCV in 79 %, HBV in 12%, HCV-

HBV co-infection in 5% and other causes in 4%. 82 (32%) patients’

fulfilled criteria of HPS. Patients with HPS had significantly impaired

gas exchange (PaO2 76.3 + 21.5 mmHg versus 88.6 + 15.4 mmHg,

p = 0.01, AaDO2 40.5 + 19.9 mmHg versus 27 + 9.4 mmHg,

p = 0.05). Etiology did not differ between HPS positive and negative

patients. Serum creatinine did not differ significantly in patients with

and without HPS. 58 patients (22.6%) of the total cohort had crea-

tintine levels [1.5 mg/dL. Underlying causes of renal impairment

were HRS in 21 (36.2%), hypovloemia and shock in 24 (41.3%),

diabetic nephropathy in 9 (15.5%), and glomerulanephritis in 4

(6.8%) in patients. Among all cause of renal impairment; HRS was

solely significantly higher in HPS positive patients (14 (66.6%) versus

7 (33.3%), p \ 0.001). By multiple logistic regression analysis,

presence of HRS was independently correlated with spontaneous

bacterial peritonitis (OR: 1.98, 95% CI: 0.996–2.20; P = 0.01) and

presence of HPS (OR: 3.864, 95% CI: 1.859–8.034; P = 0.0001).

Conclusion: HPS is a new independent risk factor for presence of

HRS. Patients with HRS should be considered for screening for the

presence of HPS for early recognition and management.
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and ethanolamine oleate in treatment of bleeding gastric varices
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Introduction: The optimal treatment of bleeding gastric varices

different types is not fully determined and whether to use ethanol-

amine oleate or N-butyl-2-cyanoacrylate is not yet clear.

Aim of the work: To compare between N-butyl-2-cyanoacrylate

(NBC) and ethanolamine oleate (EAO) injection in patients with

bleeding gastric varices.

Patients and Methods: This study included 157 patients with

bleeding gastric varices underwent sclerotherapy in Assuit University

Hospital Endoscopy Unite. 52 patients with bleeding isolated gastric

varices (IGV) underwent sclerotherapy with NBC. 105 patients with

bleeding gastro-oesophageal varices (GOV) (63 patients with GOV

type 1 and 42 patients with GOV type 2) were randomized into 2

groups. The first included 36 patients injected with NBC. The second

included 69 patients injected with EAO.

Results: Primary haemostasis was significantly higher in all patients

treated with NBC than those treated with EAO (96.6% vs. 82.6%;

p \ 0.005). Re-bleeding within one week after initial sclerotherapy was

significantly lower in all patients treated with NBC than those treated

with EAO (5.9% vs. 19.3%; p \ 0.05). In patients with GOV type 1, there

was no significant difference between NBC and EAO regarding primary

haemostasis (100% vs. 91.5%; p [ 0.05) and rebleeding (no cases vs.

9.3% p [ 0.05). In patients with GOV type 2, there was high statistically

significant difference between NBC and EAO regarding primary hae-

mostasis (100% vs. 63.3%; p \ 0.005) and rebleeding (no cases vs. 50%;

p \ 0.005). No significant difference was present between NBC and

EAO regarding intervention related complications. Secondary haemo-

stasis was achieved with NBC sclerotherapy in all cases presented with

failure of primary haemostasis or rebleeding. No mortality cases reported

during the first week of follow up in both groups.

Conclusion: NBC is safe and more effective than EAO in controlling

GV bleeding. EAO can be used in treating bleeding GOV type1.
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Valsartan versus propranolol in portal hypertensive gastropathy
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Background: Angiotensin II (A-II) is considered a potential mediator

of intrahepatic portal hypertension because its plasma level is ele-

vated in cirrhotic patients. Valsartan-Angiotensin II blocker- is being

tested for use as a portal pressure reducing drug.

Aim: To compare the effect of both valsartan and propranolol in

portal hypertensive gastropathy (PHG) after one month treatment in

cirrhotic portal hypertensive patients.

Patients and Methods: Thirty-five males and 16 females with liver

cirrhosis and portal hypertension were included. Twenty-six received

valsartan 80 mg orally and 25 received propranolol 40 mg daily orally.

Renin and aldosterone levels at baseline and after one month of therapy

were recorded. Systemic and hepatic hemodynamics were assessed at

baseline and after one month. Upper endoscopy for detecting the degree

of PHG was done before and after one month of therapy.

Results: A significant reduction in aldosterone and increase in the

plasma renin activity were recorded in valsartan group. Heart rate

showed significant reduction in propranolol group. While, significant

reduction in mean arterial pressure in valsartan group was noticed. A

significant reduction in the portal vein diameter, portal vein velocity

and portal vein flow volume was observed in both groups. A statis-

tically significant decrease of the congestion index of the portal vein

was recorded in both groups. PHG was detected in 38 patients, 20

patients in valsartan group; 13 mild and 7 with severe form and in 18

in propranolol group; 12 mild and 6 with severe form. In both patients

groups no changes occurred either in the mild or in the severe form

with no disappearance of either of them.

Conclusion: Valsartan and propranolol had no effect in PHG after

one month inspite the reduction in the parameters of portal hyper-

tension by Doppler US. Further studies are needed for evaluation of

both drugs in PHG.
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Introduction: Gastric variceal bleeding is a serious cause of mor-

bidity and mortality among portal hypertension (PH) patients. The

exact frequency of gastric varices (GV) and risk factors for bleeding

among Upper Egypt patients are not fully estimated. Aim of the work:

to estimate the frequency and the possible risk factors for bleeding

from gastric varices in Upper Egypt patients.

Patients and methods: We analyzed case records of 1520 patients

with portal hypertension (PH), who admitted to Gastroenterology

Department at Assuit University Hospital and underwent upper

endoscopy during the last two years.

Results: GV were seen in 28.5% of patients with PH (433/1520) and

were the source of bleeding in 17.6% of patients. The frequencies of

gastroesophageal varices type 1 (GOV1), gastroesophageal varices

type 2 (GOV2) and isolated gastric varices type 1 (IGV1) were

17.9%, 6.5% and 4.1% of patients; respectively. GOV1, GOV2 and

IGV1 were the source of bleeding in 9%, 4.6% and 4% of patients;

respectively. In univariate analysis, red color signs (RCS), large

gastric varices (F3) and severe liver dysfunction (Child-Pugh class B

and C) were significant risk factors for IGV1 bleeding (P-value:

0.0001, 0.001, 0.01; respectively). By multivariate logistic regression;

RCS and severe liver dysfunction (Child-Pugh class B and C) were

independent risk factors for bleeding from GV (Odd0s ratio 99 and 17;

respectively and P-value 0.0001 and 0.002; respectively).

Conclusion: Bleeding from GV is more frequent with the presence of

RCS, large GV and severe liver dysfunction. The presence of RCS and

severe liver dysfunction are independent risk factors for bleeding from GV.
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Introduction: Splanchnic arterial vasodilatation has been related to

hyperdynamic circulation and impaired natriuresis in advanced cir-

rhosis and is suggested to be responsible for sodium retention. Alpha

adrenergic agonist may reverse this condition. This study evaluated the

effects of treatment with the alpha 1 adrenergic agonist midodrine on

systemic hemodynamics in cirrhotic patients with and without ascites.

Patients and methods: One hundred fifty-four patients with cirrhosis

were studied and classified into three groups: patients without ascites,

patients with diuretic responsive ascites, and patients with refractory

ascites. Patients within each class were randomly selected to receive

either oral midodrine or placebo. Midodrine was given at a dose of

10 mg three times a day for 1 week and then reduced to 2.5 mg three

times a day for 3 months. Mean arterial pressure (MAP), cardiac

output, plasma renin activity, and renal resistive index (RRI) were

assessed for all patients at baseline, 7 days, and 3 months after

midodrine administration and 1 month after its stoppage.

Results: Midodrine administration induced a significant increase in

MAP and a decrease in RRI in patients with and without ascites, but

not in patients with refractory ascites. Midodrine significantly

decreased plasma renin activity and cardiac output in patients with

ascites, but not in patients without ascites or with refractory ascites.

These effects were sustained 1 month after stoppage of midodrine in

patients with ascites, but not in nonascitic patients. Placebo had no

effect on any group.

Conclusion: Midodrine use is well tolerated and induces improve-

ment of systemic hemodynamics and decreases plasma renin activity

and RRI in cirrhotic ascitic patients. These effects are limited to MAP

and to RRI in nonascitic patients, whereas it had no impact in patients

with refractory ascites. The clinical implications of this merit further

prospective studies.
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Introduction: The prognosis of cirrhosis has improved following the

development of a number of effective interventions. The health-

related quality of life is therefore becoming increasingly important.

Objectives: To evaluate prognostic factors and predictors of health-

related quality of life in cirrhosis.

Methods: Prospective cohort study including patients with cirrhosis

followed at two Danish outpatient clinics. Patients with overt

hepatic encephalopathy at baseline were excluded. Patients were

followed at least every six months. The health-related quality of

life was evaluated using the six-point Chronic Liver Disease

Questionnaire (CLDQ). Predictors of mortality and low CLDQ

scores (\4 points) were analyzed using multivariable logistic

regression.

Results: In total, 92 patients were included (mean age 61 years, 59%

male). Nineteen patients died (mean duration of follow up

20 months). The mean Child-Pugh score was 6.8. Sixty percent had

covert hepatic encephalopathy and 20% had a poor health-related

quality of life judged by the CLDQ score. In multivariable logistic

regression the Child-Pugh score was the only predictor of mortality

(regression coefficient (ß) 0.36; P = 0.018). The only predictors of

low CLDQ scores were the Child-Pugh score (ß 0.45; P = 0.013) and

body mass index (ß –0.20; P = 0.023). None of the remaining patient

characteristics predicted mortality or CLDQ scores.

Conclusions: The body mass index was not an independent predictor

of mortality, but was associated with a low health-related quality of

life. This suggests that malnutrition may be an important target in the

management of patients with cirrhosis.
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Aim: To investigate link between liver cirrhosis (LC) clinical course

and disease etiology.

Methods: 458 cirrhotic pts. were investigated, Child A—48%, Child

B—36%, Child C—16%. Diagnosis of LC was based on disease

history, clinical signs, laboratory, endoscopy and sonography fea-

tures, liver histology (54 Child A pts.).

Results: Of 458 cirrhotic pts. 255 (55, 5%) were male, 203 (45,

5%)—female, mean age was 37, 9 ± 12, 1 yr. The disease etiology

was the following: alcoholic- 41%, viral (HCV, HBV, HDV)—28%,

PBC—10%, autoimmune—7%, others—5%. The rates of LC com-

plications: ascites—34%, hepatic encephalopathy (HE)—20%,

gastrointestinal (GI) bleeding—8%, infections—7%, hepatorenal

syndrome (HRS)—4%, HCC—2%, no complications—25%. No

significant link between listed above complications and LC etiology

except HCC. We observed a significantly higher frequency of HCC in

viral LC pts. (p = 0.03) compared with others. The study period

death rate was 7, 86%. Death causes: hepatic failure—43%, HCC—

34%, GI bleeding—23%. HCC was the main cause of death for viral

LC pts. (56, 2%). 37 viral LC pts. underwent standard antiviral

treatment. No one achieved SVR. Nevertheless rates of HCC, time

since LC diagnosis making to HCC occurrence, disease severity were

significantly lower in treated pts. (n = 37) in comparison with

untreated (n = 117) pts. (p = 0.003; 0.003 and 0.005 respectively).

Conclusion: Significant link was found between rates of HCC and

viral etiology of LC only; HCC was the main cause of death for viral

LC pts. Antiviral treatment of viral LC patients significantly

decreased rates of HCC, time since LC diagnosis making to HCC

occurrence and disease severity even though no one achieved SVR.
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Backgrounds: Although rupture rarely occurs in rectal varices, it

may provoke a massive and fetal hemorrhage in patients with liver

cirrhosis. Thus, we examined the clinical characteristics and outcome

of patients showing bleeding from rectal varices to establish the

therapeutic strategy for the lesions.

Methods: 11 cirrhotic patients showing bleeding from rectal varices

were enrolled. Either of surgical suture, endoscopic variceal ligation

(EVL) or balloon tamponade was done to achieve initial hemostasis.

Then, feeding and drainage vessels of varices were evaluated by

endoscopic and CT examinations, and additional procedures were

performed as follows: EVL was done when the sizes of varices and

feeding vessels were small. In contrast, in patients with varices of

large sizes, endoscopic injection sclerotherapy (EIS) using ethanol-

amine oleate or Balloon-occluded retrograde transvenous obliteration

(B-RTO) was performed. B-RTO procedure was selected when single

or two drainage vessels were identified on 3D-CT, while EIS was

done for varices with 3 or more drainage vessels.

Results: The Child-Pugh class was grade A in 4, B in 6, and C in 1

patient(s). 10 patients had a history of previous therapy of esophageal

varices. Initial hemostasis was achieved by surgical suture in 2, EVL

in 3 and balloon tamponade in 2 patients. EVL, EIS and B-RTO were

done in 6, 3 and 1 patient(s), respectively as additional therapies.

Recurrence of rectal varices was found in one patient who had

received EVL as an additional therapy, but re-bleeding did not occur

in any patients over a medium observation periods for 7 months

(ranging from 0 to 15 months).

Conclusion: Bleeding from rectal varices was controlled satisfactory

with the therapeutic strategy consisting of EVL, EIS and B-RTO as

additional therapies, which were selected according to the size and

hemodynamics of varices.
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Psychiatric profiles in patients with liver cirrhosis
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Background and aim: Psychiatric disorders are common comor-

bidities in patients with liver cirrhosis that may impair patients0

quality of life. The purpose of this study was to evaluate the common

psychiatric disorders in cirrhotic patients in our locality.

Patients and methods: Psychiatric disorders were prospectively

assessed by administration of Symptom Checklist-90 revised (SCL-

90-R), Hamilton anxiety rating scale, and Hamilton Checklist of

Symptoms of depressive illness to 200 patients with liver cirrhosis

and 200 control volunteers of matched age. In addition, clinical data,

abdominal ultrasonography and laboratory data (liver function tests

for patients) were collected.

Results: Compared with controls, cirrhotic patients were significantly

more likely to have depression (43.5% versus 14%, P \ 0.001),

anxiety (16.5% versus 5.5% P \ 0.001) and increased mean scores of

SCL-90-R subscales (e.g. somatization, depression and hostility).

Increasing severity of liver cirrhosis (based on the Child-Pugh score)

was associated with increased frequency of Psychiatric disorders.

Conclusion: Compared with the control group, patients with liver

cirrhosis showed significantly higher frequency of comorbid psychi-

atric disorders which was increased by worsening disease severity.
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Liver cirrhosis: clinico-epidemiology, etiology and complication
for patients treated at Hospital Tengku Ampuan
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Introduction and Objective: Liver cirrhosis is defined histologically

as a diffuse hepatic process characterized by fibrosis and the con-

version of normal liver architecture into structurally abnormal

nodules. The aim of this study was to evaluate details of patients with

liver cirrhosis in HTAR.

Methodology: Retrospective analysis was performed on both inpa-

tient and outpatient with diagnosis of liver cirrhosis from June 2011 to

March 2012. A comprehensive data collection form and database with

patient details was used to in this study.

Results: A total of 129 patients with liver cirrhosis were treated

during this period. 4 patients were excluded due to insufficient data

for analysis. There were 94 (75.2%) males and 31 (24.8%) females
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in this study. 55 (44.0%) patients were Indians, followed by 46

(36.8%) were Malays, 22 (17.6%) Chinese and 2 (1.6%) others. 60

patients (48.0%) was diagnosed to have liver cirrhosis due to

alcohol overuse. 31 patients (24.8%)) has viral hepatitis, of which

15 patients (12.0%) has hepatitis B, 10 patients (8.0%) has hepa-

titis C and 6 patients (4.8%) has co-infection of hepatitis B and C.

Other etiology include autoimmune hepatitis, (4.0%) and drug

induced hepatitis (0.8%). 28 patients have non-specific etiology.

Most of the patients have developed decompensated liver cirrhosis.

Ascites being the commonest complication were noted in 72

patients (57.6%), follow by esophageal varices (45.6%), spontane-

ous bacteria peritonitis in 26 (20.8%) and hepatic encephalopathy

(11.2%). UGIB is not uncommon, with 8.0% developed non-vari-

ceal UGIB and 5.6% variceal UGIB. Out of the 125 patients, 5

patients had developed hepatoma.

Discussion and Conclusion: Clinico-epidemiology data has show

alcohol as the commonest etiology of liver cirrhosis in HTAR. This

could be due to local cultural and social-economy variety in this

region. Most of the liver cirrhosis patients presented late to our care

with almost half of them in Child’s C cirrhosis.
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TNF-alpha level is the role in the pathogenesis of hepatic
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Introduction: Tumor necrosis factor-a (TNF) may be a role in the

pathogenesis of hepatic encephalopathy (HE). The aim of the study

was to investigate any association between alterations in plasma

levels of TNF and the severity of HE in patients with cirrhosis.

Methods: TNF and high sensitive CRP (hs-CRP) levels were deter-

mined in 63 patients with cirrhosis and 20 healthy controls. hs-CRP

and TNF levels were measured using with ‘‘BCIS’’ and ELISA

(Quantikine), respectively. HE was assessed using West Haven cri-

teria and critical flicker frequency measurement.

Results: Serum TNF levels of 19 patients (15 cirrhotic, 4 healthy

controls) were calculated by ELISA. Others were not measured

because the levels were lower than cut-off level (2.5 pg/ml). While

the median level in patients with cirrhosis was 9.2 pg/ml, healthy

controls were 10.9 pg/ml (p: 0.68). The median levels of hs-CRP was

significantly higher in patients with cirrhosis than healthy controls

(1.03 mg/dl vs 0.18 mg/dl, respectively (p: 0.014). HE was diagnosed

9 patients (minimal: 1, grade I: 4, grade II: 4). The levels of TNF

in patients with HE was tended to be higher than in patients without

however the difference was not reached statistical significant

(6.2 pg/ml vs 10 pg/ml, respectively (p: 0.09). TNF levels in patients

with high MELD score ([ 15) were higher compare to the patients

with low MELD score but the difference was not significant (p: 0.09).

There was slightly correlation between serum TNF levels and the

grade of HE but the correlation was not statistical significant (r: 0.366,

p: 0.18).

Conclusion: The result of this study showed that serum TNF levels

were correlated with the grade of HE and high MELD score however

the correlation did not reach meaningful conclusion. Inclusion of a

larger number of patients may have helped to establish a significant

difference in patients with or without HE as well.
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Objectives: Neutrophil-to-lymphocyte ratio (NLR) is a novel

inflammation index which has been shown independently predicts

poor clinical outcomes. We aimed to evaluate the role of NLR in

prediction of long-term mortality in patients with stable liver

cirrhosis.

Methods: This is a retrospective observational cohort study in which

145 stable cirrhotic patients without infection, hepatocellular carci-

noma and ongoing steroid therapy were enrolled between January-

2009 and December-2011. The primary end point was survival during

follow-up. NLR along with Child-Turcotte-Pugh (CTP), Model for

End Stage Liver Disease (MELD) scores and Charlson comorbidity

index were assessed for prediction of mortality.

Results: There were 86 males and 59 females, and mean age was

58.9 ± 13.4 years. The etiologies of liver cirrhosis included viral

hepatitis (n = 73), cryptogenic (50), alcoholic (12) and other (10).

The mean follow-up duration was 27.8 ± 6.8 months During which

forty patients died. The mean NLRs were 2.08 ± 0.99 and

4.39 ± 3.0 in surviving and nonsurviving patients, respectively

(p \ 0.001). Kaplan-Meier survival analysis was performed

according to median of NLR above and below 2.72. Patients with

NLR C 2.72 had a significantly lower survival (log-rank,

p \ 0.001). NLR was found as an independent predictor of mortality

in all Cox Regression models (odds ratio 1.2; 95, 0% CI 1.2–1.3;

p \ 0.001). ROC analysis showed that cutoff value of 4.22, 3.07 and

2.96 for NLR predicted 12, 24 and 36 months mortality, respec-

tively (AUC: 0.806, p = 0.0029; 0.841, p \ 0.0001 and 0.783,

p \ 0.0001, respectively).

Conclusion: NLR is a predictor of mortality independent of CTP and

MELD scores in patients with liver cirrhosis. NLR could predict

mortality in the subgroup of patients with low MELD scores as well.
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Background/aims: Hemorrhaging of esophageal varices is a fatal

complication of liver cirrhosis. Endoscopic screening and preventive

therapy are available to patients with varices. As liver disease wors-

ens, the liver-to-spleen volume (L/S) ratio decreases. This ratio is

easily calculated using a three-dimensional (3D) volume analyzer and

computed tomography (CT) images. We studied the relation between

the L/S ratio and its usefulness for predicting the suitability of

endoscopic therapy for esophageal varices.

Methods: We classified 151 patients with esophageal varices who

underwent both endoscopy and CT into two groups: one for whom the

L/S ratio could be used to indicate that endoscopic therapy was

suitable (adaptation) and another for whom it was not (nonadapta-

tion). Suitability was based on endoscopic findings regarding the form

of the varices and red color changes using rules defined by The Japan

Research Society for Portal Hypertension. L/S ratio was calculated

using a 3D volume analyzer (Synapse Vincent). The primary outcome

measure was the L/S ratio. Secondary outcomes were the Hepatitis C

Antiviral Long-term Treatment Against Cirrhosis (HALT-C) score

and death.

Results: The L/S ratio was lower (mean 3.12 vs. 4.79; p \ 0.01), and

the HALT-C score (mean 89.4% vs. 80.0%; p \ 0.05) and mortality

rate (mean 42.6% vs. 26.0%; p \ 0.05) were higher in the adaptation

group than in the nonadaptation group. There were no differences

between the groups regarding age, sex, anti-hepatitis C virus posi-

tivity, alcohol abuse, platelet count, ammonia level, or Child-Pugh

score.

Conclusions: Calculating the L/S ratio in patients with chronic liver

disease using a 3D volume analyzer is noninvasive, reproducible, and

easy. Our results show that the L/S ratio indicates the stage of varices

and is useful for predicting the suitability of preventive therapy for

esophageal varices at risk of rupture.
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The role of procalcitonin levels in predicting ascitic fluid infection
in hospitalized cirrhotic and non-cirrhotic patients
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Objective: To determine the role of procalcitonin levels in predicting

ascites infection in hospitalized cirrhotic and non-cirrhotic patients.

Methods: A total of 101 patients (mean (SD) age: 63.4 (13.0), 66.3%

were males) hospitalized due to cirrhosis related (n = 88) or malig-

nancy related (n = 13) ascites were included in this study.

Spontaneous bacterial peritonitis (SBP, 19.8%), neutrocytic ascites

(38.6%), bacteriascites (4.9%), sterile ascites (23.8%) and malign

ascites (12.9%) groups were compared in terms of procalcitonin

levels in predicting ascites infection.

Results: Culture positivity was determined in 26.7% of overall

population. Mean (SEM) serum procalcitonin levels were determined

to be significantly higher in patients with positive bacterial culture in

ascitic fluid compared to patients without culture positivity (7.2 (1.7)

vs. 1.1 (0.3), p \ 0.001). Procalcitonin levels in SBP (8.4 (2.0),

p \ 0.001), neutrocytic ascites (1.5 (0.5), p \ 0.001) and bacteria-

scites (2.5 (1.1), p = 0.019) were significantly higher than in sterile

ascites (0.4 (0.2)). A serum procalcitonin level of \ 0.61 ng/mL in

SBP, \ 0.225 ng/mL in neutrocytic ascites and \ 1.12 ng/mL in

bacteriascites were determined to accurately rule out the diagnosis of

bacteremia.

Conclusion: According to our findings determination of serum pro-

calcitonin levels seems to provide satisfactory diagnostic accuracy in

differentiating bacterial infections in hospitalized patients with all-

cause liver cirrhosis while not in non-cirrhotic malignancy related

ascites.
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A cohort study of endoscopic therapy for esophagogastric varices
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Background/Aims: Bleeding from esophagogastric varices in

patients with hepatic carcinoma is a major complication which, if

untreated, may be a terminal event. This study evaluated the efficacy

of endoscopic therapy in patients with hepatic carcinoma.

Methods: We conducted a retrospective study of the patients who

underwent endoscopic therapy for esophagogastric varices compli-

cated by hepatic carcinoma.

Results: We included 103 patients between Jan, 2005 and Jun, 2012.

Patients were classified by Child-Pugh score as Child A in 24 cases,

Child B in 67 and Child C in 12. Failure to control active bleeding

Table 1 Analysis by Cox’s univariate hazard model

Hazard ratio

(95% hazard ratio

confidence limits)

P Value

Early Re-bleeding 3.256 (1.512–7.014) 0.003

concomitant GV 1.840 (0.951–3.561) 0.070

Portal Thrombosis 2.231 (1.068–4.663) 0.033

Massive Ascites 3.167 (1.260–7.965) 0.014

AFP C 20 3.221 (1.392–7.457) 0.006

Times of endoscopic

treatment

0.516 (0.242–1.100) 0.087

Fig. 1 Kaplan–Meier survival curves that compared the survival of

patients whose AFP C 20 with those \20
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occurred in 3/45 patients. Primary hemostasis was achieved in 93.3%.

Relapse occurred in 8 patients (7.8%) within the 30 days after initial

treatment. 34 patients were presented with rebleeding (global reb-

leeding rate: 33%) during follow-up. In Kaplan-Meier survival

analysis, the cumulative survival of patients who had early relapse of

bleeding within 30 days, concomitant gastric varices, portal throm-

bosis, massive ascites, AFP C 20 (see Figure 1) and multiple

endoscopic treatments was significantly shorter than those did not.

Table 1 summarized the results of Cox’s univariate analysis. Multi-

variate analysis indicated that AFP C 20 (HR 2.517, 95% CI

1.057–5.997, P = 0.037) and early rebleeding within 30 days (HR

3.275, 95% CI 1.051–10.211, P = 0.041) were independent predic-

tive factor for poorer survival.

Conclusions: Endoscopic therapy was effective for variceal bleeding

in patients with hepatic carcinoma. AFP C 20 and early relapse of

bleeding within 30 days predicted shorter survival time.
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porto-systemic encephalopathy (pse) at tertiary care settings
in Hyderabad
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Background: Porto-systemic encephalopathy (PSE) is a common

medical emergency at our settings due to increased prevalence of

chronic liver disease.

Objective: To determine frequency of common precipitating factors

in patients having porto-systemic encephalopathy (PSE) at tertiary

care settings in Hyderabad.

Study design: Descriptive case series study.

Setting: Department of Medicine Isra University Hospital Hyderabad.

Period: 1st April 2011 to 31st December 2011.

Methods: A total 100 patients manifesting clinical features of PSE

were included in this study by non-probability convenience sampling.

The data was evaluated in statistical program SPSS version 16.

Results: As 100 patients with PSE were enrolled in the current

study, out of these 96 patients have precipitating factors involved

while only 4 patients have no such factors. Out of these 96 patients,

36 patients have only single risk factor found while in 64 cases

multiple factors were implicated. Constipation, infections (except

SPB) and renal impairment were noted in 36%, 24% and 22%

respectively.

Conclusion: Constipation, infections (except SPB) and renal

impairment were the most common precipitating factors of porto-

systemic encephalopathy in our study. Hence priority should be given

to them in terms of hospital funds, medicines and human efforts.

Keywords Porto-systemic encephalopathy, Cirrhosis, Chronic liver

disease, Precipitating factors
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Background and aims: Assessment of hepatic venous pressure gradi-

ent (HVPG) and portal venous pressure (PVP) is significant in diagnosing

portal hypertension (PHT) and determining the treatment for cirrhotic

patients. Invasive HVPG and PVP measurements can not be performed

routinely and repeatedly. Therefore, this study intends to develop, for the

first time, a novel noninvasive HVPG (HVPGni) and PVP (PVPni).

Methods: HVPGni and PVPni were calculated through three

dimensional (3D) modeling from CT angiography. The hepatic portal

venous models were meshed with Flotran elements in software AN-

SYS 11.0. Finite element and computational fluid dynamics were

applied to analyze the pressure distribution. Clinical data of a

decompensated cirrhotic patient were measured to test the accuracy of

the novel assessment. The reference standards included CT angiog-

raphy, Doppler ultrasound and invasive PVP obtained from surgery.

Results: The diameter of portal venous was 1.6 cm and the average

velocity was 12.5 cm/s. Invasive PVP measured during surgery was

4.07 kPa. All of these indexes suggested the patient with PHT.

According to the novel assessment, HVPGni and PVPni were

0.064 kPa (Figure 1) and 3.88 kPa(Figure 2), which were generally

consistent with the reference standards and clinical diagnosis.

Conclusions: HVPGni and PVPni were noninvasively quantified.

Although the accuracy of the noninvasive technique is limited with

the small sample size, the novel assessment from 3D hepatic portal

venous models has made up deficiencies in the field and provides a

potential access to the diagnosis of PHT.

Fig. 1 Assessment of hepatic venous pressure gradient in a cirrhotic

patient. Hepatic venous pressure gradient was noninvasively quanti-

fied with the value of 0.064 kPa
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Maximally-tolerable versus low dose of propranolol
in the prevention of esophageal variceal rebleeding
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Background/Aims: Beta-blockers have been extensively used to

prevent esophageal variceal rebleeding in patients with liver cirrhosis.

But the importance of dose of beta blockers often seems not to draw

attention despite the guidelines’ recommendation. The aim of this

study was to ascertain the importance of dose of beta-blockers for

preventing esophageal variceal rebleeding.

Methods: A total of 52 patients with esophageal variceal bleeding were

enrolled. Emergent variceal ligation was performed as an initial treat-

ment. After achieving the hemodynamic stability, patients have taken

propranolol orally. 41 patients have taken propranolol with maximally-

tolerable dose (MTD, dose adjusted to decrease resting heart rate by

25% or to 55 beats/min; 153.2 ± 66.3 mg/day) and 11 patients have

taken one with low dose (LD, 40 mg/day). The end point was the

occurrence of esophageal variceal rebleeding.

Results: MTD group and LD group were well-matched for age, sex,

etiology for cirrhosis, Child-Pugh classification, MELD score and follow-

up period except for compliance state. Mean age of total patients was

54.3 years and the ratio of male was 86.5%. Most (90.4%) etiology for

cirrhosis was alcohol or chronic hepatitis B. The most Child-Pugh classi-

fication was B(53.8%) followed by A(28.8%) and C(17.3%). Mean MELD

score was 9.7. Mean follow-up period was 395.7 days. The patients whose

compliance state had been good were more in MTD group than LD group

(85.4% vs. 54.5%, p = 0.041). Rebleeding rate of esophageal varices was

lower in MTD group than LD group (34.1% vs. 72.7%, p = 0.037). Side

effects (31.7% vs. 0.0%, p = 0.047) and dose-reductions (41.5% vs. 0.0%,

p = 0.010) were more frequent in MTD group than LD group.

Conclusions: The effect of propranolol in the prevention for esoph-

ageal variceal rebleeding in MTD group was superior to LD group.

This study shows the proper dose of beta-blockers according to the

guidelines’ recommendation is important in the prevention of

esophageal variceal rebleeding.
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Background/Aim: Repeated endoscopy is required to detect & fol-

low up of esophageal varices (OV) in cirrhotic patients. For

discomfort and unwillingness to do the endoscopy directed us to

evaluate liver stiffness measurement (LSM) for the prediction of OV.

Methods: A cross sectional observational study was conducted

between July 2010 to July 2011. A total of 50 patients with cirrhosis

were divided into three groups. Group-I patients had no varix (n = 4),

group-II had Grade-I OV (n = 23) and group-III had Grade-II/III OV

(n = 23) at endoscopy. Liver stiffness was measured by fibroscan &

data was analyzed by SPSS.

Results: Mean age were 35.20 ± 11.36 years with highest frequency

19 (38%) in 21-30 years age group. Etiologies were different with

leading causes includes HBV (76%) followed by HCV (6%), alcohol

(2%) and 14% were unknown. Liver stiffness did not significantly

differ from group-I & group-II, but was significantly higher in group

III than group-II & group I. Liver stiffness was not accurate in the

prediction of grade-I oesophageal varices [Area under the curve

(AUC)] = 23.6%. Liver stiffness at a cut off value 32.52 kPa with

sensitivity, specificity, positive predictive value, negative predictive

value, accuracy respectively 82.6%, 77.8%, 76%, 84%, 80% can

predict the Grade-II-III oesophageal varices (AUROC = 85.2%).

Conclusion: Liver stiffness may be suitable for prediction of Grade-

II-III oesophageal varices, not for the screening of the presence of

oesophageal varices.
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Restless Leg Syndrome, (RLS) is associated with Hepatic
Encephalopathy (HE) in decompensated cirrhosis. A clinical
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Objective: RLS affects 10% of the general population, affecting the

quality of life (QOL). Exact etiology is unknown. However iron

deficiency, small intestinal bacterial overgrowth (SIBO) and inflam-

matory bowel have clear association. Decompensated cirrhosis with

portal hypertension has multi-organ involvement causing minimal and

overt encephalopathy with sleep: dysnomia, parasomnia, and stupor.

This clinical study evaluates RLS in decompensated cirrhotics.

Fig. 2 Assessment of portal venous pressure in a cirrhotic patient.

Invasive portal venous pressure measured during surgery was 4.07

kPa. It was noninvasively quantified as 3.88 kPa
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Methods: One hundred eight (n = 108) patients were recruited.

Group A (n = 36) decompensated cirrhotic (mean MELD 20, OHE

20/36 (55%), MHE 16/36 (44%), esophageal varices grade II 24/36

(67%). Group B (n = 36) chronic liver disease without cirrhosis

(mean MELD 4). Group C (n = 36) healthy controls. Initially all

received Xifaxan 550 mg twice daily to eradicate co-existing SIBO.

All underwent breath test for SIBO. Baseline labs: renal function,

ferritin, iron studies, hemoglobin/hematocrit, ammonia, celiac serol-

ogy, stool lactoferrin, urine for toxicology screening. Groups A and B

underwent neuro-psychometric and flicker testing for MHE and OHE

and sleep testing for RLS (with RLS questionnaire).

Exclusion: Chronic iron deficiency, Celiac, IBD, major depression,

IBS, benzodiazepines, narcotics, alcohol, anti-psychotics and illicit

drugs.

Results: Group A 24/36 (67%) had RLS: [OHE 16/20 (80%), MHE

8/16 (50%), esophageal varices 8/10 (80%), alcoholic cirrhotic 10/14

(71%), CHC 3/6 (50%), NASH 3/6 (50%) and SIBO 14/36 (39%)].

Group B 1/36 (3%) RLS and SIBO 7/36 (19%). Group C 2/36 (6%)

RLS and SIBO 3/36 (8%). All confirmed by sleep study and RLS

questionnaire. Serum ammonia has no impact on RLS.

Conclusion: This clinical trial postulates decompensated cirrhotics

have high evidence of RLS with portal hypertension. Larger trials will

validate.
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Bacterial infection decreases survival of decompensated cirrhosis
only in patients with Child-Pugh C whatever the underlying liver
disease

Xavier Adhoute1, Paul Castellani1, Guillaume Penaranda2,
Herve Perrier1, Christian Boustiere1, Arthur Laquiere1, Monique
Jullien1, Olivier Lebars1, Aurelie Riso1, Christelle Ansaldi1,
Olivier Monnet1, Manuela Campanile1, Bernard Pol1,
Jean Luc Raoul3, Marc Bourliere1

1Fondation Saint Joseph, 2Alphabio Laboratory, 3Institut Paoli

Calmettes, Marseille, France

Aims of study: To analyze the incidence of bacterial infections and

their influence on mortality during decompensated cirrhosis whatever

underlying liver disease: viral (V), alcohol (A) or related to another

etiology (NAFLD) (O).

Materials and Methods: 217 consecutive pts were hospitalized for

cirrhosis decompensation between 01/2008 and 03/2012.

Results: Patients were mostly male (mean age: 61.3 years). Cirrhosis

was alcohol-related in 59.5% of cases, viral (27%), from other causes

(13.5%). Pattern of decompensation was ascites: 64% of pts, jaundice:

13%, gastrointestinal bleeding: 7%, a mixed of the previous factors:

16%. 58% of pts were Child B, 42% Child C. Advanced HCC was

found in 22% of pts. 32% of pts had type II diabetes. There was no

difference between the 3 groups of underlying liver disease regarding

Child-Pugh score, portal hypertension severity, presence of advanced

HCC, rate, sites or causative agents of infection. 58.5% of pts had a

documented infection (urinary tract: 38%, skin and soft tissue: 16%,

blood: 11%, ascites: 7%, several sites: 25%) due to Gram-negative

bacilli (42%) and/or Gram-positive cocci (56%). 52% of pts died

during the follow-up. Risk factors for infection in univariate analysis

were: diabetes, hyponatremia, length of time of decompensated cir-

rhosis. Infection was also common regardless of the Child Pugh score

B vs C (NS). Median follow up of pts was 9.4 months. The occur-

rence of bacterial infection significantly reduced the mean survival of

pts. In Child-Pugh B pts, occurrence of infection did not affect

survival. Instead in Child-Pugh C pts, infection reduced survival. In

our series the pattern of decompensation did not influence survival.

Conclusion: Bacterial infections are common and severe during

cirrhosis whatever underlying liver disease or the pattern of decom-

pensation. Infections adversely affect survival only in patients Child

Pugh C. Most infections involve Gram-positive cocci.
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Refit MELD-Na is not a better predictor of mortality than Refit
MELD in patients with cirrhosis and ascites

Jeong Han Kim, Ja Kyung Koo, Yun Jung Choi, Mi Jin Hong,
Soon Young Ko, Won Hyeok Choe, So Young Kwon

Department of Internal Medicine, Konkuk University School

of Medicine, Seoul, Republic of Korea

Background/Aims: The Model for end-stage liver disease (MELD)

has been widely used for predicting short term mortality in cirrhotic

patients and employed for deceased donor liver allocation in the U.S.

In year 2011, modification of MELD (Refit MELD) and MELDNa

(Refit MELD-Na) was published (Gastroenterology 2011;140:

1952–1960). We aimed to validate this for Korean patients with cir-

rhosis and ascites.

Methods: We retrospectively reviewed medical records of cirrhotic

patients who admitted at Konkuk University Hospital from 2006 to

2010. Predictive value for 3 month mortality was compared between

serum sodium (Na), Refit MELD, Refit MELD-Na, Child-Pugh score.

Comparison was done by calculating area under receiver operating

curve (AUROC).

Results: Total 469 patients were enrolled and there were 60 deaths

and 19 patients were performed liver transplantation (LT) within

3 month. Male patients were 358 patients (76.3%) and alcohol was

the most common cause of cirrhosis (n = 223, 47.5%). The most

common cause of death was variceal bleeding (n = 29, 48.3%) and

hepatic failure was the next (n = 27, 45.0%). After exclude patients

who performed LT, 450 patients were analysed. AUROCs of Na,

Refit MELD, Refit MELD-Na and Child-Pugh score were 0.636,

0.813, 0.776 and 0.771 respectively. There were significant differ-

ences between scores except between Refit MELD and Child-Pugh

score (p = 0.092), between Refit MELD-Na and Child-Pugh score

(p = 0.811). If analysis was performed in only patients with refrac-

tory ascites (n = 109), AUROCs were 0.681, 0.801, 0.783 and 0.708

respectively. There were no significant differences between scores

except between Refit MELD and Child-Pugh score (p = 0.032).

Conclusions: Refit MELD and Refit MELD-Na showed good pre-

dictability for 3 month mortality in patients with cirrhosis and ascites.

However, Refit MELD-Na is not a better predictor than Refit MELD

although hyponatremia is related with mortality in cirrhotic patients

with ascites.

Topic: 12.b Clinical

Absno: 692

Incidental diagnosis of Budd Chiari Syndrome in patients
with complicated Portal Hypertension

Ilaria Fiorina, Nicola Cionfoli, Lorenzo Moramarco, Mario
Torresi, Tommaso Cascella, Pietro Quaretti

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S515

123



Radiodiagnostic Department, IRCCS Policlinico San Matteo,

Pavia, Italy

Introduction: Budd Chiari Syndrome (BCS) is a rare disorder

characterized by hepatic venous outflow obstruction that may involve

hepatic veins (HV) or inferior vena cava (IVC). An early diagnosis is

required for an appropriate treatment, but misdiagnosis in favour of

cirrhosis occurs very often. To report our experience with incidental

diagnosis of BCS during treatment of portal hypertension (PH)

complications.

Material and methods: From 2008 to 2012, 4 patients (2 males; mean

age 39.25 years; range 25–60 years) were admitted to Interventional

Radiology Unit for complications of PH (2 gastrointestinal bleedings; 1

recurrent hydrothorax; last patient needed a revascularization of SVC to

allow hemodialysis and complained relapsing rectal hemorrhage during

anticoagulation therapy). Myeloproliferative disorders and JAK-2

mutation were ruled out, but one patient presented protein S deficiency.

Venograms showed occlusion of RHV and MHV-LHV common trunk

ostial stenosis in one case. Another patient was affected by both ostial

stenosis of RHV and intrahepatic focal subocclusion of the inferior HV.

The third patient had an anatomic variant with a severe stenosis of an

unique hepatic veins outflow. In the last case there was a weblike distal

occlusion of IVC.

Focal stenosis and weblike occlusions of the HVs were treated

with bare-stent, stent-graft or cryoplasty in 3 patients. Sharp recana-

lization and IVC stenting associated with SVC angioplasty was

performed in the last case.

Results: Venous outflow patency was restored in all cases. Recana-

lization of stenotic or occluded HV allowed resolution of hepatic

congestion and solved portal hypertension. Neither death nor major

complications occurred. Hepatopetal portal flow was restored in one

case. All patients are asymptomatic at 3–39 months of follow-up.

Conclusion: Clinical manifestations of BCS are unspecific and

imaging is essential for diagnosis. Several endovascular options,

when performed in properly selected patients, allows to preserve liver

function avoiding unnecessary intrahepatic portosystemic shunts.
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Assessment of 98 cases of gastroesophageal variceal bleeding
with advanced hepatocellular carcinoma

Toshihiro Kawai, Yoko Yashima, Takafumi Sugimoto,
Takahisa Sato, Miho Kanda, Shinpei Sato, Shuntaro Obi

Kyoundo Hospital, Tokyo, Japan

Background/Aim: There are views both for and against preventive

treatment for gastroesophageal variceal bleeding of patients with

hepatocellular carcinorma (HCC). At our hospital, we continue to

treat patients with HCC as long as possible, and hemostasis is

achieved endoscopically in the event of variceal rupture. The current

study is examined to evaluate outcomes of the treatment of gastro-

esophageal varices in patients with advanced hepatocellular

carcinoma at our hospital.

Patients and methods: 98 patients with ruptured gastroesophageal

varices with HCC who received emergency endoscopic treatment at our

hospital between 2007 and 2011, were retrospectively reviewed in

clinical factors, the rate of hemostasis, the rate of rebleeding of gas-

troesophageal varices, the survival rate for all of the patients. In

addition, 98 patients were divided into 2 groups: those who died early,

i.e. within 6 weeks of the treatment of varices, and those who died later,

i.e. over 6 weeks after treatment. Background factors and prognostic

factors derived by univariate and multivariate analysis were studied.

Results: For the patients (male/female = 76/22 patients; Mean age

was 62.4 ± 11.2 years; HBV/HCV/NBNC = 30/52/16 patients;-

Child-Pugh classification A/B/C = 5/54/39 patients; Vp 0/1/2/3/4 =

39/0/4/21/34 patients; stage III/IVa/IVb = 36/40/22 patients), the rate

of hemostasis was 98.0% and the rate of rebleeding was 36.5%. The

MST for patients as a whole was 59 days. Patients who died early and

who died later were investigated; univariate analysis indicated that

T-Bil, DCP, L3, PT and hepatic encephalopathy were risk factors,

while multivariate analysis using logistic regression analysis revealed

T-Bil, DCP and L3.

Conclusion: The prognosis of patients bleeding variceal rupture with

portal vein invasion of HCC is still poor. Emergency endoscopic

treatment achieved hemostasis in a high percentage of patients with

advanced hepatocellular carcinoma. Investigation of patients who

died early and who died later indicated that prognosis was affected by

hepatic dysfunction and HCC.
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Bispectral index monitoring before and after lactulose therapy
in patients with hepatic encephalopathy

Amit Jindal1, Siddharth Srivastava1, Rajiv Chawla2,
Sanjeev Sachdeva1, Barjesh Chander Sharma1

1Department of Gastroenterology, 2Department of Anaesthesia,

G B Pant Hospital,Delhi University, New Delhi, India

Background/Aims: The severity of hepatic encephalopathy (HE) is

currently graded clinically using West Haven criteria and psycho-

metric tests. To date there is no gold standard for grading or

monitoring progression of HE. The aim of study was to evaluate

discriminative power of Bispectral Index (BIS) monitoring to classify

degree of HE and utility for monitoring improvement or deterioration

of HE with treatment.

Patient and methods: 80 patients of cirrhosis (20 each of HE grade I,

II, III and IV) were enrolled. Assessment of grades of HE by West

Haven criteria and BIS values were performed at baseline & after

1 week of lactulose therapy. BIS values were also assessed in 20

healthy controls.

Results: Mean (± SD) BIS values were significantly different in

patients with different grades of HE; mean of grade I (79.7 ± 4.2) vs.

grade II (67.7 ± 4.7), 95% confidence interval [CI], 9.3 to 15.0,

p \ 0.001; grade II (67.7 ± 4.7) vs. grade III (56.5 ± 3.4), 95% CI,

8.3 to 13.6, p \ 0.001; and grade III(56.5 ± 3.4) vs. grade

IV(44.5 ± 4.1), 95% CI, 9.5 to 14.4, p \ 0.001. Mean BIS Value for

healthy controls was 93.75 ± 2.8; difference was significant between

healthy controls (93.75 ± 2.8) vs. grade I (79.7 ± 4.2), 95% CI, 16.3

to 11.7, p \ 0.001. The derived BIS cut off values for HE grade I to

IV were 75, 63, and 51. After 1 week of lactulose therapy, mean

change in BIS values with improvement by grade 1 was 10.6 ± 2.3

and with worsening by grade 1 was 9.7 ± 1.9.

Conclusions: BIS is a useful measure for grading of HE and moni-

toring improvement or deterioration of HE with treatment in patients

with cirrhosis.
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Validation of 4-stage cirrhosis classification in patients diagnosed
at an early-stage: a better prognosis?
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Marika Rudler1, Pascal Lebray1, Hedi Benosman1, Yen Ngo2,
Mona Munteanu2, Thierry Poynard1, Dominique Thabut1

1Pitié-Salpêtrière Hospital, 2Biopredictive, Paris, France

Background: A recent revised 4-stage cirrhosis classification has

been proposed (2 sub-stages within compensated cirrhosis: stage 1/2:

without/with varices) and 2 sub-stages within decompensated cir-

rhosis (stage 3: with ascites; stage 4: with hepatic encephalopathy

(HE) or jaundice or variceal bleeding (VB)), depicting probabilities of

outcome for each sub-stage. With the widespread of non-invasive

methods for the detection of fibrosis, we hypothesize that cirrhosis is

diagnosed at an earlier stage. We aimed to validate prospectively the

4-stage classification.

Methods: From 2006, we included all asymptomatic patients referred

to our unit at risk of hepatopathy with the following criteria: (1) cir-

rhosis, defined as concordant and interpretable FibroScan C 12.5 kPa

and FibroTest C 0.74; (2) no hepatocellular carcinoma (HCC). End-

points were: (1) 2-year transition from one stage to another; (2) outcome

probabilities according to clinical stages.

Results: 181 patients were included (male gender = 71.5%, age =

56.0 ± 11.8 yrs, Child-Pugh A = 100%, FibroTest = 0.87 ± 0.07,

Fibroscan = 22.0 (95% CI: 20.0–25.7) kPa). Cirrhosis was related to

hepatitis C in 61.3%, hepatitis C and HIV in 13.3 %, alcohol and virus C

in 6.1%, alcohol in 8.3%, hepatitis B in 3.9%, and NASH/other causes in

7.1% patients. At time of diagnosis, distribution of stages was: stage 1:

152 patients (84.0%), stage 2: 29 patients (16.0%), stage 3 and stage 4:

0%. At 2-year, transition from stage 1 to stage 2 occurred in 12/72

(16.7%) patients with available endoscopy. Transition from stage 1 to

stage 3 occurred in 2/152 (1.3%) patients, transition from stage 2 to

stage 3 occurred in 1/29 (3.4%) patients; transition to stage 4 occurred in

1 patient (0.7%). 2-year mortality was null. Aetiology of cirrhosis was

treated in 37 patients that didn0t progressed to stage 3 or 4.

Conclusion: Transition from one stage to another is lower than pre-

viously described when the diagnosis of cirrhosis is made at an early

stage with non-invasive methods.

Topic: 12.b Clinical

Absno: 844

Real clinical practice on transjugular intrahepatic portosystemic
shunt for the management of the refractory ascites in Korea

H K Kim1, Y S KIM2, Y K JUNG3, W J JUNG4, H Y WOO5,
S J PARK6, D Y KIM7, J J SHIM8, S Y PARK9, J M LEE10
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Medicine, Gachon University Gil Hospital, Incheon, 4Department

of Internal Medicine, Keimyung University College of Medicine,

Daegu, 5Department of Internal Medicine, Pusan National University

Hospital, 6Department of Internal Medicine, Inje University Busan

Paik Hospital, Pusan, 7Department of Internal Medicine, Yonsei

University College of Medicine, 8Department of Internal Medicine,

Kyung Hee University School of Medicine, Seoul, 9Department

of Internal Medicine, Kyungpook National University College of

Medicine, Deagu, 10Department of Radiology, Soon Chun Hyang

University School of Medicine, Bucheon, Republic of Korea

Aim: Refractory ascites indicates advanced chronic liver disease and

represents a therapeutic challenge. While liver transplantation is the

ultimate treatment, for the relief of ascites transjugular intrahepatic:

portosystemic shunt (TIPS) are well established. We report our

experience with TIPS in Korea based on a multicenter retrospective

study.

Methods: The authors retrospectively reviewed the medical records

of 41 patients who underwent TIPS for refractory ascites with liver

cirrhosis from 2000 to 2012 in Korea.

Results: TIPS was performed in 41 patients. Complication of the

procedure is bleeding (2 patients), hypotension of the unknown origin

(1 patient), aggravated heart failure (1 patient). Stent dysfunction

happened 5 patients due to stent stenosis (4 patients), stent thrombosis

(1 patient) during follow up. Mean follow up period was 290 days.

The probability of survival without liver transplantation was 25% at

1 year. 1-month mortality was 31.7%.

Either complete or partial response of the ascites was obtained in

71%, 70 %, 75% and 73% at 1, 3, 6, 12 months, respectively. Mor-

tality was 31%, 41%, 60% and 68% at 1, 3, 6, 12 months,

respectively. In 14 patients (34%), a new episode of encephalopathy

developed or aggravated, but 11 patients (78%) were grade III or IV

and 10 patients (71%) responded quickly to treatment.

Conclusions: TIPS is a reliable option or bridge therapy prior to liver

transplantation for the management of refractory ascites in patients

with liver cirrhosis.
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Is history of variceal bleeding a prognostic sign for virological
response?

Osman Yuksel1, Seyfettin Koklu2, Omer Basar1, Yasar Tuna3

1Diskapı Yildirim Beyazit Education and Research Hospital,
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Gastroenterology, Ankara, 3Akdeniz University, School of Medicine,

Department of Gastroenterology, Antalya, Turkey

Background and Aim: Chronic hepatitis treatment is important issue

especially for patients with decompensated cirrhosis, because inef-

fective treatment may lead to liver transplantation or death in a short

time. Thus, it is important to know the factors that predict the

response for therapy. The present study was designed to evaluate the

effects of variceal bleeding history on response of the therapy in

patients with decompensated hepatitis B cirrhosis.

Methods: The study included 88 patients with decompensated hep-

atitis B cirrhosis. 72 of them did not have history of variceal bleeding

and 16 of them had history of variceal bleeding. Response of the

treatment, laboratory data and demographic features were compared

between the groups.

Results: Age, BMI and gender were similar in both groups (p: 0.401,

p: 0.053 and p: 0.238, respectively,). HBeAg and anti-Delta positivity,

Table 1 Descriptive of the groups

Non-bleeding

(n:72)

Bleeding

(n: 16)

P

Gender (F/M) 19/53 2/14 0.238

Age 56.90 ± 10.92 53.81 ± 11.04 0.401

HBeAg (±) 13/57 2/11 0.880

Anti-Delta (±) 6/64 0/16 0.225

HBV-DNA log 5.02 ± 2.12 4.6 ± 2.04 0.455

AST 116.05 ± 162.35 60.37 ± 25.26 0.263

ALT 98.72 ± 161.23 44.06 ± 26.28 0.196

Hemoglobin 13.21 ± 1.86 11.34 ± 2.61 0.005

Therapy Duration (Month) 26.56 ± 17.84 31.37 ± 26.21 0.421
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MELD and Child-Turcotte-Pugh scores were comparable between the

groups (p: 0.880, p: 0.225, p: 0.170 and p: 0.202, respectively). Also,

antiviral drugs used for treatment were comparable between two

groups (p: 0.173). Virological response to antiviral therapy in patients

without history of variceal bleeding was significantly higher than the

others (88.9% versus 68.8%, p: 0.040) (Table 1).

Conclusion: History of variceal bleeding in patients with decom-

pensated cirrhosis may be a prognostic sign for insufficient virological

response.
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Early TIPS in patients with acute variceal bleeding: an external
validation

Marika Rudler, Philippe Cluzel, Hedi Benosman, Thierry
Poynard, Dominique Thabut

Pitié-Salpêtrière Hospital, Paris, France

Introduction: One study showed that early-TIPS placement

improved rebleeding and reduced one-year mortality in high-risk

cirrhotic pts with variceal bleeding (VB) (i.e. Child-Pugh C cirrhosis

or with Child-Pugh B cirrhosis and active bleeding). We aimed to

perform an external validation of this therapeutic attitude.

Methods: We prospectively included all consecutive pts admitted in

our ICU between March 2011 and March 2012 for VB (inclusion

criteria: Child-Pugh C10-13 cirrhosis or Child-Pugh B with active

bleeding; no prior history of cardiac failure; no advanced HCC). All

pts were treated with vasoactive drugs, antibiotics and band ligation.

TIPS placement was performed within 72 hours (Viatorr TIPS en-

doprothesis, diameter 8 mm).

Results: 23/99 cirrhotic pts admitted for VB were included (male

gender 78.3%, age 52.5 ± 9.8 yrs, MELD score 21.0 ± 6.4, Child-

Pugh C: 69%, alcohol etiology: 78%; active bleeding: 68%). TIPS

placement was performed in a mean delay of 37.0 ± 30.4 hrs. Median

follow-up was 4.6 months (1–14). Failure to control bleeding occur-

red in 1/23 pt (4.3%), with TIPS thrombosis: a 2nd TIPS placement

was successfully performed. No pt developed rebleeding. 8 (34%) pts

developed hepatic encephalopathy (6/8 during a septic episode, 2/8

without precipitating factor, spontaneous resolution in 4/8 pts). Five

pts developed acute heart failure requiring mechanical ventilation in

3/5 pts. Echocardiography findings revealed dilated myocardiopathy

in 1/5 pt, who died. Other pts had normal cardiac function (favourable

evolution). Ten pts (43.4%) developed further deterioration of liver

function: 5 died and 5 underwent liver transplantation. The only

factor associated with worse prognosis was the delay of TIPS

placement (p = 0.04).

Conclusion: In our series, early-TIPS placement was effective in

high-risk cirrhotic pts with VB. However, this procedure was ham-

pered by occurrence of cardiac failure in 20% of cases, suggesting a

careful monitoring of those pts. TIPS should be performed as early as

possible.
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The prevalence of adrenal insufficiency in cirrhosis and the role
of salivary cortisol in diagnosis

Filiz Araz, Birol Özer, Barıs Soydas, Ender Serin

Gastroenterology, Baskent University Faculty of Medicine,

Adana, Turkey

Objective: Objective of this study is to assess the prevalence of

adrenal insufficiency according to total and salivary cortisol and

evaluating the discrepancy between these parameters for diagnosis

among stable cirrhotic patients.

Material and method: A total of 110 consecutive patients with

cirrhosis and 30 healthy controls were enrolled into the study.

Baseline complete blood count, albumin, bilirubin, prothrombin time,

total and salivary cortisol levels were measured and free cortisol level

was calculated according to Coolens formula for both patients and

controls. One hour after the administration of 250 lg synacten, total

and salivary cortisol levels were measured and free cortisol was

calculated accordingly.

Results: Mean age of patients was 62.7 ± 11.4 years and there were

54 males (49.1%). Adrenal insufficiency was present in 23 (20.9%)

and 17 (15.5%) patients according to total and free cortisol, respec-

tively. At least one of the criteria of adrenal insufficiency for salivary

cortisol was existed in 24 (21.8%) patients. Those patients with

baseline salivary cortisol less than 1.81 ng/ml and without satisfac-

tory cortisol increase following ACTH test, and all patients in whom,

in terms of salivary cortisol, measured level is less than 4.96 at 1 hour

and delta is less than 3 ng/ml, regardless of baseline value were

approved of adrenal insufficiency with highest probability and con-

stituted 12.7% of all patients. Baseline total cortisol shows low

correlation with salivary and free cortisol (r: 0.502 and r: 0.579,

respectively). In contrast, correlation between salivary and free cor-

tisol is relatively higher (r: 0.706, p \ 0.0001).

Conclusion: Adrenal insufficiency was diagnosed more commonly

according to total cortisol with respect to salivary and free cortisol.

Regarding the higher correlation of free cortisol with salivary cortisol

relative to total cortisol, salivary cortisol could be a suitable alter-

native for the diagnosis of adrenal insufficiency in patients with

cirrhosis.
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Sleep disorders in cirrhotics

Genco Gencdal, Fulya Gunsar, Cenk Emre Meral, Esin Salman,
Berna Gürsel, Nevin Oruç, Zeki Karasu, Galip Ersöz, Ulus Salih
Akarca
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Izmir, Turkey

Introduction:Sleep disorders (SDs) are common in cirrhotics and are

often associated with hepatic encephalopathy. SDs negatively affect

patients’ daily activities and work efficiency. For this reason, early

diagnosis is important. The methods used for diagnosis of SDs are not

practical and need longer periods of application and evaluation. In

this study we aimed to evaluate sleep disorders and related clinical

parameters in liver cirrhosis by using Pittsburg Sleep Quality Index

(PSQI) form. As a secondary objective, we aimed to investigate, using

of Sleep Timing and Sleep Quality Screening questionnaire (STSQS),

a simple form with a short application time, for diagnosis of SDs and

its the correlation with PSQI.

Methods: Cirrhotic patients and age-matched healthy volunteers were

enrolled. Patients were excluded from the study if they had neuro-

psychiatric disease or if they used excessive alcohol or drugs known

to affect sleep. Both groups completed validated Turkish form of

PSQI and STSQS. SD was defined as PSOI score (0–21) of [5 or

STSQS C 4.
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Results: 131 cirrhotic patient and 18 healthy volunteers were enrol-

led. SDs in cirrhotics and control group were detected 56.5% and

27.8%, by PSQI and 49.6% and 16.7% by STSQS respectively, SDs

were more common in cirrhotic patients with hypoalbuminemia and

low hemoglobin levels. In addition the patients with decompensated

cirrhosis had more frequently SDs than the patients with compensated

cirrhosis. In the patient group, in accordance with current literature,

sleep latency and total sleep time, sleep parameters were correlated

with SDs. STSQS had statistical significant correlation with PSQI for

diagnosis of SDs.

Conclusion: SDs are common in cirrhotics and STSQS could be an

appropriate and practical method for diagnosis of SDS in these

patients. We can use it in outpatient clinics that can give rise to

improve the quality of life in cirrhotic patients.
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Portal hypertensive colopathy frequency in cirrhosis who have
esophageal varices and portal hypertensive gastropathy
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Turkey

Objective: The aim of this study is investigating portal hypertensive

colopathy frequency in cirrhosis, who have esophageal varices and

portal hypertensive gastropathy by flexible sigmoidoscopy.

Material and method: In this study, fifty (50) patients (36/14 M/F)

taken with the diagnosis of cirrhosis were included into the study.

Mean age of the patients was 64.68 ± 11.9 years. The cirrhosis

patient functional, clinical and etiological classifications were made.

Portal hypertensive mucosal lesions from rectum to splenic flexure

(vasculopathy and mucosal changes) were assessed by flexible

sigmoidoscopy.

Results: Portal hypertensive colopathy was seen in 39 patients. Spider

telengiectasia was established in 29 (74.3%) patients and colonic

mucosal changes (also rectal varices) were established in 10 (25.6%)

patients by flexible sigmoidoscopy. Seven patients (17.9%) with portal

hypertensive colopathy were in Child A class, sixteen patients (41.0%)

were in Child B class and sixteen patients (41.0%) were in Child C class.

Portal hypertensive colopathy frequency was 70%, 72%, 88% in Child

A class, Child B class, Child C class, respectively. Three patients (6%)

were established lower gastrointestinal hemorrhage causing portal

hypertensive colopathy. Two patients (4%) were established upper

gastrointestinal hemorrhage causing portal hypertensive gastropathy.

Conclusion: In conclusion, Thirty nine of 50 patients (78%) who

have esophageal varices and portal hypertensive gastropathy had

portal hypertensive colopathy. Patients with portal hypertensive

colopathy were old age. Portal hypertensive colopathy frequency was

highly in all three child class. Lower gastrointestinal hemorrhage

causing portal hypertensive colopathy frequency was (6%). Further

studies are needed to investigate portal hypertensive colopathy in

cirrhosis patients who have esophageal varices and portal hyperten-

sive gastropathy.
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Serum ferritin levels predict 30 day mortality in patients
with decompensated cirrhosis

Rakhi Maiwall, Ashok Kumar Chaudhary, Chitranshu
Vashishtha, Zeeshan Wani, Shiv Kumar Sarin

Hepatology, Institute of Liver and Biliary Sciences, New Delhi, India

Background and aim: Serum ferritin is a known marker of liver

necroinflammation; and been studied in ALF as a marker of macro-

phage activation and poor outcome when it is significantly raised. It

also predicts mortality and post-transplant survival in decompensated

cirrhotics. However, there are no studies evaluating serum ferritin as a

predictor of outcome after hepatic decompensation. We investigated

whether serum ferritin levels correlate with 15 and 30 day mortality

in patients with decompensated cirrhosis.

Patients and methods: 318 patients with decompensated cirrhosis

were included.

Results: Patients of decompensated cirrhosis (257 males, mean age 51

(± 13) years, were followed for a median of 29 days (1-984) respec-

tively. Mean and median serum ferritin were 438 lg/L and 211

(3–3960) lg/L respectively. Serum ferritin, Na, creatinine, MELD,

sepsis, INR, bilirubin, platelets and hepatic encephalopathy were ana-

lyzed as predictors of early mortality (at day 15 and day 30). In

univariate analysis, MELD (p = 0.003), serum ferritin (p = 0.021)

sepsis (p = 0.002) were independent predictors of mortality at day

15 and day 30. However, in multivariate analysis serum ferritin

([ 200 lg/L) was identified as a predictor of early mortality at day 30

(p = 0.03, Hazard ratio = 3.98, CI = 1.12–14). None of these

parameters were significant on multivariate analysis for day 15 mor-

tality. Kaplan-Meier survival curves showed significant difference (log

rank p = 0.001) in survival using cut-off serum ferritin of 200 lg/L.

Conclusion: Serum ferritin levels predict early liver related death at

30 days in patients with decompensated cirrhosis independent of

MELD score. This could also have a potential therapeutic implication.
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High serum Ferritin level is a predictor of early mortality
in patients with acute on chronic liver failure.

Rakhi Maiwall, Ashok Kumar Chaudhary, Jaswinder Singh
Maras, Chitranshu Vashishtha, Zeeshan Wani, Hitender Garg,
Manoj Kumar Sharma, Ramesh Kumar, Mulu Ozukum,
Shiv Kumar Sarin

Hepatology, Institute of Liver and Biliary Sciences, New Delhi, India

Background: Serum ferritin has been reported as a surrogate marker

of ongoing hepatic necroinflammation and an important predictor of

mortality in patients with decompensated cirrhosis and acute liver

failure. However, there is paucity of data on its role in patients with

ACLF. There are currently no clear predictors of poor outcome in

patients with ACLF.

Aim: To analyse serum ferritin as a predictor of early mortality at

15 days in patients with ACLF and compare it with MELD, CTP and

SOFA scores.

Patients and methods: Consecutive patients of ACLF were included.

Survival analysis was done using cox-proportional regression analysis.

Results: Patients of ACLF (n = 135) (M:F: 117:18, mean age 46 years

(± 12.9) were followed for a median of 29 days range (1-791). Mean

and median serum ferritin was 2075 lgm/L, 1184 (123–17800) lgm/L

in non-survivors and 905 lgm/L and 642 (17–7920) lgm/L in survivors

respectively. Serum ferritin levels at baseline correlated with presence

of SIRS (p \ 0.001). Serum ferritin, creatinine, leucocytosis, coagu-

lopathy, MELD and SOFA scores were significant on univariate

analysis as predictors of early mortality at 15 days. On multivariate

analysis significant predictors were serum ferritin (p = 0.04, HR 3.0
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95% CI 1.00–8.98), presence of leucocytosis (p \ 0.001, HR 1.12 95%

CI 1.01–1.19) and SOFA score (p \ 0.001, HR 1.25 95% CI 1.1–1.41).

Serum ferritin AUROC 0.79 (95% CI 0.69–0.89) predicted 15 day

mortality which was comparable to SOFA score (AUROC 0.8, 95% CI

0.71–0.9) and better than MELD (AUROC 0.77, 95% CI 0.66–0.89) and

CTP scores (AUROC 0.59, 95% CI 0.45–0.73).

Conclusion: Serum ferritin as a single biomarker predicts early liver

related death at 15 days in patients with ACLF and could identify

patients early enough before the onset of organ failure and develop-

ment of sepsis.
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An open label randomised controlled trial of probiotics
for primary prophylaxis of hepatic encephalopathy in patients
with cirrhosis

Manish Kumar Lunia, Barjesh Chander Sharma,
Sanjeev Sachdeva, Siddharth Srivastava

Department of Gastroenterology, G B Pant Hospital, Delhi university,

New delhi, India

Background: Hepatic encephalopathy (HE) is associated with poor

prognosis. Probiotics alter gut flora with non urease producing

organism with decrease ammonia production. We assessed the effects

of probiotics for primary prophylaxis of HE.

Methods: In prospective randomised controlled trial, patients with no

history of overt HE were divided into: Group 1 (Probiotics, n = 86,

received VSL#3, one capsule TDS) and Group 2 (control, n = 74).

Minimal HE (MHE) was diagnosed when psychometric hepatic

encephalopathy score (PHES) was B 5 and overt HE with West

Haven criteria. All patients underwent psychometric tests, critical

flicker frequency (CFF), glucose hydrogen breath test (GHBT) for

small intestinal bacterial overgrowth (SIBO) and lactulose hydrogen

breath test (LHBT) for oro-cecal transit time (OCTT). Primary end

point was development of overt HE.

Results: 160 patients (age 48.6 ± 11.1 years, M:F 96:64) were

included. Mean CTP score was 9.74 ± 2.63 and MELD score was

19.32 ± 5.91. CTP score, MELD score, CFF, PHES and OCTT were

comparable. 42 (48.8%) in Group 1 and 33 (44.6%) in Group 2 had

MHE (p 0.88). 33 (38.4%) patients in Group 1 and 26 (35.1%) in

Group 2 had SIBO (p 0.73). Mean follow up of Group 1 and Group 2

patients was 28.5 ± 11.8 and 27.3 ± 12.8 weeks respectively (p

0.87). 11 (6.9%) were lost during follow up. 7 (8.8%) in Group 1 and

6 (8.7%%) in Group 2 died (p 0.81). 7 (8.8%) patients in Group 1 and

14 (20.3%) patients in Group 2 developed overt HE (p 0.04, hazard

ratio 2.1, 95% CI, 1.31-6.53). There was no significant difference in

time to development of HE. On multivariate analysis, MHE, CTP

score and SIBO was significantly associated with development of HE.

Conclusion: Probiotics are effective in primary prophylaxis of HE.
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Analysis of Stilamin combinating with Esomeprazole (NEXIUM)
to upper alimentary tract bleeding caused by hepatic cirrhosis

Nan Zhang1, Dahai Xu1, Jing Wang2, Yang Wu1

1Emergency Department, 2Gastrointestinal Department, First Hospital

of Jilin University, Changchun, China

Object: To investigate the effectiveness of Stilamin combinating with

Esomeprazole (NEXIUM) to upper alimentary tract bleeding caused

by hepatic cirrhosis.

Method: 138 cases of upper alimentary tract bleeding caused by

hepatic cirrhosis were divided into two groups. Control group (62

cases) accepted common treatment, and treatment group (76 cases)

accepted common treatment combination with Stilamin and

Esomeprazole. On the third day,analyse the rate of stopping bleeding.

Result: The rate of stopping bleeding:treatment group is 89.47%,

control group is 64.52%, and there is significant difference between

the groups (P \ 0.05).

Conclusion: Stilamin combinating with Esomeprazole (NEXIUM) to

upper alimentary tract bleeding caused by B hepatic cirrhosis is

effective, which should be considered as a effective method to stop

bleeding.
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Evaluation of hepatic encephalopathy in patients with chronic
liver disease

Y. M. Stepanov1, V. I. Didenko1, S. V. Kosinskaya2, I. Y. Budzak2

1SE ‘Gastroenterology Institute of NAMS of Ukraine’,
2SE ‘Dniepropetrovsk Medical Academy’, Dniepropetrovsk,

Ukraine

Aim: There are many methods to assess hepatic encephalopathy

(HE), but neither is common. One of the methods is to evaluate the

susceptibility of visual potentials. The aim of the study was to assess

hepatic encephalopathy in patients with chronic liver disease using

the method of visual potentials with the device Hepatonorm.

Materials: The study included 42 patients with chronic liver disease.

Among them 22 patients were with chronic hepatitis, and 20—with

cirrhosis. With the help of the device determines the index of per-

ception Hepatonorm flicker frequency. In the perception of flicker

frequency of 39 Hz and below various stages of HE were diagnosed.

The degree of HE was also determined by the test of binding

numbers.

Results: 39 (92.9%) patients complained of impaired memory,

decrease of attention, sleep disturbances, mood changes, reduced

working capacity, fatigue. Increased ALT was observed in 100%, to

an average of 78.4 ± 20.9 U/l. According to the index of perception

of flicker frequency 39 Hz and below was found in 23 (54.8%)

patients. Of these latent HE was diagnosed in 6 (14.32%), HEstage

I—in 14 (33.3%), stage II—in 3 (7.2%). In 19 (45.2%) patients the

susceptibility of evoked potentials was at a frequency above 39 Hz,

an average of 42.1 ± 2.3. According to the test of binding numbers

HE was absent in 11 (26.2%), latent HE found in 15 (35.7%), HE

stage I- in 9 (21.4%), HE stage II—in 3 (7.2%), HE stage III—in 4

(9.5%). Thus, except of latent HE, both tests were indicative for the

over HE. There was a significant correlation between the frequency of

flicker caused by the perception of the visual capabilities and the time

of binding numbers (r = -0.68).

Conclusion: Hepatonorm is an accurate method for evaluating HE.
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Hepatorenal, hepatopulmonal and hepatolienal syndromes
in patients with liver cirrhosis
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O. N. Vlasova2

1SE ‘Gastroenterology Institute of NAMS of Ukraine’,
2SE ‘Dniepropetrovsk Medical Academy’, Dniepropetrovsk,

Ukraine

Aim: The complications of liver cirrhosis such as hepatorenal,

hepatopulmonal and hepatolienal syndromes occur in 15–25%

patients. Taking into consideration the insufficient study of this

problem we investigated the patients with liver cirrhosis of different

etiology which were inpatient and outpatient in clinics. Aim of the

investigation was to study frequency, clinical signs and peculiarities

of course of cirrhosis complications such as hepatorenal, hepatopul-

monal and hepatolienal syndromes.

Materials and methods: 68 patients with liver cirrhosis were under

the observation: 41 (60.1%) males and 27 (39.9%) females with age

from 24 to 65 ken (mean age was 48 ± 15.6 years). The development

of complications were associated in 89.7% cases (61 patients) with

oedema and ascites, and in 17.7%—with anasarca. The hepatorenal

syndrome as acute renal failure was observed in 2 (2.9%) patients.

The evaluation of subclinical signs of hepatorenal syndrome showed

in 26 (38.2%) patients the decrease of glomerular filtration of kidneys

to 58.3 ± 9.1 ml. In 33 (48.5%) patients there was increase of cre-

atinine to 170.6 ± 49.3 mkmol/l. The hepatopulmonal syndrome was

observed in 6 (8.8%) patients. The functional insufficiency (the

positive reaction on 100% oxygen inhalation) was determined in 5

(83.3%) patients. The hepatolienal syndrome was observed more

often—25.0% (17 patients). Among them in 2 (11.8% patients) the

hyperslenism was observed on the background of portal vein throm-

bosis with durance till 2 years. In 15% patients there was the

combination of complications (hepatopulmonal and hepatolienal

syndromes), in 8%—the combination of hepatorenal and hepatopul-

monal syndromes.

Conclusion: according to unclear criteria of these syndromes, the

presence of subclinical forms there is necessary to study more these

syndromes in patients with liver cirrhosis for revealing the mecha-

nisms of development of their predictors.

Topic: 12.b Clinical

Absno: 1028

Patterns of clinical presentation and outcome of Budd Chiari
Syndrome: Experience from a tertiary care hospital in Pakistan

Abbas Ali Tasneem, Zaigham Abbas, Syed Mujahid Hassan,
Nasir Hassan Luck

Hepatogastroenterology, Sindh Institute of Urology

and Transplantation, Karachi, Pakistan

Introduction: Budd Chiari Syndrome (BCS) is characterized by

hepatic venous outflow obstruction at the level of hepatic veins,

intrahepatic or suprahepatic inferior vena cava or all. The aim of the

study was to determine etiology, clinical presentation and outcome of

such patients.

Methods: In this retrospective study, patients diagnosed to have BCS

were evaluated for the cause, clinical presentation and outcome. Log

rank test followed by Cox regression analysis was performed to

identify independent predictors of survival.

Results: Twenty patients presented with BCS; male 14, age range at

first presentation was 2-50 years (mean 14.9). Fourteen (70%)

belonged to pediatric age group. Twelve (60%) patients had an acute

presentation: tender hepatomegaly alone in 6, hepatomegaly with

ascites in 5, and fulminant course in 1. Eight patients (40%) had

chronic presentation: variceal bleeding in 4 and advanced cirrhosis in

4. The probable etiology was thrombosis secondary to hypercoagu-

lable state in 17 followed by infiltrating renal cell carcinoma 1,

abdominal tuberculosis 1 and liver abscess 1. Among hypercoagula-

ble states protein C deficiency was commonest, present in 6 followed

by combination of protein C and antithrombin III deficiency 5 and

proteins C, S and antithrombin deficiency 4. Seven (35%) patients

died; acute 4 and chronic 3. Causes of death included sepsis 4, ful-

minant hepatic failure 1, GI bleeding 1, and bleeding from site of liver

biopsy 1. Poor survival was associated with albumin \2.8 g/dl

(p = 0.022), bilirubin [ 3 mg/dl (p = 0.025), and absence of varices

(p = 0.015). Cox regression analysis showed that low albumin and

absence of varices were independent predictors of poor survival.

Conclusion: Budd Chiari Syndrome affects pediatric age group more

frequently and is associated with high mortality. The commonest

probable etiology was hypercoagulable state. Survival is poor with

low albumin, high bilirubin and absence of varices suggesting an

acute course.
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Clinical factors associated with survival in patients with liver
cirrhosis

Levina S. Pakasi1, Cosmas Rinaldi A. Lesmana1,2, Billy Angga1,
Lidwina Cahyadinata1, Laurentius A. Lesmana1,2

1Digestive Disease Centre, Medistra Hospital, 2Dept. of Internal

Medicine, University of Indonesia, Jakarta, Indonesia

Background: Liver cirrhosis may be accompanied by a spectrum of

complications, from mild, asymptomatic laboratory test abnormality

to overt clinical symptoms at first admission. Identifying clinical

factors associated with prognosis is crucial in patient’s management.

Objective: To identify clinical factors associated with patient’s sur-

vival in patients with liver cirrhosis at first admission.

Method: This was a retrospective cohort study in patients with liver

cirrhosis between January 2009 and December 2011. Demographic

and laboratory data were retrieved from the patient’s medical record.

Patients were followed-up until they died or have reached the end-of-

the study date. Bivariate analyses and chi-square test were used to

select clinical variables fit for regression test. Survival differences

among variables were assessed using Kaplan-Meier survival curve

with log-rank test. Prognostic factors were identified using the Cox

proportional hazard regression model. A p value less than 0.05 was

considered significant.

Results: There were 96 cases available for evaluation during the

study period; 67 (69.8%) were men. Twenty-nine (30.2%) patients

died during follow-up. Variables which showed significant associ-

ation with mortality were sodium concentration of \ 135 mEq/L

(p = 0.001), INR [ 1.7 (p = 0.003), high ureum level [ 50 mg/dL

(p = 0.016), the presence of ascites (p = 0.002), and hepatic

encephalopathy (p = 0.005). Survival was shorter in patients with

ascites (log-rank p = 0.009); hypoalbuminemia \ 3.0 mg/dL (log-

rank p = 0.015); high ureum (log-rank p = 0.01); hyponatremia

(log-rank p \ 0.001); high INR (log-rank p = 0.001); hepatic

encephalopathy (log-rank p = 0.002) and HCC (log-rank p = 0.028).

Independent risk factors for mortality were hyponatremia (hazard ratio

[HR]:3.44; 95% confidence interval [CI]: 133–8.89; p = 0.11), high

INR (HR: 2.86; 95% CI: 1.18–6.95; p = 0.021); the presence of HCC

(HR: 2.77; 95% CI: 1.16–6.58; p = 0.021);and high ureum level (HR:

2.47; 95% CI: 1.05–5.81; p = 0.038).

Conclusion: Hyponatremia, high ureum level, high INR and the

presence of HCC at admission are independent poor prognostic fac-

tors for patients with liver cirrhosis.
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Comparison of endoscopic variceal ligation and endoscopic
variceal obliteration using N-butyl-2-cyanoacrylate in patients
with GOV1 variceal bleeding

Sung Kyu Choi, Hyoung Ju Hong, Chung Hwan Jun, Seon Young
Park, Sung Bum Cho, Chang Hwan Park, Young Eun Joo,
Hyun Soo Kim, Jong Sun Rew

Department of Internal Medicine, Chonnam National University

Medical School, Gwangju, Republic of Korea

Background/aims: Endoscopic variceal ligation (EVL) and endo-

scopic variceal obliteration (EVO) are used to manage acute gastric

variceal bleeding. The aim of this study was to compare the efficacy of

EVL to EVO in acute GOV1 gastric variceal bleeding. Additionally, the

rebleeding rates, survival and complications of these modalities were

compared.

Methods: Data were collected retrospectively at a single center. 84

patients were enrolled (20 EVL; 64 EVO) from Feb 2004 to Sep 2011.

Their clinical characteristics and overall mortality were evaluated.

Early rebleeding was defined as occurring within 6 weeks of initial

hemostasis, whereas late rebleeding was defined as occurring between

6 weeks and 1 year of initial hemostasis. Very late rebleeding was

defined as an event occurring after 1 year of initial hemostasis.

Results: Success rate in initial control of active bleeding was not

significantly different (p = 0.239). The early rebleeding rate was not

statistically different (p = 0.422). The late rebleeding rate of the EVL

group was lower than the EVO group (p = 0.042). Over 1 year

rebleeding rate was not statistically different (p = 0.634). The time-

to-rebleeding was 594 days for EVL and 326 days for EVO

(p = 0.054). The median survival was 1,160 days in EVL group and

852 days in EVO group (p = 0.115). EVL group showed better

result. On multivariate analysis, PVT was a significant risk factor for

early rebleeding (HR: 4.5, 95% CI: 1.561–12.969, p = 0.005). HCC

(HR: 5.06, 95% CI: 1.464–17.495 p = 0.01) and previous history of

bleeding (HR: 2.90, 95% CI: 1.124–7.488 p = 0.028) were significant

risk factors for very late rebleeding.

Conclusions: EVL is better than EVO in reducing late rebleeding in

acute GOV1 gastric variceal bleeding. HCC, PVT and previous

bleeding history were significant risk factors for rebleeding in GOV1

gastric variceal bleeding.

Topic: 12.b Clinical

Absno: 1118

Effect of balloon-occluded retrograde transvenous obliteration
on liver function after procedure

Hyun Young Woo1, Jeong Heo1, Mong Cho1, Ki Tae Yoon1,
Chang Won Kim2

1Internal Medicine, 2Radiology, Pusan National University Hospital,

Pusan, Republic of Korea

Background: Balloon-occluded retrograde transvenous obliteration

(BRTO) is one of the therapeutic methods for the treatments of gastric

varices with splenorenal shunt. BRTO is a very useful treatment in

terms of control of gastric variceal bleeding. However there are few

reports that evaluated about influence of liver function after BRTO

procedures and effect of BRTO remain unclear.

Methods: From August 2004 to September 2011 at Pusan National

University Hospital, we retrospectively reviewed the medical records

of patients with liver cirrhosis went the BRTO procedures to treat

their gastric varices or gastric variceal bleeding. The improvement of

liver function was defined reduction of Child-Pugh (CP) score. CP

class checked at before BRTO, 3 month and 6 month after.

Results: Total 81 patients were analyzed. At baseline, CP score A

was 40.7%, CP score B was 53.1%, CP score C was 6.2%. CP class

data at 3 months was available in 57 patients and at 6 months in 42

patients. At 3 month, CP class was improved in 17.3% (14/81), not

changed in 49.4% (40/81) and worsened in 3.7% (3/81). At 6 month,

CP class was improved in 16.0% (13/81), not changed in 27.2% (22/

81) and worsened in 6.2% (5/81). In multivariate analysis, indepen-

dent predictor associated with improvement of liver dysfunction was

only CP class at baseline (P = 0.003). Patients who liver function

were improved at 3 month were CP class A in 0, CP class B in 13 and

CP class C in 1. Patient who liver function were improved at 6 month

was CP class A in 1, CP class in 11 and CP class C in 1.

Conclusion: Liver dysfunction was not significantly worsened in

cases of liver cirrhosis after BRTO procedures. Liver function might

be improved in some patients after BRTO.
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Serum lipopolysaccharide-binding protein as a marker
of bacterial translocation and increased long-term mortality
in cirrhotic patients

Maria Sergeevna Zharkova, Marina Victorovna Maevskaya,
Vladimir Trofimovich Ivashkin

Hepatology, University Clinical Hospital #2, 1st Moscow State

Medical University, Moscow, Russia

Background and aims: Intestinal bacterial overgrowth (IBO) and

bacterial translocation (BT) induce a marked proinflammatory activ-

ity in cirrhotic patients. The aim of this study was to determine the

correlation of serum lipopolysaccharide-binding protein (LBP) with

severity of cirrhosis, presence of IBO, bacterial DNA in ascitic fluid

(AF) and value of LBP in prediction of mortality.

Methods: 42 cirrhotic patients were included in the prospective

study. IBO was determined by hydrogen breath test (GASTRO-

LYZER, Bedfont, UK). A basal breath-hydrogen [ 20 ppm or

rise [ 12 ppm above baseline following lactulose administration was

considered positive. Bacterial DNA in AF were measured using the

method of polymerase chain reaction. LBP was measured by immu-

nometric assay (ELISA Human LBP, Netherlands). The survival rate

was evaluated during next forty-eight weeks. Statistical analyses were

performed using SPSS 13.0 statistical package.

Results: LBP level increased with severity of cirrhosis according to

Child-Pugh (p = 0.001), it was higher in ascitic patients than in

patients without ascites (p \ 0.001). Patients with IBO showed

greater (p = 0.001) LBP concentration than patients without IBO

(15.74 ± 12.56 versus 4.21 ± 2.59 lg/mL). Mean serum LBP level

was higher in patients with BT (30.13 ± 10.16 lg/mL) in comparison

with patients without BT (13.56 ± 9.30 lg/mL) (p = 0.005). Posi-

tive correlation was found between heart rate and LBP level and

negative correlation between blood pressure and LBP level

(p \ 0.001). Using Cox-regression analysis LBP was found to be one

of the risk factors of increased mortality during 48 weeks follow-up

(p = 0.009).

Conclusions: Serum LBP elevation shows a significant correlation

with severity of cirrhosis, ascites, presence of IBO and hemodynamic

disorders. High LBP level is a reliable marker of BT and independent

predictor of increased long-term mortality in cirrhotic patients.

S522 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Topic: 12.b Clinical

Absno: 1213

Serum creatinine levels above 1.3 mg/dl predict high mortality
in cirrhotics: Need to Redefine the criteria of hepatorenal
syndrome

Chitranshu Vashishtha1, Rakhi Maiwall1, Zeeshn A. Wani1,
Suman Nayak2, Manoj Sharma1, Vikram Bhatia1, Hitender
Garg1, Ramesh Kumar1, Shiv Sarin1
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New Delhi, India

Background and aims: The current cutoff of serum creatinine for

hepatorenal syndrome at 1.5 mg/dl is arbitrarily set and may miss the

patients with lesser degree of renal dysfunction. We hypothesized that

patients of cirrhosis with milder degrees of renal dysfunction are also

at significantly increased risk of death.

Patients and methods: We retrospectively analysed followup data of

all consecutive patients of cirrhosis admitted to our department from

April 2009 to March 2012. Patients were segregated into three groups

according to their baseline serum creatinine (group 1, 2 and 3: \ 1,

1–1.5 and [ 1.5 mg/dl respectively).

Results: Out of 3264 patients analysed, 2204 patients (M:F =

1488:716) were in group 1 (67.5%), 613 patients (M:F = 511:102)were

in group 2 (18.8%)and 447 patients (M:F = 402:45)were in group 3

(13.7%). Median creatinine was 0.68 (range 0.1 to 0.9), 1.17 (range

1–1.5) and 2.2 (range 1.51–13.36) in groups 1, 2 and 3 respectively. At a

median followup of 61 days (range 1–1064 days), 193 (8.8 %), 87 (14.2

%) and 271 (60.6%) patients died in groups 1, 2 and 3. There was a linear

relationship between serum creatinine from 0.5 to 2.5 and death; beyond

creatinine of 2.5, the mortality rate did not increase further. Cutoff value

of 1.3 most optimally divided the patients who survived and those who

not with a hazard ratio of 7.7.

Conclusion: A strict cutoff of 1.5 mg/dl for serum creatinine diag-

noses only severe cases of renal dysfunction. This study provides

evidence for lowering cutoff of serum creatinine for hepatorenal

syndrome till a better marker is available for determining renal

dysfunction.
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Evaluation study on psychometric hepatic encephalopathy score
system in the diagnosis of minimal hepatic encephalopathy and its
related factors

Ping Zhao, Yanyan Wang, Jiangbin Wang
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Changchun, China

Objective: Discussion the influence factors of PHES system and

MHE diagnostic value.

Method: Survey of 138 patients with liver cirrhosis, including 20

cases OHE patients, no OHE in 118 cases and 108 cases the normal

control group. PHES system test was carried out All participants to

explore the influencing factors and to work out a reference value.

Cirrhosis compared to the group. If PHES system \-4 is scoring

diagnosis light MHE, and analyzes MHE risk factors.

Results:

(1) Age and education by time and PHES system are linearly

related, the greater the age, education by the lower level, the

worse PHES system test scores.

(2) No OHE hospitalization of patients with liver cirrhosis light

miniature hepatic encephalopathy (MHE) prevalence was

52.5%.

(3) Prevalence MHE only and Child-pugh grading related,OR =

2.3, is the risk factors.

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; Jilin university sino-japanese

friendship hospital patients with cirrhosis MHE prevalence was

52.5%, Child-Pugh classification is an important risk factors. The

PHES system in our country to confirm the range of normal ref-

erence value still needs to be a large sample of epidemiological

survey. Attention should be paid to in patients with liver cirrhosis

MHE morbidity of the situation, the proposal PHES system routine

use high-risk patients for screening, do it early diagnosis and early

treatment, prevent illness development, reduce the incidence of

related events.
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Health-related quality of life of patients with Hepatitis B-related
liver cirrhosis in Davao City - a multi-center study

Jessie Pearl Litang de la Pena1, Marilyn Arguillas2, Alisa
Bernan2, Jeremae Balansag3, Virgilio Dave Cania4, Jeffrey
Tamayo2

1Internal Medicine, Brokenshire Integrated Health Ministries,

Incorporated, 2Internal Medicine, Davao Doctors Hospital, 3Internal

Medicine, San Pedro Hospital, 4Internal Medicine, Southern

Philippines Medical Center, Davao, Philippines

Background/aims: International studies showed poor quality of life

for patients with liver cirrhosis. No study has yet been performed on

Filipino patients with liver cirrhosis due to chronic hepatitis B

infection using the Medical Outcomes Study 36-Item Short-Form

Health Survey (MOS SF-36). This study aims to determine the health-

related quality of life (HRQOL) of patients with liver cirrhosis due to

chronic hepatitis B in Davao City using the MOS SF-36, and the

association of HRQoL to the severity of liver cirrhosis as measured by

the Childs-Pugh classification.

Methods: The SF-36 was self-administered to 63 subjects. HRQoL

scores were compared among the different study groups. The MOS

SF-36 includes two component summary measures: physical com-

ponent summary (PCS) and mental component summary (MCS).

Each comprises four health domains—physical functioning, role-

physical, body pain, and general health for the PCS, while vitality,

social functioning, role-emotion, and mental health compose the

MCS.

Results: The mean PCS score was 41 and the mean MCS score was

37.5. The domain scores were 41.1 for physical functioning, 37.3 for

the role-physical, 40.2 for the bodily pain, 36.8 for the general health,

46.6 for vitality, 35.6 for social functioning, 33.7 for role-emotional,

and 38.7 for mental health.

Conclusion: The HRQoL scores of the patients fall below the norm

for both the physical and mental summary measures. No conclusion

was drawn on the relationship between Childs-Pugh classification and

the HRQOL scores because the statistical test failed due the presence

of expected value less than 5. Descriptive analysis was done and

showed that more patients with Childs-Pugh A, B and C have a mean

PCS and MCS scores of less than 47.
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Translating Practice Guideline to Clinical Practice: A Review
of Antibiotic Prophylaxis Practice Patterns for Cirrhotic Patients
with Upper Gastrointestinal Bleeding

Nathan Hambly, Keith Tsoi
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Canada

Background/aims: The American Association for the Study of Liver

Disease (AASLD) published its practice guidelines advocating for the

use of antibiotic prophylaxis in cirrhotic patients with an upper gas-

trointestinal bleeding in 2007. However, clinical practice lags behind

published evidence and guidelines; the degree of this delay has not

been well characterized. The aim of this study is to determine how

much time elapsed between this guideline publication and adherence

in clinical practice.

Methods: Adult patients with a pre-existing history of cirrhosis,

presenting to tertiary care centres in Hamilton, Ontario, Canada

between the years 2007–2010 with an acute upper gastrointestinal

hemorrhage were included in this retrospective study. Exclusion

Criteria included:

(1) New diagnosis of cirrhosis;

(2) death within 24 hours of admission, or

(3) active infection at presentation.

Patient records were reviewed to verify whether prophylactic

antibiotics were administered during the patients’ admission.

Results: Overall, 55% (38/69) of the cohort received appropriate

antibiotic prophylaxis [(43.3–66.7%) SE = 0.06]. The rate was

higher in patients admitted to the gastroenterology service (60%)

compared to general internal medicine service (36%). There was a

statistically significant rise in the rate of appropriate antibiotic pro-

phylaxis over the duration of the study period (rates of 14%, 26%,

67% and 80% in years 2007, 2008, 2009 and 2010 respectively;

p = 0.0004). The rate of proven/possible infections were lower in the

group who received antibiotic prophylaxis (8%) compared to the

group without prophylaxis (26%) (p = 0.043), but there was no sta-

tistically significant difference in mortality rate (p = 0.622)

Conclusions: This study demonstrated a delay of three years to

achieve 80% adherence of recommendations of the AASLD Practice

Guidelines on antibiotic prophylaxis of cirrhotic patients into clinical

practice. Exposure to the guideline may account for the difference in

its adaptation between various divisions of internal medicine.

Topic: 12.b Clinical

Absno: 1328

Nutritional status changes in cirrhotic patients during Ramadhan
fasting

Azzaki Abubakar, Irsan Hasan, Rino Alvani Gani,
Murdani Abdullah

Internal Medicine, University of Indonesia, DKI Jakarta, Indonesia

Background: Ramadhan is the Islamic month obligatory fasting, from

dawn until sunset. There are many aspects in disease that is influenced

by Ramadhan fasting. Aim of the study is to evaluate nutritional status

changes in cirrhotic patients (pts) during Ramadhan fasting.

Method: This was a pre and post study. Triceps skinfold thickness

(TST), mid arm muscle circumference (MAMC) and body mass index

(BMI) were used as indicators of nutritional status changes during

Ramadhan fasting compared to thirty days after the end of Ramadhan

in the same patients. TST was measured by Holtain caliper. Child

Pugh score was also assessed.

Results: Twenty-four cirrhotic patients were enrolled to the study,

Child Pugh (CP) A 20 pts (83%), CP B 1 pts (4.1%), CP C 3 pts

(12.5%). Mean TST during Ramadhan was 7.4 ± 3.61 mm compared

to mean TSF after Ramadhan 7.9 ± 4.33 mm (p = 0.024). Mean

BMI value during Ramadhan was 25.12 ± 4.05 kg/m2 compared to

BMI value after Ramadhan 25.25 ± 4.01 kg/m2 (p = 0.438). Mean

MAMC during Ramadhan was 25.77 ± 3.08 cm compared to mean

MAMC 25.98 ± 3.42 cm (p = 0.228). There were no changes of

Child Pugh scores after Ramadhan.

Conclusion: Triceps skinfold thickness, MAMC and BMI decreased

in cirrhotic patients during Ramadhan fasting, but no changes in Child

Pugh scores after Ramadhan. Fasting in Ramadhan may not harmful,

especially in compensated cirrhotic patients.

Topic: 12.b Clinical

Absno: 1350

Evaluation of small intestine mucosa in patients with portal
hypertension

Daria Mareeva, Petr Shcherbakov, Inna Sidorova

Central Scientific Research Institute of Gastroenterology, Moscow,

Russia

The varices of esophagus, stomach or colon forms as compensatory

mechanism in patients with portal hypertension. Varicose veins are

dangerous with development of profuse bleeding. Infrequently in the

absence of vascular changes of the esophagus or rectum are affected

vessels of the small intestine. However, to identify these symptoms is

difficult.

The aim of the study was to evaluate the condition of vascular bed

of the small intestine in patients with PG.

Materials and methods: Observed 30 patients midage ± 0.7 years,

men-women 22 and 8 with portal hypertension in 24 of them had

varicose veins II–III degree, and, or hemorrhoids of I–III degree. All

patients underwent capsule endoscopy. During the study, all patients

with both symptoms of varicose veins of the esophagus or without

vascular changes were determined in jejunum and ileum. All patients

underwent capsule endoscopy. During the study, all patients with both

symptoms of varicose veins of the esophagus, and without them,

determined changes of the vascular bed in the jejunum and ileum.

Depending on the severity of portal hypertension in the small intestine

were determined following lesions: epithelia hemorrhage, arteriove-

nous malformation, varix on the small intestine wall surface. It is

noted that in severe degree of portal hypertension and lack of changes

in the esophagus and rectum, small intestine vascular bed changes

were more severe than in combination with varicose veins of the

esophagus.

Conclusion: In portal hypertension in patients with vascular pattern

changes not only the esophagus, stomach or colon, but also the small

intestine. Late diagnosis of these alterations in the small intestine can

be the reason of the non diagnosed intestinal bleeding and anemia.

Capsule endoscopy is a highly informative, safe and comfortable

method of investigating the small bowel in patients with portal

hypertension.
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Prognostic significance of hyponatremia in patients with liver
cirrhosis
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Background: Recently, serum sodium measurement has been intro-

duced to improve prediction of survival among patients with liver

cirrhosis. However, its role as single prognostic factor has not been

evaluated in our patients.

Objective: To compare prognostic significance of hyponatremia in

non-transplant, cirrhotic patients of various etiologies.

Method: We evaluate historical cohort of liver cirrhosis patients

between January 2009 and December 2011. Demographic and labo-

ratory data were collected. Hyponatremia was defined as a serum

sodium concentration less than 135 mEq/L. Kaplan-Meier curves

with log-rank test was applied to compare survival curves between

patient with and without hyponatremia. Significance of hyponatremia

as a poor prognostic factor was tested using the Cox proportional

hazard regression model.

Results: Ninety-six cases were retrieved for evaluation, 67 (69.8%)

were men. Patients’ mean age was 62.0 (29–95) years. There were 29

(30.2%) patients presented with hepatocellular carcinoma. Mean

serum sodium concentration was 134.1 mEq/L; hyponatremia was

found in 39 (40.6%) of them. Twenty-nine (30.2%) patients died

during follow-up. Kaplan-Meier curve analysis showed a significant

difference of survival between patients with and without hyponatre-

mia (log rank p \ 0.001). The median survival was 4 months (95%

confidence interval [CI]: 1.1–6.9 months). Hyponatremia was asso-

ciated with death in patients with liver cirrhosis (hazard ratio [HR]

4.12; 95% CI: 1.845–9.200; p = 0.001). Patients with hyponatremia

is significantly associated with ureum more than 50 mg/dL

(p = 0.025; Chi-square test), but not with creatinine level.

Conclusion: Serum sodium concentration may be used as single

prognostic in non-transplant, liver cirrhotic patients. Low sodium

concentration is associated with higher mortality in these patients.
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Portal enteropathy in patients with liver cirrhosis

Daria Mareeva, Petr Shcherbakov, Inna Sidorova

Central Scientific Research Institute of Gastroenterology, Moscow,

Russia

Liver cirrhosis is one of the most serious diseases in gastroenterology.

And portal hypertension is one of the most dangerous complication of

cirrhosis. It is well known that portal hypertension characterized by

wide development of collateral blood circulations. Usually it occurs in

area of cardioesophageal transition, hemorrhoid veins in rectum,

vascular texture of anterior wall of belly, however it is frequent

together that takes part in small bowel veins.

Materials and methods: We investigated 30 patients at the age from

19 to 68 years (22 men and 8 women) with portal hypertension and

varicose expanded veins of esophagus and colon various degree. All

these patients underwent capsule endoscopy.

Results: It is possible to confirm that at all of patients with portal

hypertension have changes of a vascular channel in a kind of varicose

expansions was defined in 33.3%, increased vascular patern of the

small intestine 66.7%, arteriovenous malformation in 13.3%, erosion

16.7 and haemorraghia in 60%, Delafua defects in 6.7%, bleedings in

23.3%. Based on the data of the research we developed a working

classification of portal enteropathy with the division in to 3 degrees.

We compared the degree of portal enteropathy with the severity of

cirrhosis and also with portal hypertension in the other parts of GIT.

Conclusion: It is possible to say that all of the patients with liver cir-

rhosis and portal hypertension have different alterations in small bowel.

These changes correlate with class of liver cirrhosis and manifestations

of portal hypertension in other parts of the gastrointestinal tract.
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Background: In liver cirrhosis, anticoagulant activity may reflect

hepatocellular dysfunction. Proper level of anticoagulation usually

showed by the International Normalized Ratio (INR) calculated from

prothrombine time.

Objective: To know the prognostic significance of high INR value in

non-transplant, cirrhotic patients of various etiologies.

Method: We evaluate a historical cohort consisting patients with liver

cirrhosis between January 2009 and December 2011. Demographic

and laboratory data were retrieved from the patient’s medical record.

High INR was defined as a value more than 1.7. Survival analysis was

performed using the Kaplan-Meier curve to compare survival of

patients with INR [ 1.7 and INR B 1.7. The effect of high INR as

prognostic factor was tested using the Cox proportional hazard

regression model.

Results: Ninety-six cases were retrieved for evaluation, 67 (69.8%)

were men. Patients’ mean age was 62.0 (29–95) years. There were 29

(30.2%) patients presented with hepatocellular carcinoma. Hemosta-

sis profile was available in 90 cases. Mean INR was 1.7 ± 0.95; 27

(28.4%) patients had INR more than 1.7. Twenty-nine (30.2%)

patients died during follow-up. Kaplan-Meier curve analysis showed

a significant difference of survival between patients with INR more

than 1.7 and INR 1.7 or less (log rank p = 0.001). INR value more

than 1.7 was associated with death in patients with liver cirrhosis

(hazard ratio [HR] 3.42 95% CI: 1.535–7.600; p = 0.003).

Conclusion: High INR is associated with higher mortality in liver

cirrhotic patients. Treatment with exogenous coagulation factors may

be recommended to lower INR. Further study is needed to know

whether lowering INR may prolonged survival in these patients.
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Background: Balloon-occluded retrograde transvenous obliteration

(B-RTO) is recognized as the standard therapy for patients with gastric

fundal varices in Japan, however, the procedure is difficult when

drainage veins other than the gastrorenal shunt developed. The efficacy

and safety of B-RTO using a microballoon catheter for such patients

were evaluated.

Methods: The subjects were 96 patients with gastric fundal varices who

fulfilled the criteria for receiving endoscopic and/or interventional

therapies. Among these, 92 patients underwent B-RTO. Of the 92

patients, 14 were treated with the use of microballoon catheters,

including 9 in whom the left inferior phrenic vein was found as a sec-

ondary drainage vein in addition to the gastrorenal shunt, and 5 in whom

a gastrorenal shunt was absent. A microballoon catheter was inserted

through the left inferior phrenic vein in 13 patients, and through the

pericardiophrenic vein in 1 patient.

Results: The B-RTO procedure using microballoon catheters was

successful in 13 of the 14 patients (93%), while in the remaining one

patient, multiple drainage veins were visualized on venography.

Complete obliteration of the varices was achieved in all the 13 patients

by injection of 5% ethanolamine oleate at a median volume of 25 mL

(range, 11 to 40 mL) through the catheters. None of the patients showed

injuries of the drainage veins or any systemic complications.

Conclusions: B-RTO using a microballoon catheter is useful for the

treatment of gastric fundal varices in which drainage veins other than

the gastrorenal shunt developed.
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Background: Patients with liver cirrhosis often develop hyperdy-

namic circulation characterized by decreased systemic vascular

resistance and increased cardiac output. We investigated which

clinical factors would predict hyperdynamic circulation in liver cir-

rhosis patients

Methods: Seventy six patients who underwent living donor liver

transplantation due to decompensation or hepatocellular carcinoma

were included. Among these patients, those who had underlying liver

cirrhosis were analyzed. Hemodynamic variables, including central

venous pressure, mean arterial pressure, and cardiac output were

measured after induction of anesthesia, and cardiac output index (CI)

and systemic vascular resistance index (SVRI) were calculated.

Clinical parameters such as model for end-stage liver disease

(MELD), Child-Pugh score, heart rate, arterial pressure, ascites,

esophageal varix, gastro-renal or spleno-renal shunt and drug history

were collected by medical records.

Results: Fifty-nine patients were analyzed (forty men, median age

59 years old). The median MELD score was 14 (7–45), and Child-

Pugh class A, B, and C were 18 (30.5%), 18 (30.5%), and 23 (39%),

respectively. On the univariate analysis, low SVRI (\ 1500

dyne•s/cm5/m2) was associated with high MELD score (C 15)

(p \ 0.001), Child-Pugh class C (p = 0.012), and presence of

hypertension and systemic inflammatory response syndrome (SIRS).

On multivariate analysis, low SVRI was only associated with high

MELD score [OR 7.43 (95% CI 1.25–44.12); p = 0.027]. In terms of

CI, on univariate analysis, high cardiac output index ([ 4 L/min/m2)

was associated with heart rate (C 80/min) (p = 0.011), SIRS

(p = 0.007) and Child-Pugh class C (p = 0.004). On multivariate

analysis, The presence of SIRS was the only predictive factors for

high CI [OR 6.44 (95% CI 1.01–41.30); p = 0.049].

Conclusion: In conclusion, among various clinical factors, high

MELD score (C 15) and SIRS were the most predictive factors of

hyperdynamic circulation in the liver cirrhosis patients.
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Backgrounds: Infection is associated with poor prognosis, but often

difficult to diagnose in cirrhotic patients. The role of clinical

parameters such as systemic inflammatory response syndrome (SIRS)

criteria in diagnosing infection remains unclear in the cirrhotic pop-

ulation. The aim of this study was to determine the prevalence of

infection in decompensated cirrhotic patients and evaluate the use-

fulness of inflammatory markers including C-reactive protein (CRP)

and neutrophil-to-lymphocyte ratio (NLR) in the diagnosis of

infection.

Methods: Study population consisted of 263 consecutive events in a

cohort of 184 decompensated cirrhotic patients admitted to a tertiary

centre from September 2011 to September 2012. The presence of

SIRS and overt infection were evaluated. CRP and NLR were

measured.

Results: The main cause of admission was uncontrolled ascites

(34.8%), varix bleeding (23.9%), and hepatic encephalopathy

(13.6%). Thirty six patients (19.6%) had overt infection and 14 of 36

(38.9%) patients only met the SIRS criteria. For the diagnosis of

infection, baseline CRP (C 12 mg/L) and NLR ([ 4.4) were the

significant factors compared to the Child-Pugh and MELD scores.

Particularly in patients of the Child-Pugh C group, combined baseline

CRP and NLR enhanced diagnostic accuracy of infection. Nine out of

36 patients developed delayed infection and increased CRP from

baseline to day 3 predicted the diagnosis of delayed infection.

However, there were no differences in the presence of SIRS, WBC

counts, Child-Pugh and MELD scores at baseline between the patients

with or without infection.

Conclusions: The present study suggests that NLR as well as CRP are

significant indicators of the diagnosis of infection and survival among

decompensated cirrhotic patients. Combined CPR and NLR increase

diagnostic ability of infection in the Child-Pugh C group. Decom-

pensated cirrhotic patients with elevated CRP level and NLR should

be carefully checked the presence of infection and considered for

antibiotic therapy.
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Improvement of liver function and prevention of encephalopathy
by occlusion of porto-systemic shunt in patients with recurrent
hepatic encephalopathy

Jihyun An, Young-Suk Lim
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Backgrounds: It has been suggested that the existence of large

spontaneous porto-systemic shunt is frequent cause of recurrent

hepatic encephalopathy (HEP) in patients with cirrhosis. Occlusion of

the shunt may prevent the recurrence of HEP and also may improve

patients0 liver function by restoring portal blood flow to the liver.

Methods: Data of 20 patients who underwent occlusion of porto-

systemic shunt for recurrent HEP between 2006 and 2011 in a single

tertiary referral hospital were analyzed.

Results: Median age of patients was 63 years (range, 48–79 years),

and 11 (55%) were males. The number of patients with Child-Turcott-

Pugh (CTP) class B and C was 12 and 8, respectively. Shunt occlusion

failed technically in 3 patients. There was significant difference in

1-year survival after shunt occlusion between patients with CTP class

B and C (89% vs. 20%, P \ 0.01). The median survival time for

patients with CTP class C was 4 months. The number of HEP epi-

sodes and hospitalization due to HEP per patient during 3 months

before and after shunt occlusion significantly decreased in patients

with CTP class B (4.83 vs. 0.08, P \ 0.01 and 1.67 vs. 0.08, P \ 0.01,

respectively). Among patients with CTP class B, CTP and MELD

score improved in 9 (75.0%) and 6 (50.0%) patients, respectively,

within 3 months after shunt occlusion. Hepatic decompensation and

hepatorenal syndrome after occlusion occurred only in 3 patients with

CTP class C.

Conclusions: Occlusion of spontaneous porto-systemic shunt is

effective in preventing HEP particularly in patients with CTP class B.

In some patients with CTP class B, improvement of liver function can

also be expected. However, shunt occlusion should be cautiously

considered in patients with CTP class C.
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Minimal hepatic encephalopathy: prevalence and risk factors
in Tunisian cirrhotic patients. Results of a prospective study.
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Background and aims: Minimal hepatic encephalopathy (MHE) is

the mildest form of the spectrum of hepatic encephalopathy (HE) that

impairs health related quality of life. The aim of this study is to

evaluate the prevalence of MHE in patients with liver cirrhosis and

analyze risk factors.

Methods: Between July 2011 and June 2012, 40 cirrhotic patients

were evaluated by the psychometric hepatic encephalopathy score

(PHES) battery comprising 5 tests: number connection test A and B,

line tracing test, serial dotting test and digit symbol test. The PHES

score was calculated according to the Spanish norms. Exclusion cri-

teria were: overt or history of recent HE, illiteracy, other cause of

impaired cognition, active alcohol or substance abuse. Patient’s

characteristics, including educational status, Child-Pugh and Meld

scores were analyzed.

Results: There were 27 males and 13 females with a mean age of

50 year old (extremes: 18–73). Child-Pugh score was A in 60%, B in

22.5% and C in 17.5%. Mean Meld score was 13.5 (extremes 4–27).

Etiology of cirrhosis was viral in half of cases. MHE was detected in

50% of patients, as indicated by altered PHES score. Univariate analysis

indentified 4 variables significantly associated with the presence of

MHE: age [ 55 years (OR = 3.68, p = 0.031), poor educational sta-

tus with years of study \ 9 years (OR = 4.52, p = 0.007), MELD

score [ 15 (OR = 17], p = 0.002) and Child-Pugh [ 7 (OR = 1.44,

p = 0.001). At multivariate analysis, the only independent risk factor of

MHE was a MELD score [ 15 (OR à 15.4; p \ 0.001).

Conclusion: In this preliminary small series, prevalence of MHE in

Tunisian cirrhotic patient was 50%, which is lower than reported in

most Western countries. Frequency of MHE increases with the

severity of liver disease. Normative data of the PHES in Tunisian

population is necessary for further studies.
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Background/Aims: Surgical treatment for hepatocellular carcinoma

(HCC) with portal hypertension (PH) remains controversial. The aim

of this study is to evaluate the prognostic outcome and significance of

preoperative management for hepatocellular carcinoma with portal

hypertension.

Methods: From 1995 to 2010, 987 patients underwent 1311 hepatic

resections. Esophagogastric varices were found in 168 patients and

platelet count was below 100,000 in 198 patients. Preoperative

endoscopic variceral ligation (EVL) was performed in 58 patients,

Hassab’s operation in 25, splenectomy in 20, and balloon-occluded

retrograde transvenous obliteration (BRTO) in 6. The long-term

outcomes and complications of these patients were investigated in

these 109 patients. Morbidity rate was compared by chi-square test

and overall survival was compared by log-rank test.

Results: The 1-, 3-, and 5-year overall survival rates after hepatec-

tomy with preoperative management of PH were 93%, 75%, and 51%,

respectively. Those rates were 91%, 78%, and 48% for those who

underwent splenectomy or Hassab’s operation and subsequent hepa-

tectomy, 95%, 72%, and 56% for those who underwent EVL or

BRTO and subsequent hepatectomy, and 85%, 23%, and 0% for those

who underwent only splenectomy or Hassab’s operation. Postopera-

tive morbidity and mortality after splenectomy or Hassab’s operation

were 17% and 2%, those rates after subsequent hepatectomy were

25% and 1%, respectively. Among 45 patients underwent splenec-

tomy or Hassab’s operation, 7 patients did not undergo hepatectomy

due to the following reasons; poor hepatic functional reserve in 5,

tumor progression in 1 and portal vein thrombosis in 1. Comparing to

those without the management, morbidity rate was 19.2% and 1-, 3-,

and 5-year overall survival rates were 93%, 77%, and 63%, showing

P = 0.44 and P = 0.23 by chi-square test and Log-Rank test,

respectively.
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Conclusions: Hepatectomy for HCC in patients with PH may be

beneficial, if the appropriate preoperative management of PH is

performed.
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Glucose metabolism disorders in cirrhosis: prevalence and risk
factors. A prospective study.

Rym Ennaifer1,2, Myriam Cheikh1, Hayfa Romdhane1,
Rania Hefaiedh1, Houda Ben Nejma1, Najet Bel Hadj1

1Hepatology and Gastroenterology, Mongi Slim Hospital, 2Faculty

of medicine, University of Tunis El Manar, Tunis, Tunisia

Background and aims: The relationship between diabetes mellitus

(DM) and cirrhosis has been increasingly discussed. Up to 30% of

patients with cirrhosis may be clinically diabetic, moreover, glucose

metabolism disorders (GMD) may be subclinical, only detected by an

oral glucose tolerance test (OGTT). The aim of this study was to

determine the prevalence of clinical and subclinical forms of GMD

and their risk factors in cirrhosis.

Methods: Prospective cohort study conducted in 74 patients with

cirrhosis. Diagnosis of DM and impaired glucose tolerance (IGT) was

established through the results of fasting glycemia and OGTT. OGTT

was performed if fasting glycemia was normal. Familial history of

diabetes, etiology and complications of the cirrhosis were recorded.

Dry body mass index, Child-Pugh and Meld scores were calculated.

Results: They were 40 females and 34 males with a mean age of

57 years. Etiology of the cirrhosis was viral in 56%. Child-Pugh score

was C in 28.4%, mean Meld score was 14.5. GMD were found in

67.6% of patients: 42% of DM and 25.6% of IGT. OGTT identified

48% of GMD. At univariate analysis, cirrhotics with GMD had higher

frequency of familial history of diabetes (p = 0.01) and were more

often female (p = 0.04) than cirrhotics without GMD. There were no

statistically differences regarding age, etiology of cirrhosis, dry body

mass index and cirrhosis complications. Multivariate analysis showed

that familial history of diabetes was the only independent risk factor

for glucose metabolism disorders in cirrhosis (OR = 5.1, p = 0.005).

Conclusion: About 68% of patients with cirrhosis have diabetes or

IGT, which is higher than in the general population. A familial history

of diabetes was the only independent risk factor for GMD.

OGTT detected nearly half of subclinical GMD and therefore

should be routinely investigated in cirrhotic patients without known

diabetes.
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Frequency of renal impairment after spontaneous bacterial
peritonitis in cirrhosis

Asif Javaid Wakani1, Mansoor Haq1, Hafeezullah Shaikh2
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National Institute Of Liver & GI Diseases (NILGID),Dow University

of Health Sciences, Karachi, Pakistan

Background/aim: To determine the frequency of renal impairment

after spontaneous bacterial peritonitis (SBP-RI) in a population of

cirrhotic patients admitted to a big tertiary care hospital.

Material and methods: This study was conducted in the Department

of Gastroenterology at Liaquat National Hospital, Institute for

Postgraduate Medical Studies and Health Sciences, Karachi. A total

147 patients of liver cirrhosis were evaluated for the severity (Child-

Pugh class) of cirrhosis. Etiology of cirrhosis was noted. Serum Blood

Urea Nitrogen (BUN) and serum Creatinine in patients of liver cir-

rhosis was also calculated.

Results: Male to female ratio was 1.4: 1 and mean age was

50.69 ± 10.69 years. Child’s Pugh class-A was found in 29 (19.7%)

patients, class-B in 68 (46.3%) and class-C in 50 (34%) patients. The

mean blood urea nitrogen (BUN) was 22.4197 ± 11.64742 and serum

creatinine was 1.2207 ± 0.92535. Renal impairment was observed in

40 (27.2%) patients while in 107 (72.8%) patients, renal function was

normal. Frequency of renal impairment was higher in child’s Pugh

class-B (23.5%) as compared to child’s Pugh class A, 5 (17.2%), and

it was found to be highest in child’s Pugh class-C (38%).

Conclusion: The frequency of renal impairment after Spontaneous

Bacterial Peritonitis among patients of liver cirrhosis is alarmingly

higher in the local set up as consistent with the reported literature.

Thus, we recommend baseline renal functions and anticipating drug

dosage reduction according to creatinine clearance and avoidance of

nephrotoxic drugs in cirrhotic patients with Spontaneous Bacterial

Peritonitis and early identification of treatment strategies to reduce

morbidity and mortality in these patients.
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The prevention and treatment of intra-abdominal hemorrhage
post splenectomy and linear stapler pericardial disconnection
on portal hypertension

An Jiang1, Shu Zhang2, Zongfang Li1, Rui Zhou2, Zhidong
Wang2, Jian Zhang2, Fanpu Ji3, Zhengan yang2, Baotai wang2

1General Surgery, the Second Affiliated Hospital, School

of Medicine, Xi’an Jiaotong University, Xi’an, 2General Surgery,
3infectious disease, the Second Affiliated Hospital, School

of Medicine, Xi’an Jiaotong University, Xi’an, China

Background: To introduce a self-designed method, the linear stapler

pericardial disconnection in treating portal hypertension, and to

evaluate the prevention and treatment of intra-abdominal hemorrhage

post operation.

Method: The clinical data from 142 patients with portal hypertension

undergoing linear stapler pericardial disconnection from Nov 1998 to

Oct 2012 were analyzed retrospectively.

Results: All the patients had liver cirrhosis due to viral hepatitis; 27

patients belonged to Child’s classification degree A(19.0%), 94 to

degree B(66.2%), and 21 to degree C(14.8). Emergency operation was

performed in 9 cases, 36 cases were submitted to prophylactic sur-

gery, and the rest to selective operation. The operations were

performed smoothly, without operative mortality. There were 7 cases

suffer Intra-abdominal Hemorrhage post the operation. 3 cases suffer

errhysis from drainage tube, 3 cases have a hematocele in abdominal

cavity. 1 case haemorrhage from drainage tube incision. 1 case

expired because of hepatic failure; other cases were cured (4 cases

conservative treatment, 2 cases operation).

Conclusions: The ‘‘linear stapler pericardial disconnection’’ is a

convenient and effective procedure for the treatment of portal

hypertension. It deserves further study in order to be popularized in

clinical practice. The main reasons of Intra-abdominal Hemorrhage

post the operation were the patients have thrombocytopenia, lesser

clotting factors and higher portal vein pressure. The main prevention

method was correct hypercoagulable state according thrombelastog-

raphy before operation; exact hemostatic at easy bleeding site (spleen

pedicle, gastric short blood vessels, gastric coronary veins and
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splenorenal ligament). Conservative treatment was available to intra-

abdominal errhysis (\ 50 ml/hour) and operation should be per-

formed in intra-abdominal hemorrhage ([ 50 ml/hour). Vascular

embolization or laparotomy hemostatic should be selected, and

individualized treatment was advocated.

Topic: 12.b Clinical

Absno: 1571

Prevalence, etiological factors, survival rates, lifetime and causes
of death of patients with liver cirrhosis in Tajikistan

Gijosiddin Mirojov, Sayfullo Avezov, B. Ganiev, S. Mahmadaliev,
D. Ishankulova, R. Odinaev, N. Tukhtaeva, Ch. Rahimova,
A. Bakhtibekov, M. Sattorova

Institute of Gastroenterology, Dushanbe, Tajikistan

Aims: To study the prevalence of liver cirrhosis (LC), survival rates,

lifetimes and principal causes of patients death, and evaluation of

prognostic value of complications of LC in Tajikistan.

Methods: There were diagnosed 1374 patients of the LC. Survival

was assessed according to the Kaplan-Meier method. The mortality

risk of cirrhosis complications was analyzed by a time-dependent Cox

regression model.

Results: The main etiological factors of development of LC were:

hepatitis B virus (49%), hepatitis C virus (36%) and alcohol (4%).

The incidence of viral LC reach 2.32 per 10 000 of adult populations.

Alcohol-induced LC (ALC) and primary biliary cirrhosis (PBC) are

over 10 and 5 times less frequent than in Russia. Lifetime and 3-year

survival rate of patients depend on a phase of cirrhotic process

compensation. The highest 3-years survival rate of patients from the

producing moment of this diagnosis was 79% at Child-Pugh grade A

vs. 28% at grade C. The cause of death of 89% of patients has been

directly related to complications of cirrhosis. The main reasons of

patients death were: hepatic encephalopathy (46.7%), bleeding serve

(18.3%), hepatorenal syndrome (12.5%), spontaneous bacterial peri-

tonitis (9.2%) and portal vein thrombosis (2.5%). The prognosis of

survival is most unfavorable at hepatic encephalopathy in comparison

with other complications of the LC. Presence more than one com-

plication increases probability of death of patients more than 2.5

times. The higher relative risk of death has patients with grade B and

C with comparison to grade A.

Conclusion: The main etiological factors of LC are HBV and HCV in

Tajikistan. In our country the incidence of viral LC does not differ

from that in Russia. ALC and PBC are a few in Tajikistan. Survival

rate of patients depend on Child-Pugh grade.
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Electrophysiological changes in patients with liver cirrhosis
in tertiary care hospital Karachi Pakistan
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Introduction: The recently recognized phenomena of QT interval

prolongation in Cirrhosis can be a cause of sudden cardiac death in

patients. Several studies have shown the QT prolongation to be

related to both the severity of liver disease, and the survival. Our

study is the first from South East Asia to measure and discuss this

association.

Methods: An analytical retrospective cross sectional study at Aga

Khan University Hospital Karachi. (AKUH) Data regarding demog-

raphy, clinical features; laboratory and ECG changes was collected.

Results: Out of 420 patients, 225 patients who had complete ECG

workup were analyzed. Mean age of patients was 54 ± 11 years and

125 (56%) were male. 152 (68.5%) had HCV related cirrhosis, 24

(10.8%) had HBV while 7(3.2%) had HBV/HDV and 39(17.6%) had

NBNC cirrhosis. The mean corrected QT interval of these patients

was 0.44 ± 0.067s (Normal \ 0.46 s). 79 (35.1 %) patients had a

prolonged corrected QT interval. Other observed electrophysiological

parameters in these patients included the PR interval, of which the

majority 216, (96.4%) had normal values (0.12–0.22 s). Only 7

patients (3.1%) had a prolonged PR interval ([ 0.22 s). 23 (10.4%)

patients were shown to have a prolonged QRS duration. There was no

significant association of prolonged QT interval with gender, etiology

of CLD and severity of liver disease.

Conclusion: There are significant electrophysiological changes (QT

prolongation) in liver cirrhosis patients and suggesting that these

patients carry with it the risk of arrhythmias such as Torsades de

Pointes and sudden cardiac death, we recommend that routine cardiac

screening of all cirrhotic patients should be performed.
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in Hepatocellular Carcinoma
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Background and aims: The role of infiltrating B cells in hepato-

cellular carcinoma (HCC) has been overlooked for many years. This

study is aimed to delineate the distribution, prognostic value and

functional status of B cells in human HCC.

Methods: Immunohistochemistry was used to investigate the distri-

bution and clinical significance of infiltrating CD20+ B cells in a

series of 120 HCC patients. The results were further tested in an

independent series of 200 HCC patients. The functional status of

CD20+ B cells was determined by flow-cytometry, immunofluores-

cence and in vitro co-culture assay.

Results: Infiltrating CD20+ B cells were predominantly concentrated

in the tumor invasive margin, compared with the peri-tumor and intra-

tumor. High density of margin infiltrating B cells (MIL-Bs) was

associated with small tumor size, absence of vascular invasion and

increased density of CD8+ T cells (P \ 0.05). Survival analyses

revealed that increased MIL-Bs and their penetration through the

tumor capsule were significantly associated with improved overall

and recurrence-free survival, and identified as independent prognos-

ticators for HCC patients (P \ 0.05). Importantly, the results were

further validated in another independent HCC cohort. Moreover, we

found that MIL-Bs featured an atypical memory phenotype

(IgD-IgG+CD27-CD38-), expressed surface markers characteristic of

antigen-presenting cells, possessed tumor-killing potential by pro-

ducing IFN-c, IL-12, granzyme B, TRAIL, and acted in cooperation

with CD8+ T cells.

Conclusions: The profile of CD20+ B cells in situ is a new predictor

of prognosis for HCC patients and provides a novel target for an

optimal immunotherapy against this fatal malignancy.
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The evaluative effect of noninvasive cardiac hemodynamics
detection on prognosis of HBV related cirrhosis patients

Li lei

Beijing You’an Hospital,Capital Medical University, Beijing, China

Objective: The aim of this study is to investigate the cardiac

hemodynamics change in cirrhosis patients due to chronic hepatitis B

with various degree and to clarify the relationship between Systolic

function of cardiac muscle and prognosis of portal hypertension.

Methods: Compared with twenty chronic hepatitis B patients, Forty-

five cirrhosis patients were investigated. According to child-pugh

score, they were divided into child-pugh A group (n = 12), child-

pugh B group (n = 17) and child-pugh C group (n = 16). According

to esophageal varices degree, they were divided into mild group

(n = 10), moderate group (n = 17) and severe group (n = 18).

According to viral load, they were divided into high viral load group

([105 copies/ml) (n = 19) and low viral load group (B105 copies/ml)

(n = 26). Noninvasive cardiac hemodynamics detection appearance

was applied to determine hemodynamic parameters.

Results: With the aggravation of liver function, mean arterial pres-

sure (MAP), stroke volume (SV), stroke index (SI), cardiac output

(CO), cardiac index (CI), left cardiac work (LCW) and left cardiac

work index (LCWI) take on degrading, which in child-pugh C group

are significantly lower than that in mild group (p \ 0.05). With the

aggravation of esophageal varices degree, MAP, SV, SI, CO, CI,

LCW and LCWI take on degrading, which in severe group are sig-

nificantly lower than that in child-pugh A group (p \ 0.05). There

was no significant difference between high viral load group and low

viral load group (p [ 0.05). Conclusions Cardiac hemodynamic

parameters could be effective to determine the development degree of

cirrhosis due to chronic hepatitis B. Systolic function of cardiac

muscle degrade with the aggravation of liver function and esophageal

varices degree.
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Accuracy of noninvasive hemoglobin measurement by pulse co-
oximetry masimo radical-7 in patients with esophageal varices
bleeding
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Beijing YouAn Hospital Capital Medical University, Beijing, China

Objective: It is important to monitor hemoglobin (HGB) levels for

patients with acute gastrointestinal bleeding. The objective of this

study was to evaluate whether noninvasive hemoglobin measurement

by Pulse CO-Oximetry could provide clinically acceptable accuracy

in esophageal varices bleeding patients.

Methods: Forty-seven cirrhosis patients undergoing esophageal var-

ices bleeding were enrolled in our study. Blood samples were

collected from these patients based on clinical necessity for mea-

surement of HGB concentration, at the same time, Masimo Radical-7

Pulse CO-Oximeter was performed to measure SpHb concentration

noninvasively and continuously.

Results: Eighty three paired data were collected by the two methods.

The value of SpHb was significantly higher than that of HGB

(8.80 ± 2.50 g/dL v.s. 6.76 ± 1.93 g/dL, P = 0.000), with a mean

difference of 1.92 g/dL (95% estimated confidence interval [CI]:

-0.43*4.27 g/dL, P = 0.000). There were 6 paired data, when HGB

value was below 4 g/dL. In this subgroup, the value of SpHb differed

nonsignificantly from that of HGB (3.67 ± 1.12 g/dL v.s.

3.22 ± 0.73 g/dL, P = 0.159), while the mean difference value of the

two methods reduced to 0.45 g/dL (95% CI: -0.86*1.76 g/dL,

P = 0.159). The overall correlation of the Masimo SpHb and the lab-

oratory HGB was 0.896 (r2 = 0.803, P = 0.000). Linear relationship

could be found between the two measurement. Bland and Altman

Analysis showed the mean bias of the two methods was 1.92 g/dL. The

ratio of the mean difference value to the mean average value of the two

measurements was 25.1%. Therefore, use of the Masimo Radical-7

Pulse CO-Oximeter for noninvasive measurement of hemoglobin

would lead to 37.1% error in terms of transfusion decisions.

Conclusions: The Masimo Radical-7 Pulse CO-Oximeter could be a

promising tool, providing a continuous noninvasive measure of

hemoglobin concentration. For patients undergoing esophageal vari-

ces bleeding with very severe anemia (HGB \ 4.0 g/dL), this method

has relatively high accuracy. While for patients with severe anemia,

this method are systemically biased.
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Background: Patients with hepatic encephalopathy may present ex-

trapyramidale symptoms similar to those seen in patients with

Parkinson0s disease. Dopamine agents (such as bromocriptine and

levodopa) have therefore been assessed as a potential intervention for

patients with hepatic encephalopathy.

Objective: To evaluate the beneficial and harmful effects of dopamine

agents versus placebo or no intervention for hepatic encephalopathy.

Search strategy: Trials were identified through electronic and man-

ual searches

Selection criteria: Randomised clinical trials comparing dopaminergic

agonists versus placebo or no intervention for hepatic encephalopathy

Data collection and analysis: Three authors extracted data inde-

pendently. All outcomes were dichotomised and assessed using odds

ratios (OR) with 95% confidence intervals (CI). Random effect

meta-analyses were performed due to an expected clinical heteroge-

neity. Fixed-effect meta-analyses and sensitivity analyses were

performed.

Main results: Five trials randomising 144 patients with overt hepatic

were included. One trial reported adequate bias control. Dopamine

agents had no effect on mortality (42/144 (29%) versus 38/144 (26%);

OR 1.11; 95% CI 0.35 to 3.54; five trials) Dopamine agents had no

beneficial or detrimental effect on hepatic encephalopathy in the

primary analyses (15/80 (19%) versus 14/80 (18%); [OR] 2.99; 95%

[CI] 0.09 to 100.55; two trials) or when including paired data from

cross-over trials (OR 1.04; 95% CI 0.75 to 1.43). Evidence of inter-

trial heterogeneity was identified in both analyses (I2 65% and 40%,

respectively). Findings were confirmed in fixed-effect analyses.

Figure 1.
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Conclusion: We found no evidence to support or refute the use of

dopamine agents for hepatic encephalopathy. The review is limited by

a small number of trials with poor methodological quality and

dopamine agonist should not be used for hepatic encephalopathy

outside randomised trials.

Topic: 12.b Clinical

Absno: 1729
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Introduction: Noncirrhotic portal hypertension (NCPH) comprises of

heterogeneous group of diseases that are characterized by portal

hypertension (PHT) due to intrahepatic or extrahepatic lesions, in the

absence of cirrhosis of the liver.

Objective: To evaluate the clinical manifestations, course, patho-

logical features, and causes of NCPH in patients who presented to the

Aga Khan University Hospital, Karachi during last 19 years.

Design: This was a retrospective study.

Methods: NCPH was diagnosed by the presence of unequivocal

evidence of PHT in the definite absence of liver cirrhosis. Cirrhosis

was diagnosed on the basis of clinical, biochemical, ultrasound, and

liver biopsy. Information was collected regarding clinical presenta-

tion, physical findings, laboratory tests, radiological and histological

findings, and for the outcome of treatment. Frequencies were calcu-

lated for qualitative variables and mean ± standard deviations were

calculated for continuous variables.

Results: Out of 3153 patients with PHT, a total of 24 patients were

found to have NCPH. Causes of NCPH were extrahepatic portal vein

obstruction (EHPVO) in 71% and congenital hepatic fibrosis (CHF) in

29% of patients. Twenty two (92%) patients presented with spleno-

megaly, 21 (87.5%) with anemia and 18 (75%) with abdominal pain.

Upper GI bleeding was the presenting feature in 13 (54.2%) of patients.

Portal vein thrombosis was present in 13 patients with EHPVO. A total

of 16 (66.7%) of patients had successful eradication of esophagogastric

varices after serial sessions of esophageal variceal band ligation and

sclerotherapy. Surgery was required in 7 cases of EHPVO and 1 patient

of CHF had orthotopic liver transplantation (Tables 1, 2).

Conclusion: EHPVO was the major cause of NCPH in our group of

patients. Majority of patients had disease characterized by spleno-

megaly with anemia, bleeding, preserved liver function and benign

course. Esophageal variceal band ligation was found as a reasonable

option for eradication of varices.
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Correlation between blood ammonia level and size of oesophageal
varices in patients with cirrhosis of liver.
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Background: Portal hypertension leads to the formation of porto-

systemic collateral veins in cirrhosis of liver. Rupture of oesophageal

varices (OV)is common and can be fatal. Although ammonia plays a

certain role in determining portosystemic encephalopathy, the venous

ammonia level has not been found to correlate with the presence or

severity of this entity. So, it has become partially obsolete. Realizing

the need for non-invasive markers mirroring the presence of OV in

order to reduce the number of endoscopy screening, this study was

aimed to determine whether there is a correlation between blood

ammonia concentrations and the size of OV.

Methods: This was a cross-sectional study conducted upon forty

consecutive cirrhosis patients and forty age matched non cirrhotic

control subjects. Fasting blood ammonia was measured in both groups

and meticulous survey by upper gastrointestinal (UGI) endoscopy was

done to note different sizes of OV. Cirrhotic patients were divided

into Group IA (Small OV) and GroupIB (medium or large OV).

Results: Cirrhosis patients group had mean ammonia level of

84.88 lmol/L compared to 28.47 lmol/L in control group. This dif-

ference was highly significant (P = 0.001). The mean (±SD) blood

ammonia concentration in Group IA was 72.00 (±39.13) lmol/L and in

Group IB was 97.75 (± 31.34) lmol/L. The difference was significant

at P value \ 0.05 level. Among blood ammonia, platelet count and

Spleen Longitudinal Diameter (SLD) on USG, only ammonia level

positively correlated with size of OV (rho 0.451, P = 0.004).

Fig. 1 Dopamine versus controls: mortality

Table 1 Endoscopic and surgical treatment in patients with

Treatment n (%)

Band ligation 16 (67)

Sclerotherapy 6 (25)

Shunts (Distal splenorenal shunt, in case of treatment

failure)

2 (11)

Splenectomy + mesocaval shunt 4 (17)

Splenectomy 1 (6)

Liver transplantation 1 (6)

Conservative 6 (25)

Table 2 Risk factors for PVT in EHPVO n = 18

Factor n (%)

Anti thrombin III deficiency 3 (17)

Homocysteinemia 2 (11)

Portal vein stenosis 1 (6)

Post splenectomy 1 (6)

Unknown 11 (61)

Protein C and S deficiency Nil

Factor V Leiden mutation Nil
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Conclusion: There was a moderate but significant correlation

between blood ammonia level and size of oesophageal varices. So, it

could be a good tool at identifying individuals with large oesophageal

varices who will need to undergo endoscopy more frequently.
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Aim: We aimed to investigate whether there is a relationship between

hepatic hydrothorax and diaphragmatic defects.

Materials and methods: In the present study, we examined 15 cir-

rhotic patients with ascites and pleural effusions hospitalized in the

departments of Gastroenterology in the Cukurova Uni. Faculty of

Medicine and Adana Numune Training & Research Hospital. Firstly

pleural and ascites fluid samples were taken and examined. The other

pathologies which can cause pleural effusion except cirrhosis were

excluded. 20 cc met. blue was injected to intraperitoneal space in

sterile conditions. After 2 hours from injection, pleural and ascites

fluid samples were taken at the same time and samples were com-

pared with each other. If two fluid samples were blue in colour, the

result was accepted as positive. Then 5–10 mCi Tc-99m MAA was

injected abdomen sterile conditions in order to mark the ascites fluid.

After, all patients were asked to turn left and right while lying, for

radioactive component’s easy distribution. Then in early (15 min) and

late (2, 4, 6 h) periods thoracic images were examined to show the

transition of radioactive component from peritoneal cavity to pleural

space. The imagination of radioactive component in thoracic region

was accepted as positive.

Results: All the patients were in Child Pugh C score with mean age

55 ± 11.3, 6 women, 9 men and pleural effusions were detected only

in right side. Both scintigraphic and methylene blue examinations

revealed by the transition in only 5 patients, three men and two

women. In the remaining ten patients, no transition was detected with

the scintigraphic or methylene blue examinations.

Conclusions: The transition to pleural space is explained by

embryonal diaphragmatic defects dominantly. Only 5 out of fifteen

patients (33.33%) had a transition like this. So we think that dia-

phragmatic defects may be responsible for a small part of pleural

effusions in patients with hepatic hydrothorax.
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Background: We aimed to assess the effect of presence of H. pylori
and it’s virulent factors cytotoxin associated gene A and E (cagA and

cagE) on portal hypertensive gastropathy (PHG) and levels of IL-8,

IL-10 and TNF-a.

Methods: Screening endoscopy was performed in patients with cir-

rhosis and lesions related to PHG (mosaic pattern, red spots, ectasia

and spontaneous bleeding) were graded. Gastric biopsies were

obtained from the antrum and corpus for histology, PCR for H. pylori
16S rRNA, cagA, cagE and for determination of tissue cytokines

levels. RNA was extracted from biopsies by Trizol reagent and

complementary DNA (cDNA) was prepared. Real-time (RT)-PCR

was performed with maxima SYBR Green for the messenger RNA

expression of GAPDH, IL-8, IL-10 and TNF-a gene. Absence or mild

PHG was compared with moderate to severe in clinical, sonographic

and laboratory parameters.

Results: One hundred and forty patients with cirrhosis were studied;

male 92, mean age 50.3 ± 12.0. PHG was graded as negative in 16

(11.4%), mild in 48 (34.3%), moderate in 44 (31.4%)and severe in 32

(22.9%). H. pylori were present in 87 (62.1%) of patients. Moderate

to severe gastropathy was associated with low serum albumin

(p = 0.001), larger portal vein diameter (p = 0.016), presence of

varices (p = 0.005), grade of varices (p = 0.018), gastric varices

(p = 0.010), and splenomegaly (p = 0.001). No effects of age, gen-

der, presence of H. pylori and cag-A and cag-E, Child Pough score,

and cytokine levels on the severity of PHG could be found. H. pylori
presence was associated with older age (p = 0.032), higher serum

albumin (0.000), lower Child Pugh score (p = 0.001) and lower

portal vein diameter (p = 0.000).

Conclusions: The presence of H. pylori infection does not affect the

severity of PHG and IL-8, IL-10 and TNF- a levels. There is decline

in H. pylori positivity in patients with advanced cirrhosis.
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Insulin like growth factor is a marker of severity of liver
dysfunction in patients with cirrhosis of liver

Aloke Kumar Raha1, Mohammad Izazul Hoque2,
Nooruddin Ahmad3, Salimur Rahman3, Mobin Khan3

1Hepatology, Chittagong Medical College, Chittagong, 2Hepatology,

comilla Medical College, Comilla, 3Hepatology, BSMMU, Dhaka,

Bangladesh

Background: Insulin- like growth factor-I (IGF-I) is a polypeptide

hormone predominantly synthesized in liver. It has been reported that

serum IGF-1 concentrations low in hypopituitarism, malnutritions and

various diseases particularly in patients with chronic liver disease.

The aim of the study was to see the level of IGF-I in patients with

cirrhosis and its relation with severity of liver dysfunction.

Methods: This study was carried out in the Department of Hepatol-

ogy, Bangabandhu sheikh Mujib Medical University (BSMMU),

Dhaka, Bangladesh. 40 subjects (30 patients of cirrhosis of liver and

10 healthy individuals) were selected and grouped as Group-1: 10

Child grade A patient, Group-2: 10 Child grade B patient, Group-3:

10 Child grade C cirrhotic patients and Group-4: 10 healthy subjects.

Patients with recent antiviral therapy, acute illness, hepatocellular

carcinoma and spontaneous bacterial peritonitis were excluded from

the study. IGF-I was measured using IMMULITE, DPC, USA which

employs automated chemiluminescent immunoassays.

Result: Among 30 cirrhotic patients 26 were male and 4 were female,

Mean age was 38.83 # 14.08 years. Etiology of cirrhosis was hepatitis

B virus in 23 patient, hepatitis C virus in 1 patient, Cryptogenic in 6

patients. Healthy subjects were hepatitis B and C virus negative with

normal liver function test and mean age was 36.40 # 7.76 years. Mean

serum IGF-1 was 82 ± 10.85 ng/ml in Child grade A,
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50.77 ± 7.47 ng/ml in Child grade B, 29.69 ± 3.17 ng/ml in Child

grade C patients and 130.96 ± 2.43 ng/ml in healthy individuals.

Conclusion: Serum level of IGF-I is low in patients with cirrhosis of

liver than healthy individuals and reflects the severity of liver dys-

function in different clinical stage.
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The effect of hepatic encephalopathy diet compared to normal
protein diet in liver cirrhosis patients with hepatic
encephalopathy

Iswan A. Nusi, Amie Vidyani, Poernomo B. Setiawan, Hernomo
O. Kusumobroto, Herry Purbayu, Titong Sugihartono, Ummi
Maimunah, Ulfa Kholili, Budi Widodo

Gastroenterology-Hepatology Division-Internal Medicine, dr.

Soetomo hospital-Airlangga university, Surabaya, Indonesia

Background: Nutritional management in liver cirrhosis patients with

hepatic encephalopathy (HE) remains controversial. The restriction of

dietary protein has long been considered a main stay in the therapy of

HE to decrease ammonia levels. In dr. Soetomo Hospital Surabaya

Indonesia, since 2003, it has been used protein-restricted diet known

as HE diet for hepatic encephalopathy patients. More recently it has

been recognized that protein energy malnutrition is frequent in

advanced liver disease. However protein restriction may worsen the

nutritional status without resulting in an improvement of hepatic

encephalopathy.

Objective: We designed a study to evaluated the effect of protein-

restricted diet (HE diet) compare with normal protein diet on the

outcome of cirrhotic patients with HE.

Methods: This is a randomized pre-post test control group design that

carried out in the dr. Soetomo Hospital Surabaya, Indonesia. Cir-

rhotics admitted to the hospital because of an episode of

encephalopathy (n = 30) were randomized to receive a protein-

restricted diet (HE diet) or a normal protein diet for 7 days, in

addition to standard measures to treat hepatic encephalopathy. Serial

(daily) assessments were done, including blood ammonia levels and

mental status. The blood ammonia level was measured before and

after 7 days of diet. Favorable respone to HE diet or normal protein

diet was defined as an improvement in HE stage with 1 or more

(D[ 1 stage) after 7 days of diet.

Results: The ammonia levels showed significantly different between

both groups of treatment (p = 0.000). In the group receiving HE diet,

the blood ammonia levels decreased significantly. A significant

improvement in the mental status in group receiving HE diet compare

with normal protein diet (p = 0.000).

Conclusion: HE diet (protein-restricted diet) decrease ammonia

levels in cirrhotic patients with encephalopathy, therefore improving

the mental status.
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The clinical features of infection in decompensated liver cirrhosis

Honghua Guo, Yang Chao, Jiangbin Wang

Digestive Department/China-Japan Union Hospital/Jilin University,

Changchun, China

Objective: By understanding the lost coinfected with clinical features

of decompensated liver function, and provide an important basis to

prevent infection and reduce the incidence of infection, and improve

the quality of life of patients.

Method: Collected in our hospital the digestive medicine liver

function decompensated hospitalized patients with a total of 224

cases, according to whether co-infection is divided into infection

group and non-infected group.

Conclusion: liver dysfunction decompensated co-infection rate of up

to 46.88%, mainly community-acquired. The infection group 1 year

mortality was significantly higher than the non-infected group. The

most common occurrence site of infection to the respiratory tract and

intra-abdominal infections, Gram stain-negative bacterial infections

mainly fever and changes in white blood cell count was no significant

correlation with atypical clinical manifestations. Infection hospital-

ization time was significantly longer. C65 years of age, concurrent

gastrointestinal bleeding, infection rate of liver function in patients

with Child C grade. Early detection and timely treatment of liver

dysfunction decompensated co-infection, can reduce the incidence of

infection and mortality in patients, improve the quality of life of

patients.
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Analyze the risk factors of infection in decompensated liver
cirrhosis

Honghua Guo, Yang Chao, Jiangbin Wang

Digestive Department/China-Japan Union Hosipital/Jilin University,

Changchun, China

Purpose: Decompensated merger infection is characterized by liver

dysfunction, the analysis of cirrhosis liver dysfunction decompensated

coinfection risk factors and provide an important basis in order to

reduce the incidence of infection, and improve the quality of life of

patients.

Method: Gastroenterology collected in our hospital from January

2010 to January 2012 during the complete information of cases of

cirrhosis of liver function hospitalized patients with decompensated

total of 224 cases, according to whether co-infection is divided into

infection group and non-infected group, retrospective analysis of 224

patients, the incidence of infection and risk factors.

Conclusion: Impact of liver dysfunction decompensated co-infection

of a variety of factors, respectively, for elderly patients, gastrointes-

tinal bleeding, Child grade C level, prolonged hospital stay. Early

detection and timely treatment of liver dysfunction decompensated

co-infection, can reduce the incidence of infection and mortality in

patients, improve the quality of life of patients.
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Clinical outcomes of balloon-occluded retrograde transvenous
obliteration for the treatment of gastric variceal hemorrhage
in Korean liver cirrhosis patients

Se Young Jang1, Go Heun Kim2, Soo Young Park1, Chang Min
Cho1, Won Young Tak1, Jeong Han Kim2, Won Hyeok Choe2,
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Young Oh Kweon1

1Internal Medicine, Kyungpook National University School

of Medicine, Daegu, 2Intenal Medicine, Konkuk University School

of Medicine, Konkuk University Medical Center, Seoul & Choongju,
3Internal Medicine & Radiology, Soonchunhyang University College

of Medicine, Bucheon, 4Medicine, Sungkyunkwan University School

of Medicine, Samsung Medical Center, 5Internal Medicine,

Sungkyunkwan University School of Medicine, Kangbook Samsung

Hospital, Seoul, 6Internal Medicine, Hanyang University School of

Medicine, Hanyang University Guri Hospital, Guri, Republic of
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Background/Aims: The aim of this study is to evaluate the clinical

outcomes of balloon-occluded retrograde transvenous obliteration

(BRTO) for the treatment of hemorrhage from gastric varices (GV) in

Korean patients with liver cirrhosis (LC).

Methods: We retrospectively analyzed data from 183 LC patients

undergoing BRTO for GV bleeding in six university-based hospitals

between January 2001 and December 2010.

Results: Of 183 enrolled patients, 49 patients had Child-Pugh (CP)

class A LC, 105 had class B, and 30 had class C at the time of BRTO.

BRTO was successfully performed in 177 patients (96.7%). Proce-

dure-related complications (pulmonary thrombo-embolism, renal

infarction, etc) occurred in 8 patients (4.4%). Among 151 patients

undergoing follow-up examinations of GV, 79 patients (52.3%)

achieved eradication of GV, and 110 patients (72.8%) showed marked

shrinkage of treated GV to grade 0/I. Meanwhile, new-appearance or

aggravation of esophageal varices (EV) occurred in 54 of 136 patients

who underwent follow-up endoscopy (41.2%). During the mean

36.0 ± 29.2 months of follow-up periods, 39 patients rebled (hem-

orrhage from GV in 7, EV in 18, non-variceal origin in 4, unknown in

10 patients). The estimated 3-year rebleeding-free rates were 74.8%,

and multivariate analysis showed CP class C was associated with re-

bleeding (odd ratio, 2.404; 95% confidence-interval, 1.013–5.704;

p = 0.047).

Conclusions: BRTO can be performed safely and effectively for the

treatment of GV bleeding. But, because aggravation of EV or

bleeding from EV is not uncommon after B-RTO, periodic endoscopy

to follow-up EV with/without prophylactic treatment might be needed

in LC patients undergoing BRTO.
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Is satavaptan effective at reducing ascites accumulation
in hyponatraemic patients?

Florence Wong1, Hugh Watson2, Solenn Le Guennec3, Pere
Ginès4

1Department of Medicine, Toronto General Hospital, Toronto, ON,

Canada, 2Asia-Pacific R&D, 3Biostatistics, Sanofi, Chilly-Mazarin,
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Introduction: The effect of long-term treatment with satavaptan, a

vasopressin V2 antagonist, on ascites in liver cirrhosis has been

studied in three double-blind, placebo-controlled studies (CATS,

SPARe-1, SPARe-2). Pre-planned analyses of the pooled data were

performed.

Methods: The three studies targeted patients with different severity

of ascites, but had a common double-blind, randomised, placebo-

controlled design and exclusion criteria. Treatment was for one year.

Common efficacy endpoints were pre-specified for this analysis: (1)

ascites worsening (therapeutic paracentesis or increase in body-

weight C 4 kg after randomisation), (2) increase in ascites (sum of

change in the bodyweight and the quantity of ascites removed by

paracentesis). Outcome measures were analysed at 12 and 52 weeks

in the overall population and in hyponatraemic patients (serum

sodium B130 mmol/l at randomisation).

Results: Overall, 1198 patients were analysed (placebo 478, satav-

aptan 720). Baseline serum sodium was B 130 mmol/l in 213 patients

(82 placebo, 131 satavaptan). Risk of ascites worsening was reduced

by satavaptan at 12 and 52 weeks with relative risks 0.74 [95% CI

0.64, 0.85] and 0.75 [95% CI 0.66, 0.85] respectively. In hyponat-

raemic patients relative risks were 0.69 (95% CI 0.50, 0.94) and 0.68

(95% CI 0.50, 0.91) at 12 and 52 weeks. The increase in ascites in the

overall population up to 12 weeks was 1.54 kg/week on satavaptan

versus 1.78 kg/week on placebo, a ratio of 0.87 (95% CI 0.76, 0.97).

There was no significant reduction over 52 weeks, ratio 0.97 (95% CI

0.82, 1.07). The ascites increase in the hyponatraemic population was

2.04 kg/week on satavaptan versus 2.65 kg/week on placebo over

52 weeks, ratio 0.77 (95% CI 0.60, 0.94).

Conclusion: Treatment with satavaptan appeared more effective in

hyponatraemic patients, but reduced ascites accumulation only to a

minor degree, approximating to one large volume paracentesis avoi-

ded every 3 months in patients undergoing on average [ 20

paracenteses per year.
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Does acute febrile illness (AFI) increase portal hypertensive
bleeds?

Krishnadas Devadas1, Sobhana devi2

1Medical Gastroenterology, MCH, Kottayam, KUHAS, Trivandrum,
2Medical Gastroenterology, MCH, Kottayam, KUHAS, Kottayam,
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Background: Recurrent epidemics of viral fevers occur seasonally in

South India. Patients develop thrombocytopenia with viral fevers and

usually are given antipyretics and analgesics. All these are thought to

predispose to variceal bleeding.

Aims: To look for any correlation between admissions for febrile

illness and Upper GI bleeds.

Materials and Methods: The hospital and endoscopy records of

three consecutive years which had fever epidemics were retrospec-

tively analysed. The different age groups were also analysed.

Statistical analysis was done using SPSS software version 18.

Results: 8653 admissions for fever. There were a total of 1744 bleeds.

Of these, 728(42%) were due to portal hypertension (Oesophageal

varices 524 (30%), Gastric varices 27, Portal Hypertensive Gastrop-

athy 177). There were 230 ulcer bleeds (13.2%) (141 Duodenal ulcers

(DU), 80 Gastric ulcers (GU) and 9 combined DU and GU). Other

common causes were gastric erosions, Mallory Weiss tears and

esophagitis. 165 endoscopies were normal (9.5%). No significant

increase in variceal bleeding was found during admission for AFI.

Significant correlation was found only between GU bleeds and viral

fever (p = 0.006, correlation coefficient 0.474) when all age groups

were considered together. This correlation was lost when the age

groups were differentiated into middle age (36–65 yrs) and aged ([65

yrs). There was no correlation between all bleeds, bleeds due to portal

hypertension or DU with all fevers or viral fevers.

Conclusions: Majority of bleeds in South India are due to portal

Hypertension. GU bleeds are increased during epidemics of fever
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probably due to inappropriate use of drugs. Portal Hypertensive

bleeds are not increased. Febrile illness does not seem to increase the

chance of bleed in the aged population.
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The natural history of HCV-related cirrhosis. A competing risk
approach to determine transition across the different clinical
stages
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Background & Aims: The natural history of HCV-related cirrhosis

based on the transition across the different clinical stages has been

poorly investigated. Our study evaluated the transition across the

different clinical stages of cirrhosis in presence of other competing

events.

Methods: Six hundred and nine patients with HCV-related cirrhosis

were prospectively recruited and followed during 6 years. At the time

of admission, patients were stratified as compensated (absence [stage

1], or presence [stage 2] of esophageal varices) or decompensated

(ascites [stage 3] or gastrointestinal bleeding [stage 4]) as suggested

by D0Amico et al. Subjects were followed to identify time to a first

event marking transition to a superior stage, and the remaining events

also marking the transition were considered as competing events.

Hepatocellular carcinoma (HCC) and nonliver-related deaths were

considered as competing events.

Results: Among 609 subjects, 294 (stage 1) and 108 (stage 2) were

categorized as compensated, and 207 (stage 3/4) as decompensated.

Among patients with stage 1, the 6-year cumulative incidences for

developing varices, decompensation, HCC and unliver-related deaths

were 47% (95% CI, 35% to 61%), 24% (95% CI, 15% to 35%), 1.5%

(95% CI, 0.6% to 4%), and 4% (95% CI, 2% to 8%), respectively.

The 6-year cumulative incidences of development of decompensation,

HCC, and nonliver-related deaths were 49% (95% CI, 38% to 62%),

26% (95% CI, 16% to 40%), and 1% (95% CI, 0.3% to 4%) for

patients in stage 2, respectively. Finally, the cumulative 6-year inci-

dences of liver and nonliver-related deaths, and HCC were 70% (95%

CI, 58% to 81%), 7% (95% CI, 4% to 12%), and 24% (95% CI, 15%

to 37%) for patients in stage 3/4.

Conclusions: Our study illustrates the natural history of HCV-related

cirrhosis according to the transition across the different clinical stages

in the presence of competing risk events.
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Bacteremia following endoscopic ligation of oesophageal varices
in cirrhotic patient: Is it common?

Thupten Lama1, Shahinul Alam2, Khurshed Alam2

1Medicine, Civil Service Hospital of Nepal, Kathmandu, Nepal,
2Hepatology, Bangabandhu Sheikh Mujib Medical University,

Dhaka, Bangladesh

Aim: Bacteremia and infectious sequelea are frequent complications

after sclerotherapy. As cirrhotic patients are immune deficient,

bacteremia occurring as a consequence of endoscopic variceal liga-

tion (EVL) may develop systemic infection. The aim of the study was

to see the incidence of bacteremia in cirrhotic patients after EVL.

Methods: In this study 91 cirrhotic patients with grade II-III

oesophageal varices were enrolled and 100 EVL sessions were done.

Patients receiving antibiotics, having evidence of infection were

excluded. After the completion of EVL, blood samples for culture and

sensitivity were collected at 5 minute and after 30 minute and sub-

culture done in Blood Agar and MacConkey Agar media. We

followed the patients for a week.

Results: Of the one hundred cases there were 30 subjects in Child A,

48 in Child B and 13 in Child C class. Four patients (4%) had positive

blood culture after EVL, three of Child A class and one of Child B

class and non in Child C class. The bacterium isolated was Coagulase
negative Staphylococcus, which we considered it as contaminant.

None of these patients developed any infectious sequelea.

Conclusion: Bacteremia following EVL is not a common entity. Post

EVL antibiotic prophylaxis is not recommended for every cirrhotic

patients.
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Plasma adiponectin concentration in severity level of liver
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Background: In liver cirrhosis, impaired insulin sensitivity and

subsequent alteration in glucose metabolism, such as high preva-

lence of insulin resistance and glucose intolerance are reported and

adiponectin level positively correlated with insulin sensitivity and

negatively correlated with serum transaminase levels. Several

study before reported that presence of high plasma adiponectin

levels in patients with liver cirrhosis relative to the control and

these level increased in proportion with the severity of liver

cirrhosis.

Objective: We want to determine the difference of plasma adipo-

nectin levels in patients with liver cirrhosis according to Child Pugh

classification.

Method: The research had been done since March 2010 until July

2010 with cross sectional method. The amount of participant exam-

ined 30 patients with liver cirrhosis which outpatient in clinic and

hospitalized in Adam Malik Hospital Medan. Of all patients were

performed anamnese, physical diagnostic, Ultrasonography, labora-

tory examination, and plasma adiponectin levels. Plama adiponectin

concentrations according to child pugh score were analyzed by

Anova.

Results: Plasma adiponectin concentrations were increased in patients

with liver cirrhosis relative to its normal value (12.93 ± 6.99 lg/ml vs

5–10 lg/ml) and this level increased in proportion with the severity of

liver cirrhosis (Child A: Child B: Child C = 12.6 ± 1.1 lg/ml:

13.8 ± 3.2 lg/ml: 17.5 ± 5.6 lg/ml, p \ 0.001) and negative corre-

lation between plasma adiponectin and BMI, albumin and fasting

glucose and positive correlation between plasma adiponectin, total

bilirubin and AST.

Conclusion: Plasma adiponectin concentrations were increased in

patients with liver cirrhosis and this level increased in proportion with

the severity of liver cirrhosis
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Efficacy and long term rebleeding rates of single session
endoscopic histoacrylic injection in patients with active gastric
variceal bleeding.
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Introduction: Gastric variceal bleeding, one of the most feared

complications of portal hypertension is usually more severe and dif-

ficult to control than esophageal variceal bleeding. Hence, it is

imperative to identify the optimal therapy for its management. We

aimed to evaluate the efficacy and long term outcome of patients

treated with single session of Histoacryl sclerotherapy for active

gastric variceal bleeding.

Methods: A systematic review of medical records was conducted to

identify patients treated with histoacryl injection for gastric varices

from 1998 to 2011. Patients were graded into isolated gastric varices

(IGV1 and IGV2) and gastroesophageal varices (GOV1 and GOV2).

The outcome parameters included initial hemostasis, treatment failure

(bleeding, need to change therapy or death within five days), reb-

leeding (bleeding after 5 days), complications and mortality rates.

Results: Ninety-seven patients were included, mean age was

51.0 ± 12.5 years, 62% were male. Hepatitis C was the most com-

mon etiology found in 63 (65%) patients followed by NonB-NonC

cirrhosis in 14 (15%), Hepatitis B in 11 (12%) and alcoholic liver

disease in 5 (5%) patients. Majority of the patients were classified as

Child Pugh grade B and C; 45 (46%) and 29(30%) patients, respec-

tively. A total of 40 (41%) patients were IGV1, 35 (36%) patients

were GOV2, 20 (21%) patients were GOV1 and 2 (2%) patients were

IGV2. Hemostasis was achieved in 87(90%) patients. Treatment

failure occurred in 14 (15%) patients including seven patients who

died during the same admission. Rebleeding was seen in 24 (27%)

patients during one year follow-up out of whom 12 (50%) were

successfully managed with repeated histoacryl injection. No major

complications were observed. Mortality rate at 6 weeks, 6 months

and 1 year was 8%, 13% and 21%, respectively.

Conclusion: Single session of Histoacryl sclerotherapy is effective in

patients with active gastric variceal bleeding. Rebleeding was

observed in one fourth of patients, half of which were successfully

controlled by repeated histoacryl sclerotherpy.
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The role of total antioxidant capacity, total oxidant capacity
and xanthine oxidase levels in patients with hepatic
encephalopathy.
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Background: Hepatic encephalopathy is a serious neuropsychiatric

complication of cirrhosis. Alterations in oxidative and anti oxidative

system and nitric oxide levels in brain tissue seems to contribute

development of HE and HE related symptoms.

Goals: To reveal the alterations in oxidative, anti-oxidative system

and nitric oxide levels in cirrhotic patients during and after hepatic

encephalopathy periods.

Study: We investigate the oxidative and anti-oxidative stress

parameters by quantification of total antioxidant capacity (TAC), total

oxidant capacity (TOC), nitric oxide (NO), glutathione peroxidase

(GSH-Px), superoxide dismutase (SOD), total thiol, and xanthine

oxidase (XO) level in serum of hepatic encephalopathy, post-hepatic

encephalopathy and control groups.

Results: Thirty hepatic encephalopathy patients were followed during

the study period. Serum levels of total oxidant capacity, nitric oxide

and xanthine oxidase were statistically significantly high in the

hepatic encephalopathy group according to control group (p \ 0.43,

p \ 0.031, and p \ 0.001, respectively). Serum thiol levels were

significantly low in hepatic encephalopathy patients than the controls

(p \ 0.001). Total antioxidant capacity, glutathione peroxidase and

superoxide dismutase levels were not significantly different in hepatic

encephalopathy group than the controls (p [ 0.405, p [ 0.194, and

p [ 0.19, respectively). Serum thiol levels were low and serum NO

levels were high in post-hepatic encephalopathy group according to

control group currently (p \ 0.001, p \ 0.001, respectively). Total

antioxidant capacity, total oxidant capacity, glutathione peroxidase,

superoxide dismutase and xanthine oxidase levels were similar in

both groups (p [ 0.05). Total antioxidant capacity and especially

xanthine oxidase levels were significantly decreased in post-hepatic

encephalopathy group according to hepatic encephalopathy group

(p \ 0.05, p \ 0.001, respectively).

Conclusion: Oxidative system, in systemic circulation, is activated

during hepatic encephalopathy and changes in XO level during and

after hepatic encephalopathy is very striking. This parameter may be a

potential marker in differential diagnosis of hepatic encephalopathy

from other coma causes.
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below the cardia versus endoscopic routine ligation for severe
gastroesophageal varices (GOV1)
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Aims: To evaluate the safety and efficiency of retroflexion ligation

below the cadia (EVLR) compared with endoscopic routine ligation

(EVL).

Methods: A total of 166 patients with cirrhosis and endoscopic

findings of severe gastroesophageal varices (GOV1) were enrolled in

the study from July 2008 to July 2011, they were randomly allotted

into 2 groups to undergo either endoscopic treatment: EVL (n = 84),

EVLR (n = 82),varices were evaluated endoscopically at an average

duration of 18 months, and the complication was observed.

Results: During the period of following-up, the effective degree of

varices in EVLR group were significantly superior to those in EVL

group (P \ 0.05), but there was no significant difference between 2

groups regarding the rates of variceal eradication, recurrence, and

complications such as re-bleeding, hepatic encephalopathy (P [ 0.05).

Conclusions: Compared with routine ligation method for severe

gastroesophageal varices, retroflexion Ligation below the cardia is

more effective, and it can improve the severity of gastroesophageal

varices.
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Are liver stiffness values by transient elastography influenced
by the etiology of cirrhosis?
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Aim: Various liver stiffness (LS) cut-off values were reported for the

diagnosis of cirrhosis (ranging from 12.5 kPa to 17.6 kPa), therefore

we searched if there is a difference between the mean LS values by

transient elastography (TE), according to the etiology of cirrhosis.

Material and method: Our study included 964 patients with liver

cirrhosis in which we performed LS measurements by means of TE

(FibroScan�-Echosens) (10 valid measurements with at least 60%

success rate and IQR at most 30%, median values calculated,

expressed in kPa). We divided the patients according to the etiology

of liver cirrhosis and we calculated the mean LS values in each group.

Results: There were no significant differences between the mean LS

values in patients with HBV vs. HCV cirrhosis: 31.5 ± 3.08 kPa vs.

28.6 ± 0.73 kPa (p = 0, 1769). The association of two viruses B + C,

B + D did not significantly increase the LS: in 610 patients with HBV or

HCV cirrhosis, the mean LS value was 29.2 ± 0.85 kPa as compared to

32.1 ± 2.91 kPa in patients with biviral infection (p = 0.4218). The

mean LS value in patients with alcoholic cirrhosis was signifi-

cantly higher than in patients with monoinfection (45.4 ± 3.02 kPa

vs. 29.2 ± 0.85 kPa, p \ 0.000) or with biviral cirrhosis (vs.

32.12 ± 2.91 kPa, p \ 0.0001). Furthermore, the association of a virus

with alcohol increased the mean LS: 41.7 kPa vs. 29.2 kPa in the HBV

or HCV group (p = 0.0131) and vs. biviral infection (vs. 32.1 kPa,

p = 0.04). Primary biliary cirrhosis group had similar LS mean values

as viral cirrhosis (34.4 kPa vs. 29.2 kPa, p = 0.0471. Patients with

cryptogenic cirrhosis had higher LS values than HBV or HCV cirrhosis

(42.1 kPa vs. 29.2 kPa, p = 0.01), but similar to the alcoholics.

Conclusion: Alcoholic and cryptogenic cirrhosis have higher LS

values, thus different cut-off values should be established for the

diagnosis of cirrhosis and the assessment of complications’ risk,

according to the etiology.
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Predictive factors for spontaneous bacterial peritonitis

Goldis Adrian, Iulia Ratiu, Daniela Lazar, Luciana Olaru,
Prateek Vora

Emergency Clinical County Hospital, Timisoara, Romania

Introduction: Spontaneous bacterial peritonitis (SBP) is a common,

serious complication in patients with cirrhosis and ascites, with a high

recurrence rate and poor longterm prognosis.

Aim: to evaluate the patients with SBP admitted in our department in

a 12 month period, to identify the risk factors for developing SBP and

prognostic factors for SBP patients.

Material and methods: 38 patients with cirrhosis and spontaneous

bacterial peritonitis admitted in our clinic in a twelve moth period of

time (jan -dec. 2011), 18 (47.3%) female, 30 (52.6%)male with a

mean age of 60.2 ± 8.6 years old

Results: SBP was the indication for emergency admission in 11% of

cases—38 patients were diagnosed with SBP from a batch of 346

cirrhotic patients admitted for an emergency. Performing logistic

regression we identified the risk factors for developing SBP: ascites

P = 0.0009, MELD score \0.0001, HCC0, 2512 sex 0.2410, age

0.9080. Only the ascites amount and the degree of hepatic insuffi-

ciency increases the risk of SBP. We had a death rate of (42.1%)—16

patients in our SBP group. Dividing the batch into two groups of 16

deceased and 22 (57.8%) survivors we tried to identify the risk factors

of mortality in SBP patients.

MELD score: mean values 33.1 points vs 28.8 points P = 0.01

Child-Pugh (points) mean values 10 vs 9.2 P = 0.3 NS

Serum Bilirubin 7.5 mg% vs 4.9 mg% P = 0.1 NS

Serum Albumin 2 mg% vs 2.3 mg% P = 0.1 NS

Serum creatinine level 4.8 mg% vs 2.2 mg% P = 0.0013

Conclusions: The incidence of SBP in emergency admitted cirrhotic

patients was 11% and the mortality rate in our SBP group was 42%.

We identified large ascites and MELD score as risk factors for

developing SBP. MELD score and serum creatinine level were

independent risk factors for mortality in our study.
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Osteoporosis in alcoholic cirrhosis and its relation to vitamin D
deficiency, liver disease severity and Fibroscan score

Rajoo S. Chhina1, Omesh Goyal1, Arshdeep Singh2,
Rajdeep S. Chhina3, Suresh K. Sharma4

1Gastroenterology, 2Medicine, 3Radiology, 4Community Medicine,

D.M.C. and Hospital, Ludhiana, India

Background: Prevalence of osteoporosis in cirrhotics varies from

12-55%. Potential risk factors include cholestasis, progression of liver

disease, alcohol consumption and older age. However, data on the

relationship between osteoporosis and vitamin-D deficiency in cir-

rhotics is scarce. This prospective study aimed to assess the

relationship between osteoporosis and vitamin-D deficiency, severity

of liver disease and Fibroscan score in patients with alcoholic

cirrhosis.

Methods: Ninety six consecutive patients of alcoholic cirrhosis

underwent testing for dual-energy-X-ray-absorptiometry (DEXA),

25-hydroxyvitamin-D (25OHD) levels, Parathyroid hormone (PTH)

and Fibroscan (Echosens, Paris), at same time point. Osteoporosis and

osteopenia were defined according to bone mineral density (BMD)

scores using standard criteria [Z-score B -2.5, and between -1.0 and

-2.5 respectively]. Child Turcotte Pugh Score (CTP) and Model for

End stage Liver Disease (MELD) scores were calculated. Results are

expressed as mean ± SD. Correlation analysis was performed using

Pearson Correlation method.

Results: Mean age was 49.3 ± 10.6 years (100% males). Mean CTP

and MELD scores were 10.9 ± 2.5 and 22.8 ± 9.8 respectively. Mean

Fibroscan score was 51.1 ± 21. Fibroscan score showed significant

positive correlation with both CTP (r = 0.447; p = 0.001) and MELD

scores (r = 0.731;p = 0.001). Prevalence of osteoporosis and osteo-

penia were 14.8% and 42.6% respectively. Mean 25OHD value was

22.1 ± 22 ng/ml and hypovitaminosis D (25OHD \ 20 ng/ml) was

present in 64.6% patients. There was no significant correlation between

BMD and 25OHD levels (r = 0.031;p = 0.615). Also, there was no

significant correlation between BMD and CTP score (p = 0.85),

MELD score (p = 0.57) or Fibroscan score (p = 0.37). The mean PTH

level was 34.8 ± 34.6 pg/ml. PTH levels did not correlate with BMD.

Conclusion: Osteoporosis was present in 14.8%, and vitamin-D

deficiency in 64.6% patients of alcoholic cirrhosis. BMD scores did

not show any significant correlation with vitamin-D levels, CTP/
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MELD scores or Fibroscan score. These data suggest that supple-

mentation of vitamin-D in cirrhotics may not help to improve bone

disease.
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The secondary prophylactic efficacy of beta blocker after gastric
variceal obturation therapy for gastric variceal bleeding

Hee Yoon Jang1, Shin Hee Kim1, Youn Hee Cho1, Min Jin Kim1,
Moon Han Choi1, Young Seok Kim1, Sang Gyune Kim1, Yun Nah
Lee1, Jeong-Yeop Song1, Dae Yong Kim1, Sae Hwan Lee2, Soung
Won Jeong3, Jae Young Jang3, Hong Soo Kim2, Boo Sung Kim1

1Digestive Disease Center, Department of Internal Medicine, Soon

Chun Hyang University School of Medicine, Bucheon, 2Digestive

Disease Center, Department of Internal Medicine, Soon Chun Hyang

University School of Medicine, Cheonan, 3Digestive Disease Center,

Department of Internal Medicine, Soon Chun Hyang University

School of Medicine, Seoul, Republic of Korea

Background/Aims: Recently gastric variceal obturation therapy

using Histoacryl� for the first gastric variceal bleeding is the most

appropriate treatment. However, the secondary prophylactic efficacy

of beta blocker after gastric variceal obturation therapy has not been

established. We evaluate the secondary prophylactic efficacy of beta

blocker after gastric variceal obturation therapy.

Methods: Between June 2001 and March 2010 at Soon Chun Hyang

University Hospital, a total of 93 patients with gastric variceal

bleeding received gastric variceal obturation therapy using Histo-

acryl� were enrolled. Gastric variceal obturation therapy was

continued until gastric variceal eradication. Among these 93 patients,

42 patients underwent only gastric variceal obturation therapy (Group

I) and 51 patients also underwent gastric variceal obturation therapy

but additionally received beta blocker therapy (Group II). In all

patients, the desired heart rate could be achieved. The rate of reb-

leeding free survival and overall survival were observed in two

groups by Kaplan-Meyer analysis.

Results: The mean follow-up periods in Group I and II after an initial

eradication of gatric varices were 9.26 (1–100) and 25.45 (1–119)

months, respectively. During follow-up period, rebleeding occurred in

10 (23.8%) and 21 (41.2%) patients, respectively, and 42 patients died

(24 patients; 57.1% in Group I vs. 18 patients; 35.3% in Group II). The

mean rebleeding free survival times were 65.40 and 37.40 months,

respectively, and were not different significantly (p = 0.774). The

mean overall survival times were 35.36 and 61.49 months, respectively,

and were significant differences between two groups (p = 0.001).

Conclusions: The beta blocker adding therapy after gastric variceal

obturation therapy using Histoacryl� for first gastric variceal bleeding

could decrease mortality, as compared with gastric variceal obturation

therapy alone. But, there were no benefit for secondary prevention of

rebleeding in gastric varices. Further prospective, large-scale studies

are needed.
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In hospital mortality in advanced liver disease

Kamran Memon

Department of Medicine/Gastroenterology and Hepatology, ISRA

UNIVERSITY HOSPITAL HYDERABAD, Pakistan

Objective: In hospital mortality is not been studied adequately in

patient with advanced liver disease, we investigated predictors and

factors that associated with mortality at 30 days.

Method: We analyzed prospectively the data of 120 advanced liver

disease Asian patient admitted from JAN 2011 to JAN 2012 at ISRA

UNIVERSITY HOSPITAL HYDERABAD.

Result: The rate of In hospital death was 12.5 % (n = 15) and 20 %

were readmitted. The mortality rate was significantly higher in patient

who has history of alcohol with p value 0.000, patients with renal

failure (p value 0.005), patients who were admitted with severe SBP

(p value 0.014),readmitted patients within 30 days (p value 0.000),

the other factors that are associated in hospital death with advanced

liver disease are Bilirubin (p value 0.014), PT (p value 0.006), cre-

atinine (p value 0.002) and Sodium (p value 0.017).

Conclusion: Patients with advanced liver disease frequency read-

mitted in hospital with 30 days as in our study about 20 % and rate of

hospital death were also significant 12.5 % especially in patients with

renal impairment and severe SBP.
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Difference in cognitive function between viral and alcoholic
cirrhosis patients

Ki Tae Suk1, Dong Joon Kim1, Hui Chul Choi2

1Department of Internal Medicine, 2Department of Neurology,

Hallym University College of Medicine, Chuncheon, Republic

of Korea

Background and aims: Causes of liver cirrhosis (LC) are mainly

alcohol and virus. In patients with alcoholic LC, excess alcohol

consumption may induce organic changes in the frontal cortex pri-

marily involved in cognition and inhibition. This results suggest that

the cognitive function may be differenct between patients with

alcoholic and viral LC. We evaluated the difference of cognitive

functions between 2 groups.

Methods: A total of 60 patients with LC (viral: 25 and alcohol: 35,

child-pugh score \7) who were younger than 60 years and had no

history of encephalopathy, dementia, or neurologic sign were pro-

spectively enrolled. We performed neuropsychological test including

attention by digit span forward and backward, language and related

function by Korean-Boston naming test (K-BNT), visuospatial func-

tions by Ray complex figure test (RCFT) copy score, verbal memory

by Seoul verbal learning test, visual function by RFCT delayed recall

and frontal/executive function by controlled oral ward association test

(COWAT) and Korean-color word Stroop test (K-CWST) and Korea-

Mini mental status examination (K-MMSE) for all participants to

evaluate cognitive function.

Results: There was no significant difference in the gender and age.

RCFT copy score and Stroop test show some difference between 2

groups (77.1 vs 63.5, 59.7 vs 34.8, alcohol vs virus, respectively). The

difference was significant only in Stroop test (p = 0.016). The per-

formance of Stroop test in alcoholic patients shows worse than that in

viral cirrhosis patients. Adjusted OR for 1% of Stroop test percentile

score is 0.980 (95% CI: 0.963–0.998, p = 0.028) by binary logistic

regression test. RCFT copy scores are lower in alcoholic LC, but the

difference is not statistically significant (p = 0.105).

Conclusions: The frontal lobe function of patients with alcoholic LC

is specially impaired compared with patients with viral LC. Based on

S538 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



these studies, neurological signs and symptoms can be different in

patients with alcoholic and viral LC.
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Effect of BCAA and LOLA combination as late evening snacks
on nutritional status and minimal hepatic encephalopathy
in cirrhosis

Eric Daniel Tenda

Internal Medicine, Division of Hepatology, University of Indonesia,

Central Jakarta, Indonesia

Aim: To determine the effect of branch chain amino acids (BCAA)

and L-ornithine L-aspartate (LOLA) as a combination supplementa-

tion on nutritional status and minimal hepatic encephalopathy

improvement in liver cirrhosis patient.

Methods: Liver cirrhosis patient in walk-in clinic of Cipto Mang-

unkusumo Hospital in June 2011–June 2012 were evaluated by

critical flicker frequency (CFF) test. Encephalopathy is defined when

CFF \ 38 Hz. All subjects who fulfilled the inclusion criteria

received education for an adequate diet based on the ESPEN

Guidelines. They were divided into two groups based on randomi-

zation. One group was given the combination supplement as day

snacks, while the other group as late evening snacks. The evaluation

based on anamnesis, physical finding, laboratory result and CFF test

after 1 month of interventions. Statistical analysis conducted for this

single blind randomized clinical trial was independent t-test.

Results: Thirty two patients who fit the inclusion criteria were divi-

ded into two groups, group A: day snacks (7.30 am and 12.30 pm)

and group B: late evening snacks groups (07.30 am and 10.30 pm),

each groups has 16 subjects. Statistical analysis obtained the statis-

tically significant (p = 0.001) of increasing of the mean mid arm

circumference in group B (26.1 ± 6.0 cm) compared to group A

(25.5 ± 4.0 cm). Statistically significant (p = 0.001) were also

revealed in mean CFF value in group B (39.5 ± 3.9 Hz) compared to

group A (38.4 ± 4.2 Hz) and prealbumin level (p = 0.020). However

SGA score after 1 month intervention in both groups was not statis-

tically significant, caused by the small subjects.

Conclusion: There is a significant increasing level of mid arm cir-

cumference, body weight and CFF, and prealbumin level after

1 month combination of LOLA and BCAA as late evening snacks for

liver cirrhosis patient.
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Topical pharyngeal anesthesia for unsedated
esophagogastroduodenoscopy in cirrhotic patients

Somchai Amornyotin, Wiyada Chalayonnawin,
Siriporn Kongphlay

Anesthesiology, Faculty of Medicine, Siriraj Hospital,

Mahidol University, Bangkok, Thailand

Background and aims: Pharyngeal anesthesia by using topical

lidocaine is generally used as pretreatment for unsedated esophago-

gastroduodenoscopy (UEGD). The effectiveness of lidocaine viscous

compared with lidocaine spray has not been reported in the medical

literature. The aim of this study was to study the impact of topical

pharyngeal anesthesia for unsedated esophagogastroduodenoscopy in

cirrhotic patients in the World Gastroenterology Organization (WGO)

Endoscopy Training Center in Thailand.

Methods: Retrospectively analyzed the patients on whom UEGD

procedure had been performed during the period of December, 2007

to April, 2009 in Siriraj Hospital. The patients’ characteristics, pre-

anesthetic problems, anesthetic techniques, anesthetic agents, anes-

thetic time, type and route of procedure and anesthesia-related

complications were assessed.

Results: There were 344 cirrhotic patients who underwent UEGD

procedure during the study period. The mean age of the patients was

55.9 ± 12.0 years, and most were American Society of Anesthesi-

ologists (ASA) class III (55.2%). Indications for this procedure were

esophageal varice (55.5%) and surveillance (44.5%). The mean

anesthetic time was 13.5 ± 7.4 minutes. The anesthesia-related

complication rate was relatively high. Complications in patients who

had Child-Pugh classification C were significantly higher than those

in the patients who had Child-Pugh classification A and B. All

anesthesia-related complications were transient, easily treated, with

no adverse sequelae.

Conclusion: Topical pharyngeal anesthesia for unsedated esophago-

gastroduodenoscopy in cirrhotic patients is safe and effective.

Anesthesia-related complications in severe cirrhotic patients were

relatively high.
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Correlation between parameters of portal hypertension
and the degree of esophageal varices in liver cirrhosis
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Internal Medicine, Subdivision of Gastroenterohepatology,

Medical Faculty of Andalas University, Padang, Indonesia

Background: The gold standard establishes the degree of esophageal

varices (EV) in liver cirrhosis is endoscopy. In certain condition

where endoscopy could not be performed, it is necessary to find

another way practically to predict the degree of EV by using

parameters of portal hypertension.

Objective: To understand correlation between parameters of portal

hypertension (the degree of abdominal collateral vein, the size of

spleen and portal vein diameter) and the degree of EV from upper

endoscopy.

Methods: This is a cross sectional study. Seventy seven consecutive

cirrhotic patients underwent physical examination and ultrasonog-

raphy to evaluate the parameters of portal hypertension i.e the

degree of abdominal collateral vein, the size of spleen and portal

vein diameter and upper endoscopy to evaluate the degree of

esophageal varices.

Results: In the group of patient with mild collateral, was found 1st

degree of EV (EV-1) = 81%; in moderately collateral was found 2nd

degree of EV (EV-2) = 74.1% and in the severe collateral was found

3rd degree of EV (EV-3) = 83.3%. In the group of patient with the

size of spleen Schuffner B 1 was found EV-1 = 82.2%; in Schuff-
ner [ 1-2 was found EV-2 = 77.8% and in Schuffner [ 2 was found

EV-3 = 86.4%. By using multivariate analysis, there were strong

correlation between the degree of EV and parameters of portal

hypertension i.e. the degree of collateral vein (r = 0.75; p \ 0.05),

the size of spleen (r = 0.82; p \ 0.05) and the diameters of portal

vein (r = 0.72; p \ 0.05).

Conclusion: Increasing collateral vein degrees and portal vein

diameter have strong correlation with increasing of esophageal vari-

ces degrees in liver cirrhosis. Especially for enlargement of spleen has

a very significant correlation.
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The effect of albumin infusion or extract of Channa striata
to albumin level of liver cirrhotic patients

Supriono Supriono, Yuni Rahmawati

Internal Medicine, Saiful Anwar General Hospital, Malang, Indonesia

Background: Albumin is one of the most abundant plasma protein

which was synthezied by liver. Hypoalbumin is common in liver

cirrhotic patients, and increasing albumin level with albumin infusion

was still controversial. In Saiful Anwar General Hospital, patients

who can’t take albumin infusion was recommended to consume

Channa striata. However, however there was limited evidence base of

clinically use of Channa striata. The aim of this study is to determine

the effects of albumin infusion or extract of Channa striata in albu-

min level of liver cirrhotic patients in Saiful Anwar Hospital.

Methods: A clinical experimental study, pre- post test control group

design. These subjects were divided into 3 groups: control, albumin

infusion and channa striata administration. Serum albumin exami-

nation was performed at before treatment and day-7th after treatment.

Data were analyzed by t-test, ANNOVA and post hoc Tukey.

Results: Of 21 patients, we decided to 7 patients eachs groups. There

is only statistically significant increasing of albumin level in albumin

infusion group compare to control group (p = 0.011), but there is no

significant effect clinically (mean difference = 0.3557 gr/dl). There

is no statistically significant effect of extract of Channa striata group

compare to control group, nor to albumin infusion group (p = 0.328;

p = 0.222, respectively).

Conclusion: Although there is statistically significant effect albumin

infusion to increasing of albumin serum in cirrhotic patients, but no

effect clinically. This effect does not occur in extract of Channa
striata administration.
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Self-expanding metal stents: a new hemostasis method
for bleeding esophageal varices

Igor Mishin, Gheorghe Zastavnitsky, Gheorghe Ghidirim,
Gheorghe Bunic

Medical University ‘‘N. Testemitanu’’, Department of Surgery N.1

and Laboratory of Hepato-Pancreato-Biliary Surgery, National Centre

of Emergency Medicine, Chisinau, Moldova

Aim: To assess the haemostatic efficacy of the self-expanding metal

stent (SEMS) in the patients with severe esophageal variceal (EV)

bleeding and endoscopic treatment failure.

Material and methods: A total of 12 patients M(n = 8), with the

mean ± SD age—46.92 ± 3.09 (24–62 years) with liver cirrhosis and

bleeding EV (n = 8), esophageal postbanding ulcers (n = 4) were

included in the study. The main selection criterion was endoscopic

treatment failure. A removable covered SEMS (SX-ELLA stent Danis,

135 9 25 mm, ELLA-CS, Hradec-Kralove, Czech Republic) was used

in all cases. The mean ± SD SEMS required per patient was 1.25 ± 0.18

(1-3). All definitions were used according to Baveno Consensus (I-V).

Results: Initial hemostasis was achieved in all cases. Partial distal stent

migration rate, documented on X-ray and CT- scan, was 5/12 (41.6%)

and stent reposition was achieved by second-look endoscopy. The

30-days death rate was 3/12 (25%) due to hepatic failure in 2/12

(16.66%) and bleeding EV distally to the stent distal end 1/12 (8.34%).

Conclusions: The preliminary results prove that SEMS are effective

in high-risk patients with severe esophageal variceal hemorrhage and

endoscopic hemostasis failure as well as postbanding esophageal

ulcers. Final conclusions will be reached after gaining experience

with this new method on larger patient series.
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Correlation between phase angle from bioelectrical impedance
analysis examination with child pugh score in patients with liver
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Background: Malnutrition, has impact on survival, quality of life and

complication of cirrhosis. Assessment on the nutritional status in liver

cirrhosis based on anthropometric measurement is not ideal and

objective measurement like albumin serum is influenced by many

factors. Examination by bioelectrical impedance analysis in chronic

disease has been studied to assess the nutritional status and the phase

angle as the prognostic parameters.

Objectives: To determine the correlation between the phase angle

and the Child Pugh score on patients with liver cirrhosis.

Material and methods: Observational study was conducted using the

cross-sectional measurement method. Patients with liver cirrhosis

were examined for the anthropometric measurement, blood exami-

nation, abdomen ultrasound and the Bioelectrical Impedance Analysis

(BIA) as well. Nutritional status was assessed by BMI, albumin and

BIA parameters. The phase angle as one of the BIA parameters was

then correlated statistically with the Child Pugh score using the

Pearson correlation.

Results: Of the 33 subjects of research, malnutrition based on the

albumin serum \ 3.5 gr/dl was found on 25 patients (73.53%) with

the percentage of Child Pugh A (3.68 ± 0.40 gr/dl) was only 25%,

percentage of Child Pugh B (2.75 ± 0.52 gr/dl) was 82.26 % and

100% Child Pugh C (2.14 ± 0.4 gr/dl). The mean value of phase

angle of Child Pugh A (6.53) was higher than those of Child Pugh B

(5.24) and C (4.16) with a significant difference between Child Pugh

A and C (p = 0.003). On the Pearson correlation test, a significant

negative correlation between the Child Pugh score and the phase

angle value (r = 0.522, p = 0.002) was obtained.

Conclusion: The lower the phase angle value is, the higher the Child

Pugh score will be. The prevalence on the malnutrition is still high on

outpatients or hospitalized patients with liver cirrhosis at H. Adam

Malik hospital.

Topic: 12.b Clinical

Absno: 2274

frequency of hyponatremia in patients of cirrhosis presenting
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Introduction: Hyponatremia, a common complication in patients

with advanced liver disease and impaired free water clearance, has

been shown to be an important predictor of short-term mortality.

Hepatic encephalopathy is a significant cause of morbidity and

mortality in patient with advance chronic liver disease. By virtue of

this study, local hospital protocol is devised for assessing, preventing

and treating the severe hyponatremia in cirrhotic patients so that we

can decrease the suffering of our patients by decreasing the compli-

cations related to severe hyponatremia.

Objectives: To determine the frequency of severe hyponatremia in

hepatic encephalopathy in patients of cirrhosis admitted in different

medical wards at Civil Hospital, Karachi.

Setting: Department of Medicine, Civil Hospital, Karachi.

Duration of Study: Six months from 01-05-2012 to 31-10-2012.

Study Design: Cross Sectional Study.

Patients and methods: A total of 193 Patients of Cirrhosis for more

than 6 months admitted with hepatic encephalopathy were enrolled after

the fulfilment of the inclusion criteria. All investigations required for the

selection of patients and determination of hyponatremia, cirrhosis and

hepatic encephalopathy was send which includes serum sodium, plate-

lets, ultrasound abdomen, serum ammonia, upper GI endoscopy, EEG,

PT/INR. All information was catered in the pre approved performa.

Results: The average age of the patients was 39.87 ± 7.54 years.

There were 99(51.3%) male and 94 (48.7%) were female. The fre-

quency of hyponatremia in patients with liver cirrhosis was observed

in 40.4% (78/193) while frequency of sever hyponatremia in patients

with liver cirrhosis was observed in 45% cases.

Conclusion: Hyponatremia had significant effect on hepatic

encephalopathy.
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The efficacy of eltrombopag in improving thrombocytopenia
in patients with chronic liver disease: a meta analysis

Rona Marie Aguilar Ata

Cardinal Santos Medical Center, Metro Manila, Philippines

Objective: This study aims to evaluate the ability of Eltrombopag, an

orally active thrombopoietin-receptor agonist, to increase platelet

counts to more than 100,000 cubic millimeter of patients with

advanced liver disease. The aim levels of platelet increase should be

enough to permit elective surgical procedures without platelet trans-

fusion or to allow anti viral therapy for patients with Hepatits C.

Methodology: Meta-analysis was performed on two randomized

controlled trials, evaluating the median increase in platelet count after

initial treatment of Eltrombopag on thrombocytopenic patients with

chronic liver disease versus placebo and its adverse effects.

Result: The administration of Eltrombopag both with anti viral

therapy for hepatitis C, as well as use of the drug alone prior to

elective surgical procedures, is not an effective means to increase

platelet counts that would prevent withdrawal from these life

saving intervention (OR 0.73 CI 0.46–1.14). Potential cardiac

conduction abnormalities including prolongation of QTc are not

significant in both placebo and experimental arm (OR 0.79, CI

0.46–1.37).

Conclusion: Eltrombopag has not shown to have significant effect

in terms of increasing platelet number in patients with advanced

liver disease versus placebo. There is no significant difference

between placebo and experimental arm in terms of causing pro-

longation of Qtc.
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Low-dose albumin is equally effective as standard dose albumin
in preventing PICD following large volume paracentesis (LVP)

Ayman Al Sebaey1, Wael Abdel Razek1, Ashraf Bassuni2,
Magdy Khalil3, Eman Rewisha1, Imam Waked1

1Hepatology, 2Biochemistry, 3Anesthesia, National Liver Institute,

Shebeen El Kom, Egypt

Background: Ascites is an ominous complication of cirrhosis. After

large volume paracentesis (LVP), albumin is indicated to prevent

paracentesis-induced circulatory dysfunction (PICD), which may

cause high ascites recurrence rate, development of hepatorenal syn-

drome, and increased mortality. The dose needed to prevent PICD is

controversial, and less costly alternatives are needed.

Aim: To compare low dose albumin to standard dose albumin in

prevention of PICD following LVP.

Methods: 50 Patients with cirrhosis treated with LVP for tense ascites

were randomized. Inclusion criteria included absence of arterial

hypertension, coronary disease, cardiac failure, respiratory disease,

encephalopathy, sepsis, SBP (polymorphs [ 250/mm3 in ascites),

creatinine [ 1.5 mg/dL and GI bleeding within 7 days before the

study. Patients received either standard dose albumin (20% solution, 6

grams per liter of ascites removed, 50% within 2 hours and 50% 6

hours after the procedure; n = 25), or low dose albumin (given

similarly at a dose of 2 grams per liter of ascites removed; n = 25).

Plasma renin activity (PRA) and aldosterone were assessed at baseline

and on day 6. PICD was defined as increase in PRA [ 50% of the

pretreatment value, and renal impairment as increase in serum

creatinine [ 50% from the baseline value to a level greater than

1.5 mg/dL.

Results: The volume removed was 13 ± 0.14 L/patient and was not

different in both groups (p [ 0.05). PRA increased significantly

(p \ 0.05) in both groups. PICD occurred equally with low dose and

standard dose albumin (3 patients (12%) in each group, p [ 0.05). In

both groups, urine output at discharge was significantly larger than

baseline but did not differ among groups. Cost was significantly less

with low dose albumin at 37% (p \ 0.05).

Conclusion: Low dose albumin appears an equally effective sub-

stitute for standard dose albumin in preventing PICD following LVP.
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Non-invasive predictors of esophageal varices in Egyptian
patients with liver cirrhosis

Usama Ahmed Arafa, Ali Mahmoud Kassem, Eman Ahmed Sabet

Internal Medicine, Sohag faculty of medicine, Sohag, Egypt

Background/Aim: The number of patients undergoing screening

endoscopy for the presence of esophageal varices (EV) is increasing

in Egypt as a result of the growing pool of patients with chronic liver

disease. The aim of the present work was to identify clinical, bio-

chemical, and ultrasonographic parameters which might non-

invasively predict the presence of EV in patients with liver cirrhosis.

Patients and methods: Two hundred patients with liver cirrhosis,

118 males and 82 females with a mean age of 50 ± 12.07 years, were

included. They underwent complete biochemical workup, esophago-

gastroduodenoscopy, and ultrasonographic measurement of spleen
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bipolar diameter and portal vein diameter. Platelet count/spleen

diameter ratio was calculated for all patients.

Results: The prevalence of EV in our patients was 62%. There were no

significant differences regarding serum bilirubin and albumin concentra-

tions, aminotransferases, alkaline phosphatase or Child-Pugh score among

patients without (group I) or with EV (group II). Conversely, prothrombin

INR, platelet count, spleen diameter, platelet count/spleen diameter ratio

and portal vein diameter were significantly different between the two

groups. However, the platelet count/spleen diameter ratio (at a cut-off

value of\= 909) was the most significant parameter independently

associated with EV and the only one that correlated with variceal size.

Conclusion: The results of our work recommend the application of

the ‘‘platelet count/spleen diameter ratio strategy’’ for endoscopic

screening of cirrhotic patients for EV, which seems to more cost

effective than the ‘‘scope all strategy’’.
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Interest of the liver elastography in the detection and staging
of esophageal varices in cirrhotic patients

M’barek Azouaoui, Bahija benyachou, Ihssane Mellouki, Mounia
El Yousfi, Dafrallah Benajah, Mohamed El Abkari, Adil
Ibrahimi, Nourdin Aqodad

Hepato-Gastroenterologie, CHU HASSAN II FES MOROCCO, Fez,

Morocco

Introduction: Digestive haemorrhage from oesophageal varices (OV)

is a serious complication that can occur during chronic liver disease.

Endoscopic screening of OV is relatively invasive, and not well tol-

erated by many patients; for these reasons selection of patients with a

high probability of bearing OV has been proposed using various non-

invasive criteria. Indeed, some studies have shown that liver stiffness

measured by FibroScan� predicts the existence and grade of OV. The

aim of our study was to establish a relationship between, on the one

hand, the liver stiffness and the presence of VO and secondly between

the elasticity and the grade of VO in patients with cirrhosis.

Materials and Methods: This is a prospective conducted between

January and December 2010, including all compensated cirrhosis or

not. Upper gastrointestinal endoscopy was performed in all patients

included by an operator ignoring the results FibroScan�. The liver

stiffness is measured in all patients by the FibroScan� by an operator

unaware the results of endoscopy.

Results: Twenty too patients were included, mean age was 57 ±

13.3 years, with 72.7% of men. The cause of cirrhosis was 68.2% in

HCV, HBV in 4.5%, PBC in 4.5 % and unknown in 22.7%. Twenty

patients (90.9%) had OV. Thirteen cases (59%) had large OV. The

mean liver stiffness was 34.9 ± 24.7 kPa. The AUROC values for the

diagnosis of large VO were 0.60 (95% CI: 0.35–0.84), the threshold

value was 14.5 kPa with a sensitivity of 70% and a specificity of 45%.

Conclusion: The results of our prospective study, despite its small

population, suggest that liver stiffness measurement by FibroScan�

can predict the presence of large OV (grade C II) in cirrhotic patients

with liver stiffness greater than 14.5 kPa.
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Non-selective beta-blockers might decrease survival in severe
alcoholic cirrhosis

Paul Cales, Sandrine Bertrais, Jerome Boursier,
Isabelle Fouchard-Hubert, Frederic Oberti

Hepatology, University Hospital, Angers, France

Background and aim: The effect of beta-blockers (BB) on survival

in cirrhosis with poor liver function is debated. Therefore, we eval-

uated the BB effect on survival according to liver severity.

Methods: Consecutive patients with alcoholic cirrhosis were pro-

spectively included. The date and cause of death were recorded and

checked using the national death registry.

Results: Baseline characteristics of 361 included patients were: age:

60.0 ± 9.8 yrs, male: 71.7%, Child Pugh score: 6.1 ± 1.8 (A: 69.7%,

B: 23.3%, C: 7.0%), Meld score: 11.3 ± 4.5, follow-up: 3.1 ± 1.4

yrs, death rate: 28.8% (liver related death in 62.5%). The patients with

non-selective BB were compared to the controls without BB;. At

baseline, there were higher frequencies of esophageal (p \ 0.001) in

the BB group. Child-Pugh (p = 0.56) and Meld (p = 0.25) scores did

not differ. The independent predictors of overall survival were Meld

(p \ 0.001) and age (p = 0.028) by Cox model. The independent

predictors of liver related survival included Meld (p \ 0.001) and

gastric varices (p = 0.026), and a significant interaction between

Meld and BB (p = 0.035). Therefore, we assessed the BB effect

according to baseline Meld score: in the lowest tertile, BB group had

an improved overall survival as compared to non-treated patients

(log-rank: p = 0.071); a beneficial effect of BB was also observed in

the second tertile until 4 years of follow-up; in contrast, in the highest

tertile, patients treated with BB had decreased survival beyond

2 years (p = 0.095). Liver survival showed the same trends in the

first (p = 0.140) and second (p = 0.306) tertiles; in the highest ter-

tile, the poorer survival in BB group was even more pronounced than

for overall survival (p = 0.019).

Conclusion: The BB effect on survival differed according to liver

severity: in good condition patients, BB tended to improve survival

during the first years whereas there was a significantly decreased liver

survival in the most severe patients.
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Is there an increase in frequency of portal hypertension
decompensations in the fasting month of Ramadan ?

Bahija Benyachou, Iliass Charif, Adil Ibrahimi, Nourdin Aqodad

CHU HASSAN II FES MOROCCO, FEZ, Morocco

Portal hypertension (PHT) is a common disease, of multiple etiologies

dominated by cirrhosis in most countries. She is responsible for the

major complications of cirrhosis, including bleeding, ascites and

hepatic encephalopathy. The aim of our study was to analyze the

difference in the occurrence of different decompensation in patients

with PHT during and outside of Ramadan.

Materials and methods: Retrospective descriptive and analytical

study including all patients with PHT in the department of Gastro-

enterology CHU Hassan II of Fez on a 10-year period (January 2001–

May 2010). We first described the epidemiological, clinical, biolog-

ical, and etiological data of patients with PHT during the month of

Ramadan, and we compared in a second time the onset of decom-

pensation between two groups of patients: during and outside of

Ramadan.

Results: During this period we collected 1107 cases of PHT, 102

patients were hospitalized during the month of Ramadan (9.2%). The

average age of patients was 52 years. Gastrointestinal bleeding was the

most common symptom (67.6%). Ascites was found in 42% of cases,

whereas 20.5% of the cases were discovered during an assessment
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standard. Esophageal varices were present in 80%. At diagnosis 20% of

patients were Child A, and 24% Child C. Cirrhosis was post viral C in

31%, post viral B in 8%. Hemorrhagic decompensation occurred more

in patients during the month of Ramadan than outside of this month

(p = 0.0001). Same for the ascitic decompensation (p = 0.001) and

hepatic encephalopathy (p = 0.001). Infection of ascitic fluid was also

more common during the month of Ramadan (p = 0.001).

Conclusion: Our study supports the increasing complications of PHT

during Ramadan; however, it must be confirmed by prospective

studies, to be able to prevent the fasting in these patients and to make

specific recommendations in this regard.
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Laboratory abnormalities in the portal hypertension secondary
to chronic nonviral liver disease

Iliass charif, Bahija Benyachou, Adil Ibrahimi,
Noureddine Aqodad

Hassan II University Hospital of Fes, Morocco, Fes, Morocco

Introduction: Portal hypertension (PHT) is a serious disease which

can be caused by various etiologies responsible for various compli-

cations involving life-threatening. The severity of these complications

is closely related to the degree of liver failure and the presence of

certain abnormalities secondary to several factors including hyper-

splenism. The aim of our study was to evaluate the biochemical

abnormalities in patients with PHT secondary to chronic liver disease,

not related to chronic viral hepatitis B and C.

Materials and methods: This is a retrospective mono centric study

including 1107 cases of PHT diagnosed between January 2001 and

August 2010.

Results: Among 1107 cases of PHT, chronic liver disease, not related

to B and C viruses represented 18.6% (n = 206) of all aetiologies of

PHT after viral C cirrhosis with 41.1% (n = 289) of cases, and before

the viral cirrhosis B with 17.8% (n = 198) of cases. The sex ratio of

our patients with chronic liver disease, not related to B and C viruses

was 0.8, the average age was 43.6 ± 16.9. The comparison of bio-

logical parameters of patients with PHT secondary to chronic liver

disease, not related to B and C viruses with those with chronic viral

liver diseases has revealed an important anaemia in the first group

with less significant thrombocytopenia and less pronounced cytolysis,

greater level of alkaline phosphatase and lower level of a-Fetoprotein.

Conclusion: The chronic liver disease, not related to B and C viruses

occupy an important part in the etiology of PHT. Analysis of bio-

logical parameters in patients with this chronic liver disease, showed

that liver function was relatively preserved compared with patients

with viral cirrhosis, which explains the lower prevalence of compli-

cations related to liver failure in these patients.
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Multimodal approach to treat a complicated left sided portal
hypertension on hemodialyzed patient.

Pietro Quaretti1, Lorenzo Paolo Moramarco1, Tommaso
Cascella1, Ilaria Fiorina1, Marcello Maestri2

1Radiodiagnostic Department, 2Liver Surgery, IRCCS Policlinico San

Matteo, Pavia, Italy

Introduction: Left sided portal hypertension is rare syndrome which

may lead gastric variceal bleeding. Splenectomy is gold standard in

case of splenic vein thrombosis complicated with variceal hemor-

rhage or hypersplenism.

Case report: A 50 year-old female hemodialyzed patient hospitalized

for massive recurrent variceal bleeding. CT showed huge splenomegaly

with gastric varices, calcified lymph node at liver hilum and suspected

stenosis of portal vein in previous post renal transplantation peritonitis.

As HVPG was normal, pre-hepatic portal hypertension was diagnosed

on non-cirrhotic liver (biopsy proven). Portal vein stenting with trans-

jugular approach was planned but splenic vein was found occluded; we

recanalized it delivering a 10 mm Viabahn, with gastric varices

decongestion. Another 8 9 100 mm Viabahn was released through

liver without postdilatation, as permanent conduit to portal tree. Patient

recovered well without complications. One year later after aortic valve

replacement she returned for hematemesis, due to celiac trunk occlu-

sion. Through SMA we performed proximal splenic artery

embolization, then via mini TIPS, we positioned an occlusion balloon in

gastric vein and completed embolization of gastric varices with two

vials of Onyx. The patient complained of mild left upper abdominal

discomfort, relieved by analgesics. CT showed little splenic infarcts

without signs of infection or liquid collections. Platelet count raise up

over 100.000, permanently.

Discussion: Different treatment options for gastric variceal bleeding

secondary to splenic vein thrombosis have been proposed. Splenec-

tomy is considered the treatment of choice, however PSE can be

effective with reduced morbidity and mortality. Performing stenting

of splenic vein and deploying stentgraft into the liver we improve

splenic venous drainage, diverting it by gastric varices. Proximal

splenic artery embolization was executed to reduce inflow into an

hyperkinetic splenic circulation, while BRTO of left gastric vein was

finalized to embolize directly the varices. Multimodal endovascular

techniques allow to tailoring the treatment of complicated portal

hypertension.
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Testosterone gel treatment maintains beneficial effects on sexual
dysfunction in hypogonadal men with liver cirrhosis

Alper Yurci1, Mehmet Yucesoy1, Oguz Ekmekcioglu2, Sebnem
Gursoy1, Mevlut Baskol1, Kadri Guven1, Omer Ozbakir1

1Gastroenterology, 2Urology, Erciyes University, Kayseri, Turkey

Introduction: Hypogonadism characterised by low serum testoster-

one level, loss of libido, small testes, impotence and gynecomastia is

common in cirrhosis of men. Beneficial effects of topical testosterone

gel treatment on sexual dysfunction has been demonstrated previously

in hypogonadal men without chronic liver diseases.

Aim: The current study was aimed at assessing the efficacy and safety

of topical testosterone replacement on sexual dysfunction in men with

liver cirrhosis.

Material and methods: Sixteen hypogonad cirrhotic male (14 with

viral etiology, 2 cryptogenic cirrhosis) were included. Serum levels of

liver enzymes, free testosterone (fT), total testosterone (tT), sex

hormone binding globulin (SHBG), estradiol (E), FSH, LH, prolactin

(P), prostate specific antigen (PSA) and a-fetoprotein (AFP) were

detected. Sexual dysfunction was detected with International Index of

Erectile Function (IIEF). Testogel 50 mg/day was administered for

6 months. Liver enzymes, hormone profiles were evaluated monthly

and IIEF was repeated at the 6th month.

Results: Twelve patient completed the study; 4 in Child A, 7 in Child B

and 1 in Child C. Serum fT level was significantly elevated
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(5.81 ± 2.88 pg/ml, 16.51 ± 11.42 pg/ml, p = 0.002). IIEF were

improved significantly in all domains including erectile function

(10.7 ± 8.8; 15.9 ± 11.1, p = 0.007), orgasmic function (3.9 ± 3.8;

5.3 ± 4.3, p = 0.016), sexual desire (3.8 ± 1.5; 5.4 ± 2.3,

p = 0.004), intercourse satisfaction (4.0 ± 4.0; 6.8 ± 5.2, p = 0.007)

and overall satisfaction (4.2 ± 2.5; 5.8 ± 3.1, p = 0.018). Child-Pugh

and MELD scores of the patients did not change.

Conclusion: Testosterone gel 50 mg/day raises testosterone and

maintains beneficial effects on sexual dysfunction in hypogonadal

male cirrhosis patients without significant adverse effects.
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Usefulness of balloon-occluded retrograde transvenous
obliteration using a microballoon catheter for cirrhotic patients
with duodenal varices

Yoshie mizuno, Yukinori Imai, Keisuke Shiokawa, Youhei Fujii,
Yoshihito Uchida, Takahiro Hannda, Kazunori Hirahara,
Hiroshi Uchiya, Kazuhiro Watanabe, Manabu Nakazawa,
Taku Chikayama, Masami Nakao, Kayoko Sugawara, Kiyoko
Yoshino, Satsuki Ando, Kazuhiro Hamaoka, Daisuke Motoya,
Mie Inao, Nobuaki Nakayama, Masashi Oka, Satoshi
Mochida

Saitama Medical University, Iruma-gun, Japan

Background: Duodenal varices are uncommon ectopic varices, and

preferable therapeutic strategy for these lesions has not been estab-

lished. Balloon-occluded retrograde transvenous obliteration

(B-RTO) is a therapeutic procedure developed in Japan for the

treatment of gastric fundal varices, while the procedure seldom

applied for patients with duodenal varices, since the advance of a

standard 5-Fr or 6-Fr balloon catheter hardly achieves due to tortuous

structure of their drainage veins. Thus, we evaluated the usefulness of

a microballoon catheter as a therapeutic devise in B-RTO procedure

for patients with duodenal varices.

Methods: Subjects were 4 cirrhotic patients with duodenal varices

seen between March 2009 and November 2012. All were women aged

from 57 to 79 years old. The etiology of liver disease was HCV

infection in 2 and alcohol intake in 2. B-RTO was done following

rupture of varices in 2, while for prophylaxis of hemorrhage in 2.

Duodenal varices were found at 2nd portion in 3 and 3rd portion in 1.

In all patients, a 3-Fr microballoon catheter (balloon diameter at

8 mm) was used for B-RTO procedures.

Results: Microballoon catheters were inserted into the right gonadal

vein in 2, right renal capsular vein in 1 and left renal capsular vein in

1, and 5% ethanolamine oleate at volume from 6.5 mL to 23 mL was

injected through the catheter. B-RTO procedures were successfully

done in all patients, and complete obliteration of the varices was

achieved in all patients. None of patients showed injuries of drainage

veins and any systemic complications.

Conclusions: B-RTO using a microballoon catheter is useful for the

treatment of duodenal varices in which drainage veins are too tortuous

to advance a standard balloon catheter.

Topic: 12.b Clinical

Absno: 2468

Corrected QT prolongation on liver cirrhosis patients in Hasan
Sadikin Hospital Bandung

Arif koswandi

Internal medicine, University of padjadjaran/Hasan sadikin general
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Background: Manifestation of cirrhotic cardiomyopathy is a pro-

longation of QTc interval in electrocardiography examination. The

aim of this study is to observe the incidence of QTc interval pro-

longation in patients with liver cirrhosis which caused by hepatitis B

or C virus. Other aim of this study is to observe correlation between

the incidence of the QTc prolongation with the severity of liver cir-

rhosis, based on Child-Pugh criteria.

Method: Retrospective study from secondary data from the medical

records of the in-patients in Hasan Sadikin Hospital who was diag-

nosed with liver cirrhosis from January 2011 until June 2012.

Results: There were 66 liver cirrhosis patients, 50 cases with chronic

hepatitis B and 16 cases with chronic hepatitis C. QTc interval pro-

longation was found in 36 patients (54.55 %), which 10 patients

(62.5%) with chronic hepatitis C and 26 patients (52 %) with hepatitis

B virus, p = 0.436. Based on Child-Pugh criteria, the QTc interval

prolongation was occured in 3 patients (30%) with Child-Pugh A, 21

patients (58.3 %) with Child-Pugh B, and 12 patients (60 %) with

Child-Pugh C, p = 0.237.

Conclusion: The QTc interval prolongation was found in 54.55 % of

liver cirrhosis patients. The QTc interval prolongation was found

more frequent in hepatitis C group than hepatitis B group, but was not

statistic significantly. In liver cirrhosis patients, caused by hepatitis B

or C virus, the QTc Interval prolongation was not related to the

severity of cirrhosis based on Child-Pugh criteria.
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Correlation between the parameters of echocardiography
and severity of liver disease in cirrhotic patients

Jihyun An, Ju Hyun Shim, Young-Suk Lim, Danbi Lee,
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Young Hwa Chung, Young Sang Lee

Department of Gastroenterology & Liver Center, Asan Medical

Center, University of Ulsan College of Medicine, Seoul,

Republic of Korea

Introduction: It has been shown that presence of cardiac dysfunction

is associated with an unfavorable prognosis in patients with cirrhosis.

However, which echocardiographic factors are related with liver

function in patients with cirrhosis is uncertain. Thus, we aimed to

identify morphologic and functional parameters of heart that correlate

with the severity of cirrhotic liver disease (CLD).

Methods: Ninety seven consecutive patients who had underwent

echocardiography for liver transplantation was assessed retrospec-

tively. M-mode, 2D-echocardiography, and Doppler study were used

to evaluate cardiac structure and function. Severity of cirrhotic liver

disease was graded by Child-Turcotte-Pugh (CTP) score and the

Model for End-Stage Liver Disease (MELD) score.

Results: Nineteen patients with CTP class A, 33 patients with CTP

class B, and 45 patients with CTP class C were included respectively.

Left-ventricular diastolic diameter (r = 0.217, CI 95% 0.001–0.422;

p = 0.02), left-atrial diameter (r = 0.249, CI 95% 0.062–0.433;

p = 0.01), systolic pulmonary artery pressure (r = 0.320, CI 95%

0.191–0.478; p \ 0.01) correlated significantly with CTP score. E/E’

ratio, a factor reflecting diastolic dysfunction correlated significantly

as well (r = 0.298, CI 95% 0.105–0.461; p \ 0.01). The MELD score

was on relation with systolic pulmonary artery pressure (r = 0.457,

CI 95%, 0.280–0.600; p \ 0.01), and E/E’ ratio (r = 0.291, CI 95%
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0.097–0.505; p \ 0.01). Patients with CTP class C had significantly

higher E/E’ ratio (8.89 vs. 10.17 vs. 11.89; p = 0.02), systolic pul-

monary artery pressure (20.79 vs. 24.27 vs. 28.86; p = 0.01)

compared to patients with CTP class A and B.

Conclusion: Some parameters’ changes in cardiac structure and

function, assessed by echocardiography, correlate with the severity of

CLD. Especially, the diastolic dysfunction represented with high E/E’

ratio was significantly associated with end-stage liver disease. This

finding suggests that diastolic dysfunction might be associated with

circulatory complication of cirrhosis, and occurrence of hepato-renal

syndrome.
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Factors predicted mortality in hepatic hydrothorax. Ten year
experience on hepatic hydrothorax in a regional district hospital
in Chinese.

Ka Luen Lui1, Kin Kong Michael Li2
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New Territories, HK, Hong Kong S.A.R.

Objective: To find out prognostic factors of mortality of patient with

hepatic hydrothorax, the clinical outcome of different treatment

options for hepatic hydrothorax.

Design: Retrospective cohort study.

Patients: All patients diagnosed to have hepatic hydrothorax by

qualified hepatologist from 2001 to 2011 in Tuen Mun Hospital.

Outcome measure: Baseline demographic data, Laboratory features,

clinical outcome.

Result: Forty eight patients were studied. The median follow-up time

was 195 days. In univariate analysis, creatinine [ 150 lmol/L at the

time of diagnosis (p = 0.026), MELD greater than or equal to 15

(p = 0.021), chest drain insertion (p = 0.006) were associated with

increased mortality. In multivariate analysis using Cox regression

model, these three factor also associated with increased in morality

with hazard ratio 3.57 (95% CI 1.11- 6.33, p = 0.037), 10.6 (95% CI

7.69–50.0, p \ 0.001) and 15.0 (95% CI 3.1–72.3, p \ 0.001)

respectively. For patient with refractory hepatic hydrothorax, signif-

icantly more patients develop complications (n = 11, 91.7%) after

chest drain insertion than serial thoracentesis (n = 0, 0%) (p \ 0.001,

Fisher exact test) and all patients with pleurodesis done (n = 2) also

got complications.

Conclusion: Baseline renal impairment, high MELD score and chest

drain insertion were associated with mortality independently. Chest

tubes insertion or pleurodesis were relative contraindication in hepatic

hydrothorax because of high complication rate and it is associated

with increased in mortality.
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The correlation between serum sodium level and the disease stage
and complications in liver cirrhosis

Shamardan Ezz Eldin Bazeed, Hasan Sedeek Mahmoud
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University, Qena, Egypt

Background: Hyponatremia is a common finding in patients with

decompensated cirrhosis due to an abnormal regulation of body fluid

homeostasis. Most prognostic scores including Child-Pugh score rely

on a limited number of variables, which were put together empirically.

Aim: To evaluate the level of serum sodium in liver cirrhosis in its

different disease stages and complications and possible adding its vale

to Child-Pugh score to improve it.

Patients and Methods: 190 patients; 100 males and 90 females; with

liver cirrhosis admitted to Qena university hospital were included.

Patients were classified according to Child-Pugh score into three

groups; class A, B and C. Presence of different complications

including hepatic dysfunction and portal hypertension were detected.

Serum sodium level was measured for all patients. Its correlations

with different disease stages ad complications were statistically

analyzed.

Results: Serum sodium level was decreased significantly from child

A to B to C (P value = 0.02 between groups). Patients with massive

ascites showed statistically lower level than those with mild and

moderate ascites (P value = 0.00 between groups) but no difference

between patients with and without spontaneous bacterial peritonitis.

Also its level decreased significantly in patients with hepatic

encephalopathy grade III and IV than those with grade I, II and those

without HE (P value = 0.03 between groups). No statistically sig-

nificant difference between those with absence, small and large

esophageal varices. Positive correlation was detected between serum

sodium level and Child-Pugh score (r = +0.72, P value = 0.02).

Conclusion: Serum sodium level decreased significantly with more

liver dysfunction, adding its value to Child-Pugh score could improve

it.
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Supersonic shear wave elastography as a non-invasive tool
for determining improvement of portal hypertension in cirrhotic
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Purpose: To investigate whether it is feasible to estimate the change

of hepatic venous pressure gradient (HVPG) using Supersonic shear

wave elastography (SWE) in the patients with portal hypertension.

Materials and methods: Twenty-three consecutive patients who

were diagnosed with portal hypertension ([=6 mmHg of HVPG) on

initial HVPG measurement and who underwent follow-up measure-

ment to evaluate response to treatment were enrolled in this

retrospective study. Liver stiffness measurement was performed in all

of the subjects, followed by HVPG measurement through transjugular

catheterization on the same day. Liver stiffness was obtained inter-

costally, which was repeated 5 times at the same location of the right

liver. The relationship between the HVPG and liver stiffness on initial

measurement and on follow-up was investigated by using Pearson’s

correlation test. Furthermore, we evaluated whether a change in the

HVPG (DHVPG) was correlated with a change in the liver stiffness

(DLS). The subjects were subdivided into two groups: those in whom

the HVPG at follow-up decreased by [=20% compared to the initial

measurement (clinical improvement), and those in whom the per-

centage of decrease was less than 20%. The performance to determine

improvement of portal hypertension was investigated using the

receiver operating characteristics (ROC) curve analysis.

Results: Liver stiffness was significantly correlated with HVPG at

initial and follow-up measurements (r = 0.501 and 0.527,
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respectively). The mean rate and difference of DLS were strongly

correlated with DHVPG (r = 0.863 and 0.707, respectively). To

determine the improvement of portal hypertension, the area under

the ROC curve was 0.79 of rate of DLS, and 0.78 of difference of

DLS.

Conclusion: Supersonic SWE is feasible method to determine

improvement of portal hypertension in cirrhotic patients.
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Prevalence of cardiac and renal dysfunction in Indian cirrhotic
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Objectives: The objective was to assess the prevalence of cirrhotic

cardiomyopathy in patients with cirrhosis of liver and its correlation

to hepatorenal syndrome (HRS), to assess if echocardiographic

parameters of cardiac dysfunction correlate with the severity of liver

dysfunction, and to appraise whether or not there are significant dif-

ferences in these parameters between patients with alcoholic and

nonalcoholic cirrhosis.

Materials and methods: Thirty patients with alcoholic cirrhosis and

thirty with cirrhosis of non-alcoholic etiology were enrolled, after

excluding those with recent bleeding, gross ascites, severe anemia and

other conditions which could alter cardiovascular status. 30 healthy

subjects without cardiovascular risk factors were enrolled as controls.

Hepatic function status was assessed by biochemical tests and pro-

thrombin time. Cardiac structural and functional assessment was

performed non-invasively using transthoracic echocardiography.

Results: Prevalence of cirrhotic cardiomyopathy in our study was

found to be 25.86%. Deceleration time was significantly (P \ 0.05)

prolonged in both the cirrhotic groups (231.2 ± 23.9 ms and

228.7 ± 28.15 ms) compared to controls (182.5 ± 17.12 ms), indic-

ative of diastolic dysfunction in cirrhotic patients. Other parameters

such as ejection fraction, E: A ratio, inter-ventricular septal thickness,

left ventricular systolic as well as diastolic chamber dimensions did

not show statistically significant difference between any of the

groups. No statistically significant association was seen between

severity of hepatic dysfunction and cardiac changes and also between

cardiac dysfunction and HRS. HRS developed in two patients. There

was no statistically significant difference between the alcoholic and

nonalcoholic groups.

Conclusions: Diastolic dysfunction is prevalent in patients with cir-

rhosis. Cardiac structural and functional parameters did not correlate

with the severity of liver dysfunction. Cardiac dysfunction seemed to be

the consequence of cirrhosis itself, rather than of alcohol. HRS was not

found to be correlated to diastolic dysfunction in cirrhotic patients.
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The clinical value of prophylactic intravenous cefazolin
to the cirrhotic patients with esophageal varices bleeding
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Prophylactic antibiotics in cirrhotic patients with acute esophageal

varices (EV) bleeding has been shown to decrease the rate of bacterial

infections and increase survival. However, due to some economic

reasons or insurance payment rules, many physicians in Taiwan chose

intravenous cefazolin for prophylaxis or did not give antibiotics. This

study aimed to analyze the outcome of intravenous cefazolin, a first-

generation cephalosporin, in the cirrhotic patients with EV bleeding.

Ninety-two consecutive cirrhotic patients with EV bleeding but

without evidence of infection were retrospectively analyzed from

December 2005 to February 2008, and 50 with cefazolin prophylaxis

and 42 without antibiotic prophylaxis were enrolled in the antibiotic

prophylaxis group and control group respectively. The outcomes were

compared between both groups. The incidence of infection was sig-

nificantly lesser in the antibiotic prophylaxis group (6%) than that of

the control group (33.3%) (P \ 0.05). The incidence of recurrent EV

bleeding (6% vs. 9.5%) and mortality (4% vs. 7.1%) showed no

significant difference between both groups. In patients who died from

septic shock, all suffered from cefazolin-resistant bacterial infections.

Mean length of hospital stay was shorter, but insignificant in the

antibiotic prophylaxis group (6.6 days) when compared with control

group (7.8 days). Although intravenous cefazolin can effectively

reduce the rate of infection in cirrhotic patients with acute EV

bleeding, it cannot be not recommended for use in these clinical

conditions due to lack of impact on other outcomes.
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Introduction: Liver cirrhosis is a major health problem; it represents

the final common pathway for variety of chronic liver disease In order

to reduce the increasing burden that endoscopy units will bear, some

studies have attempted to early identify varices.

Aim of the work: To assess different clinical, biochemical, ultraso-

nographic parameters which may non-invasively predict the presence

of large esophageal varices in cirrhotic patients.

Result: platelet count, splenic size, portal vein size and platelet count/

spleen diameter ratio with cut off values of (125, 13.138 and 728.57

respectively) were found to be highly significant predictors of large

esophageal varices.

Conclusion: the non invasive methods are good predictors of large

esophageal varices.
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Splenic stiffness variation at acoustic radiation force impulse
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Background and aims: Splenomegaly is a consequence of portal

hypertension in cirrhotics. Recently the role of ARFI in the evaluation

of chronic liver disease has been demonstrated. Likewise it has been

described that liver (LV) and spleen velocity (SV) measurement with

ARFI can identify cirrhotic patients at risk of bearing large oesoph-

ageal varices. A recent study shows the significant difference in SV

before and after TIPS placement, but some data are missing. Our aim

is to confirm those data and to investigate the correlation between

stent functioning and SV change.

Methods: In eleven patients (3 Female/8 Male) affected by cirrhosis

(5 HCV infection, 3 alcoholic intake, 2 HCV + EtOh abuse, 1 Budd

Chiari Syndrome), who underwent TIPS placement (7 for oesopha-

geal varices bleeding, 4 for refractory ascite) we measured LV and SV

just before, seven days and one month after stent placement. Three of

them were also examined one day post TIPS placement.

Results: In all eleven patients both LV and SV decrease after a

week but only SV significantly (mean ± ds; 3.64 ± 0.4 vs 2.69 ±

0.69 m/s; p \ 0.001). We performed SV measurement the day after

TIPS placement only in three patients and data confirm a significant

but partial decrease (3.64 ± 0.43 vs 3.05 ± 0.17 m/s; p \ 0.001).

After 4 weeks from TIPS we evaluate ARFI and ascites by a standard

ultrasound exam: patients with ascite had a medium variation of SV in

comparison to baseline data of 20.5 ± 13% vs 8.5 ± 14.5% in

patients without ascite (p = ns). None of our patients had thrombosis

of the stent.

Conclusion: Our results suggest a role for SV measurement with

ARFI not only in detecting presence and severity of Portal Hyper-

tension but also in monitoring the functioning of TIPS. Preliminary

results show a possible use of this non-invasive tool in monitoring

portal hypertension. We hope this method could allow to identify

cirrhotic patient in which invasive assessment, as endoscopy, should

be required reducing the actual necessity to monitoring regularly all

cirrhotic patients.
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Aims: Malnutrition in cirrhotic patients is responsible for higher

morbidities and mortalities and extent of malnutrition/under-nutrition

in cirrhotic patients in Pakistan is not known. Therefore it is man-

datory to investigate burden of malnutrition in cirrhosis and their

quality of life.

Methods: This was cross sectional study on cirrhotic patients visiting

outpatient clinics of Aga Khan University and Jinnah post graduate

medical center Karachi in ward 7 in 2010–12. Malnutrition was

assessed by protein calorie malnutrition score (PCM), Anthropometry

and Bio-electrical impedance (BIA). Subjects were divided into mild,

moderate and severe malnutrition. Quality of life was assessed by

using the health related quality of life (HRQOL) questionnaire.

Results: 148 cirrhotic subjects were included in study, 70 (47.3%)

were male and mean age of subjects was 49.1 ± 11 years. 138

(87.8%) had viral associated liver cirrhosis. Majority of the study

subjects had child A (n = 61; 44.5%) and B (n = 59; 43.1%). In

anthropometry, mean weight (kg) was 61.11 ± 12.48; height (meters)

was 1.64 ± 0.07, bodymass index (BMI) was 22.34 ± 5.9, midarm

circumference was 26.40 ± 4.15 cm, triceps skin thickness

27.3 ± 10.43 mm. Bioelectrical impedance showed total body water

(Kg) 34.99 ± 7.51, fat free mass (kg) 45.6 ± 12.09, total body fat

percentage was 22.27 ± 10.79. Mean Protein calorie malnutrition

(PCM) score was 91.20 ± 16.70. The PCM showed malnutrition in

approximately 109 (73.6%) subjects; mild in 72 (48.4%), moderate 34

(23%) and severe in 3 (2%). 57(35.4%) had poor quality of life. There

is significant correlation of PCM score with BIA parameters (TBW,

FFMI, Fat% etc) and there is not significant correlation between PCM

and HRQOL.

Conclusion: We conclude that majority of the patients with liver

cirrhosis had malnutrition as assessed by PCM score and

anthropometry.
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Objectives: Bleeding from gastroesophageal varices is the most

serious and life-threatening complication of cirrhosis and accounts for

10% of all cases of bleeding from the upper GI tract. It is essential to

identify and treat those patients at highest risk because each episode

of variceal hemorrhage carries a 20 percent to 30 percent risk of

death, and up to 70 percent of patients who do not receive treatment

die within one year of the initial bleeding episode. The aim of this

study is to determine the clinical predictors of bleeding esophageal

varices.

Methods: A case record review was done on all patients with

esophageal varices admitted at Sohag and Qena faculty of medicine

hospitals between January 2010 to August 2012. Various clinical,

biochemical and endoscopic variables were tested to determine the

predictors of esophageal bleeding.

Results: Among 300 patients with esophageal varices, 80 percent

was due to HCV, 18 percent was due to HBV, 2 percent had both

HCV and HBV, as etiologic factor for their liver disease., hemo-

globin was 102 (±H7)g/l, platelet count 122.30 (±922 SO) 9

log/i, protime 0.55 (±0.16) percent activity, INR of 1.40 (±0.32),

albumin 29(±6) g/l, AST 61 (-f/-45) u/l, ALT 64 (±25) u/l, total

bilirubin 66 (±130) lmol/l and creatinine of 104 (±72) lmol/l.

Splenomegaly was reported in 95 percent, 90 percent had ascites.

41 percent had Gr III esophageal varices, 55 percent had three-

column esophageal varices on endoscopy, 25 percent had con-

comitant gastric varices, 66 percent had portal hypertensive

gastropathy. Platelet count, presence of red color sign, number of

columns of esophageal varices, presence of portal gastropathy and

gastric varices on EGD showed a significant positive correlation

with bleeding.

Conclusion: Thrombocytopenia, presence of encephalopathy and

endoscopic findings of large varices, presence of red color sign,

fundal varix and portal hypertensive gastropathy were found to be

predictors of esophageal variceal bleeding.
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Background: Idiopathic portal hypertension (IPH) is characterized

by a long-standing non-cirrhotic portal hypertension (NCPH) because

of the intrahepatic block of small portal vein branches. NCPH is due

to various causes that generally are extrahepatic, involving the pre-

hepatic or the post hepatic circulation. NCPH includes Extra Hepatic

Portal Vein Obstruction (EHPVO) and Non-Cirrhotic Portal Fibrosis

(NCPF). The natural history of NCPH is not clear.

Aim: To determine prospectively the changes in the portal venous

system in patients with NCPH.

Method: Patients with a diagnosis of NCPF and EHPVO registered

since 2001 were serially followed at an yearly interval for changes in

liver size, its echotexture, and in the intra and extrahepatic portal

venous system. Baseline demographic details, LFT, and co-morbid

illness including virological profile were noted. Patients with

co-morbid illness and those with known etiology of cirrhosis were

excluded from the study.

Results: There were 34 patients with NCPF (M:F 1:1.8) and 30 patients

with EHPVO (M:F ratio 1.6:1). The mean age was 24.9 yrs and 41.2 yrs

respectively. During follow up, 20 out of 34 and 16 out of 30 patients

with NCPF and EHPVO respectively had no progression of disease. 14

patients with NCPF progressed to cirrhosis over a mean period of

5.21 years. Eight patients developed ascites and required diuretics. 14

patients with EHPVO progressed to NCPF over the mean period of

8.6 years, 12 patients further progressed to cirrhosis over a mean period

of 5.1 years. Overall 40% of patients with EHPVO progressed to cir-

rhosis over a mean period of 13.7 years.

Conclusion: NCPH is a spectrum wherein EHPVO progresses to

NCPF and further to cirrhosis over a period of 13.7 years at least in a

proportion of patients.

Topic: 12.b Clinical

Absno: 2773

Predictors of early rebleeding after histoacryl injection treatment
for gastric variceal bleeding

Wei Teng1, Hui Che Hsiao2, Jui Min Chang1, Chien Hao Huang2,
Wei Ting Chen2, Cheng Tang Chiu1, Wen Juei Jeng2

1Department of Gastroenterology and Hepatology, Chang Gung

Memorial Hospital, Linko Branch, Taiwan, 2Division of Hepatology,

Department of Gastroenterology and Hepatology, Chang Gung

Memorial Hospital, Linko Branch, Taiwan, Taoyuan, Taiwan R.O.C.

Background: Gastric variceal bleeding (GVB) is associated with

significant morbidity and mortality in cirrhotic patients. N-butyl

cyanoacrylate (NBC), mixed with lipiodol, has been shown to be

effective in controlling bleeding. However, rebleeding rate was

reported around 50%. This study aimed to find the predictors of early

rebleeding (within 7 days) after emergent endoscopic sclerotherapy.

Methods: This is a retrospective study recruit patients received emer-

gent endoscopic treatment with NBC during December 2011 to October

2012 were enrolled. Age, gender, etiology of cirrhosis, presence of

ascites, hepatic encephalopathy, co-existence of esophageal varices,

Child-Pugh score, MELD score, APACHE II score, history of HCC, as

well as gastric varices classification, and N-butyl cyanoacrylate (NBC)

injection amount. Early rebleeding was defined as new onset hema-

temesis or hematochezia after initial endoscopic therapy within 7 days.

Results: There were 70 gastric variceal bleeding patients (77.1%

men, mean age 52 years) received endoscopic NBC injection treat-

ments. Early rebleeding was noted in 28.6% patients. Younger age,

viral hepatitis combined with alcoholism related cirrhosis, increased

histoacryl amount, presence of systemic inflammatory response

(SIRS), and blood transfusion with platelet were tended to have

rebleeding by univariate analysis. By multivariate analysis, presence

of SIRS(OR: 0.101, 95% CI: 0.021–0.48, p = 0.004), and histoacryl

amount (OR: 3.751, 95% CI: 1.081–13.01, p = 0.037) appeared to be

predictive of early rebleeding after initial treatment.

Conclusions: Presence of SIRS and histoacryl injection amount are

predictors of early rebleeding after NBC injection treatment for GVB.
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Background and aims: The frequency of cirrhotic cardiomyopathy

(CC) and its relevance to the clinical course of the cirrhosis has not

adequately investigated. We assessed the frequency and the charac-

teristics of CC in our cohort of cirrhotic patients and we prospectively

evaluated its impact on the clinical outcome of cirrhosis.

Methods: We enrolled 45 cirrhotics (73.3% males; mean age

57.2 ± 12.4 years; 48.9% decompensated cirrhosis) after excluding

those with known heart or pulmonary diseases, hypertension, recent

gastrointestinal bleeding, clinical or laboratory signs of active infection

and hepatocellular carcinoma. A Pulsed-wave Doppler echocardiogra-

phy with Tissue Doppler imaging was used to assess the cardiac

function. All patients were followed-up for a period of 2 years. The end-

points were death, liver transplantation and decompensation of cirrhosis.

Results: LVDD was diagnosed in 17 (37.7%) patients (20% grade I,

17.7% grade II), while 28 (62.3%) patients had no evidence of dia-

stolic dysfunction. LVDD was diagnosed in 8/23 patients (34.78%)

with compensated cirrhosis and in 9/22 patients (40.90%) with

decompensated liver disease. Patients with decompensated cirrhosis

and LVDD had more severe cardiac dysfunction (grade II) as com-

pared to patients with compensated cirrhosis and LVDD (7/9, 77.77%

vs. 1/8, 12.5%, p = 0.015). At the end of follow-up, 13 patients

reached the composite end-point; 8 patients with LVDD (8/17, 47%)

and 5 patients without LVDD (5/28, 17.8%). On Kaplan-Meier

analysis, the actuarial probability of reaching the end-point was sig-

nificantly increased in patients with LVDD (p = 0.032, log rank:

4.607). On multivariate analysis, albumin levels (p = 0.003) and the

development of LVDD (p = 0.034) were independently associated

with the composite end-point.

Conclusions: Cirrhotic cardiomyopathy is a frequent complication of

liver cirrhosis, independently of the stage and the etiology of the

disease. The development of cardiomyopathy is associated with more

rapid deterioration of liver disease and a worse prognosis.
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Background and aims: Loss of bone mass is frequently identified in

cirrhosis, leading to fragility fractures and significant morbidity. The

pathogenesis is not completely elucidated. The aim of this study is to

assess the prevalence of bone loss in cirrhotic patients and identify

risk factors.

Patients and methods: Bone mineral density (BMD) was prospec-

tively performed in patients with cirrhosis between July 2011 and

May 2012, by X-ray absorptiometry at lumbar spine and femoral neck

sites. Other diseases disturbing the bone density were excluded.

Osteopenia was considered if T score \-1.5 DS and osteoporosis if

T-score \-2.5 DS. We collected data including: characteristic of the

cirrhosis, classical risk factors for bone mass loss and nutritional

status.

Results: Eighty patients were included: 42 women (52.5%) with a

mean age of 56.8 years [18 - 85]. Main etiologies of cirrhosis were:

hepatitis C in 36.3%, hepatitis B in 12.6%, and auto-immune in

13.8%. Severity of liver cirrhosis using Child-Pugh was: stage A in

37, 5%, stage B in 31.3% and stage C in 31.3% while mean MELD

score was 14 (5–32). BMD was low in 55 patients (68.7%): osteo-

penia in 27 cases (33.7%) and osteoporosis in 28 cases (35%). Risk

factors for low bone mass were: female gender (p \ 10-3), physical

inactivity (p \ 10-4), low calcium diet (p = 0.04), alcohol con-

sumption (p = 0.016) and malnutrition (p = 0.02). However nor the

etiology of cirrhosis nor its severity or complications were signifi-

cantly associated with the occurrence of bone mass loss.

Conclusion: In our study, prevalence of osteoporosis was 35%, as

reported in Occident. Classical risk factors of osteoporosis were

correlated with bone mass loss but not the severity of the cirrhosis.

This high prevalence suggests that bone status should be evaluated

routinely in patients with cirrhosis, regardless to the severity of the

liver disease.
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Study design: Retrospective study.

Objective: To determine clinical profile of extra hepatic portal

hypertension (EHPHT) in western India.

Methods: 25 children with EHPHT who were referred to pediatric

liver clinic at B J Wadia Hospital for children over a period of 4 years

were included in this study. Clinical and biochemical profile were

noted. Comparison of clinical and biochemical parameters in children

greater than 5 years and lesser than 5 years of age was done using

chi-square test.

Results: Mean age was 7.64 ± 4.23 years with a range of 0.5 - 16

years Male: female ratio was 17:8. Portal vein thrombosis was seen in

6 (24%) patients. Hematemesis and malena was more common in

children less than 5 years of age (Odds ratio is 2.500 for Hematemesis

and 3.125 for Malena) whereas splenomegaly was more common in

children above 5 years of age (Odds ratio - 0.0595). Thrombocyto-

penia was more commonly seen in children [ 5 years of age (Odds

ratio - 0.0833) whereas anemia was similar in both age groups (Odds

ratio - 0.7500). Esophagogastroscopy was done in 17 patients (68%)

of which 15 (88.23%) had varices and 10 (58.82%) required sclero-

therapy. Five children (29.41%) required shunt surgery.

Conclusion: Portal vein thrombosis is a common cause of EHPHT.

Hematemesis and malena is more common in children \ 5 years of

age and splenomegaly is seen in all children above 5 years of age.

Thrombocytopenia is common in children above 5 years of age. Most

patients do well with sclerotherapy and very few require shunt

surgery.
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Background: To determine the nutritional status in Mongolian

patients with liver cirrhosis (LC).

Methods: 290 patients with LC (96 patients with Childs class A, 106

- Childs B, 88 - Childs C), 30 healthy volunteers were recruited. We

assessed the biochemical blood tests, anthropometric parameters and

subjective global assessment (SGA). The data was analyzed using

SPSS, a p value of \ 0.05 was considered significant.

Results: Malnutrition (midarm muscle circumference \ 5th percen-

tile) was prevalent in 58% patients of LC. The mean caloric intake of

patients with LC Childs A was 21.3 kcal/kg/day, Childs B - 19.6

kcal/kg/day, Childs C - 15.4 kcal/kg/day respectively. Patients with

LC Childs A were in SGA grade A (83.2%) and B (16.8%), with LC

Childs B were in SGA grade A (56.4%) and B (43.6%) and all

patients with LC Childs B were in SGA grade C. Handgrip strength

(Childs A - 30.5 ± 4.7kgF; B - 24.6 ± 5.9kgF; C - 17.8 ± 6.1kgF)

and serum albumin (Childs A - 30.2 ± 2.6 g/L; B - 25.1 ± 1.9 g/L; C

- 17.5 ± 2.3 g/L) levels were progressively decreased with respect to

LC stage. The mean serum transferrin (172.6 ± 6.2 mg/dL) was

lower in patients with LC in comparison with normal value.

Conclusions: Nutritional disorders seem to be related to the degree of

liver injury. Additional nutritional supplements are probably needed

to improve survival in patients with LC.
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Esophageal variceal bleeding (EVB) is one of lethal complications of

cirrhosis. Endoscopic band ligation (EBL) is the most important

option for treatment, recommended to start EBL on Z line, where

varices originate. This study planned to compare the effectiveness of

EBL either in targeted multi-band (TMB) or single row circumfer-

entially (SRC) (Figures 1, 2). 39 consecutive patients admitted with

EVB; and EBL performed randomly in two different ways included.

For SRC, EBL performed each column above Z-line. For TMB, EBL

applied only varice column (s) with large-scale or sign of bleeding,

starting above Z line up the end of that varice (s). Somatostatin given

all patients 5 days, after EBL. Early and late rebleeding rates,

Adjusted Blood Transfusion Requirement Index (ABRI) were eval-

uated according to Bavenov criteria to assess the treatment (Table 1).

Both groups were similar in terms of age, gender, etiology of

Portal Hypertension and cirrhosis, Child-Pugh and MELD scores.

Re-bleeding and ABRI scores didn0t differ between the two groups.

There isn0t any difference on treatment outcomes between SRC

and TMB. We conclude that, SRC ligation may be a more practical

manner for EVB therapy.
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Somatostatin (SMS) and its analogs are commonly used for the treat-

ment of esophageal variceal bleeding (EVB). It is recommended to use

vasoactive drugs (including SMS, as well) for 2-5 days or along the

period till 24 hours after once bleeding ceased. But, exactly how long

they are to be used after successful endoscopic therapy is not clear. We

designed this study to compare the clinical efficacy of the short (2 days)

and long term (5 days) SMS treatment after successful endoscopic band

ligation (EBL). Between the dates of January 1st 2012–July 31st 2012,

consecutive 39 patients admitted with EVB to our clinics, randomized

into two treatment arms as short-term (2 days) and long term (5 days)

250 micrograms/hour infusion of SMS following 250 micrograms dose

of a bolus dose, after successful EBL. These two groups were compared

in terms of the success of the endoscopic procedure, treatment success

according to Baveno V criteria, early and late rebleeding rates, Adjusted

Blood Transfusion Requirement Index (ABRI). Both groups were

similar on age, gender, etiology of portal hypertension and cirrhosis,

Child-Pugh and MELD scores. These two groups were also similar on

the comparison of the most large-scale varices endoscopically dem-

onstrated (p = 0.873). Endoscopy and EBL were performed

successfully in all patients. There were no differences statistically

important in terms of the number of rebleeding early (first 6 weeks) or

late (after 6 weeks), and the rate of the optimal sclerosis (p = 0.879,

0.411, 0.096, respectively) (Table 1).

There was no difference between the two groups (short-term and

long-term SMS infusion) in terms of the effectiveness of the treat-

ment, following a successful EBL. For this reason, short-term

infusion of SMS can be thought to be more useful than long-term

infusion with its lower cost and requiring a shorter hospital stay after

successful EBL.

Fig. 1

Fig. 2

Table 1

TMW
n = 20

SRC
n = 19

p

Age (years) ± SD 54.35 ± 11.68 54.53 ± 14.77 0.967

Gender Male 10(50%) 13 (68.4%) 0.242

Female 10(50%) 6(31.6%)

Etiology HBV 525%) 3 (15.9%) 0.785

HCV 8(40%) 7(36.8%)

Other 7(35%) 9(47.3%)

Child–Pugh class A 3(15%) 6(31.6%) 0.155

B 10(50%) 8(42.1%)

C 7(35%) 5(26.3%)
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A Two-year review on herb-induced liver injury (HILI)

Wing I Cheung1,2, Man Li Tse3, Teresa Ngan4, Tony WL Mak5,
Wing Tat Poon5, Jieru Lin4, Fei Lung Lau6, Tai Nin Chau7

1Division of Gastroenterology and Hepatology, Department of

Medicine and Geriatrics, Our Lady of Maryknoll Hospital, Hong

Kong S.A.R., 2Medicine and Geriatrics, United Christian Hospital,

Hong Kong, 3Hong Kong Poison Information Center, United

Christian Hospital, Hong Kong S.A.R., 4Chinese Medicine

Department, Chief Pharmacist’s Office, Hospital Authority,
5Toxicology Reference Laboratory, Department of Pathology,

Princess of Margaret Hospital, 6Hong Kong Poison Information

Center, United Christian Hospital, 7Division of Gastroenterology and

Hepatology, Union Hospital, Hong Kong, Hong Kong S.A.R.

Introduction: In this two-year prospective study, we evaluate the

demographics, clinical features and patterns of HILI in Hong Kong.

Method: From Jan 2008 to Dec 2009, all suspected cases of HILI

(Elevation ALT or ALP more than twice upper limit of normal and a

history of herbal medicine exposure in past six months) referred to the

Hospital Authority Toxicology Service, a tertiary referral toxicology

center in Hong Kong, were recruited. The clinical course and liver

biochemistries were monitored, alternative causes were evaluated.

The herbal agent sample or residues or written formula was analyzed;

toxicology analysis of ingredients and/or urine studies was performed;

possibilities of adulteration were looked into. Comprehensive litera-

ture review through international and Chinese Journals Database was

performed to determine the potential of herbal hepatotoxicity. Like-

lihood of causality was evaluated by multidisciplinary approach

(MDA) with panels consisting of hepatologist, analytical toxicologist,

clinical toxicologist, Chinese medicine pharmacist.

Result: 191 cases of suspected HILI were recruited. Among them, 86

consumed herbal broth prepared according to herbal formula, 81 took

proprietary herbal medicine, 8 used single herb and 16 exposed to a

combination of two or more forms of herbal medicine. Hepatocellular

injury, cholestasis and mixed pattern constituted 60%, 24% and 16%

of cases respectively. Potential hepatotoxic ingredients were identi-

fied in 125 cases. 57 of the cases are classified as Bona fide HILI after

comprehensive review and consensus meeting by MDA team.

Majority of patients with bona fide HILI (86%) recovered spontane-

ously. However 8% and 5% patient had chronic liver impairment and

acute liver failure requiring liver transplantation respectively,

although no mortality was reported.

Conclusion: HILI may results in serious sequelae. Due to the diffi-

culties in determining herbal hepatotoxicity, it is prudent to create a

registry of carefully documented HILI cases in patients and act as a

safety signal for further surveillance.

Topic: 13.a Basic Science

Absno: 64

Alpha-fetoprotein receptor is an early indicator of HBx driven
hepatocarcinogenesis and its application in tracing metastasis
of cancer cells

Mengsen Li, Mingyue Zhu, Wei Li, Yan Lu, Xieju Xie

Hainan Provincial Key Laboratory of Carcinogenesis and

Intervention, Hainan Meciacla University, Haikou, China

Extracellular alpha-fetoprotein (AFP) plays a role in regulating prolif-

eration and metastasis of cancer cells mediated by AFP receptor (AFPR).

In hepatitis B virus (HBV)-x protein (HBx)-driven hepatocarcinogene-

sis, expression of AFP and AFPR were induced. Thus, we investigated

the role of AFPR and AFP in HBx-related hepatocellular carcinogenesis.

We used Western blotting, immunohistochemistry and laser confocal

microscopy to analyze the effect of HBx on expression of AFP, AFPR,

Src, CXCR4 and Ras in human normal liver cells L-02 and HCC cell

lines or in clinical 57 patients’ specimens; AFP interaction with PTEN

was assayed by Co-immunoprecipitation; Short RNA interference to

evidenced AFP expression was downregulated, and visible fluorescence

imaging was used to examine primary and metastatic HCC. We con-

firmed AFPR localization in the membrane of HCC samples, HBx

expression first induced upregulation of AFPR and AFP followed by

expression of Src, Ras and CXCR4 in human liver cell line L-02 and in

liver tissue specimens. Cytoplasmic AFP activated the PI3K/AKT sig-

naling pathway to promote expression of AFPR, Src, CXCR4 and Ras.

Results also showed that AFP through AFPR activated phosphorylation

of AKT(Ser 473). Downregulation of AFP or treatment with a PI3K

inhibitor Ly294002 blocked HBx-mediated upregulation of AFPR, Src,

CXCR4 and Ras expression. Fluorescently labeled AFP binding with

AFPR was able to display location of metastatic HCC in vivo. We

concluded that upregulation of AFPR and AFP expression is essential for

HBx-driven malignant transformation of liver cells. Thus, labeled AFPR

may be used to trace primary and metastatic HCC.
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Chemoprevention by caffeine and curcumin
in the diethylnitrosamine-induced hepatocarcinogenic rat model

Yuki Fujise, Jun-Ichi Okano, Ryo Abe, Ryu Imamoto,
Shintarou Sawada, Yoshikazu Murawaki

Table 1 .

The short-term

treatment n (%)

The long-term

treatment n (%)

p

Age (years) ±

SD

55.5 ± 14.61 53.26 ± 11.78 0.595

Gender Male 13 (65%) 10 (52.6%) 0.433

Female 7 (35%) 9 (47.4%)

Etiology HBV 4 (20%) 4 (21.1%) 0.785

HCV 7 (35%) 6 (31.6%)

Other 9 (45%) 9 (37.4)

The severity of

varicose veins

1/3 3 (15%) 3 (15.7%) 0.873

2/3 10 (50%) 10 (52.7%)

3/3 7 (35%) 6 (31.6%)

Early rebleeding No 20 (100%) 19 (100%) 0.951

Yes 0 (0%) 0 (0%)

Late rebleeding No 14 (70%) 16 (84.2%) 0.411

Yes 6 (30%) 3 (15.8%)

Optimal

sclerosis

No 2 (10%) 0 (0%) 0.096

Yes 18 (90%) 19 (100%)

Portal

hypertensive

gastropathy

No 7 (35%) 7 (36.8%) 0.905

Yes 13 (65%) 12 (63.2%)

ABRI score 0.565 0.434 0.305
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Second Department of Internal Medicine, Tottori University School

of Medicine, Yonago, Japan

Background/aims: There is a growing body of evidence that phy-

tochemicals such as caffeine and curcumin have an anti-carcinogenic

potential. We examined chemopreventive effects of caffeine and

curcumin in the diethylnitrosamine (DEN)-induced hepatocarcino-

genic rat model.

Methods: Male Wistar rats were injected with DEN (40 mg/kg body

weight) for 10 and 14 weeks (hepatocarcinogenic rats). Animals

injected with DEN and treated with 0.25% curcumin and 0.02%

caffeine for 10 and 14 weeks were compared with those in the he-

patocarcinogenic rats.

Results: Macroscopic and microscopic features suggested that caf-

feine treatment, but not curcumin treatment for 10 and 14 weeks,

inhibited hepatocarcinogenesis. Immunohistochemical and Western

blot analysis revealed that expression levels of hepatocarcinogenic

markers proliferating cell nuclear antigen (PCNA) and glutathione

S-transferase-P (GST-P) were more efficiently reduced by treatment

with caffeine than with curcumin.

Conclusions: These data indicate that caffeine could be a more

potent phytochemical than curcumin for prevention of hepatocarcino-

genesis.
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Targeting oncogene-specific hepatic cancer stem cells
with nanotechnology

Edward Kai-Hua Chow

Cancer Science Institute of Singapore, Dept. of Pharmacology,

National University of Singapore, Singapore, Singapore

Hepatocellular carcinoma (HCC) is a deadly form of cancer that

commonly arises from chronic infections with hepatitis C virus

(HCV), other viruses or chronic ingestion of toxic substances such as

alcohol. Hepatic cancer stem cells (CSCs) have been previously

identified through a number of similar and different markers in

hepatic cancer cell lines. Utilizing oncogene-specific mouse models

of hepatic cancer, we have determined that the driving oncogene can

determine different identifying characteristics of hepatic CSCs,

including ABC transporter-mediated chemoresistance. In addition to

being a system for identifying and characterizing oncogene-specific

CSCs, these mouse models provide a system for evaluating nano-

medical approaches to targeting and overcoming CSC biology. Efflux

by ABC transporters is a common mechanism for chemoresistance of

standard chemotherapeutics. We have demonstrated that delivery of

anthracyclines by nanodiamonds can effectively enhance chemo-

therapy efficacy while reducing systemic toxicity in hepatic tumor

models. Furthermore, these nanocarbon particles have a number of

favorable properties that allow them to be functionalized with a

variety of molecules, including small molecules, proteins and genetic

material (DNA/RNA). As such, we can further improve drug efficacy

by fabricating multi-functional targeted nanodiamond drug-delivery

complexes. Targeted nanodiamond drug delivery significantly

enhanced the efficacy of drugs over non-targeted drug delivery and in

some cases resulted in complete regression of tumors. The compre-

hensive study of oncogene-specific hepatic tumor models and

evaluation of CSC-targeted nanomedical-based therapy is important

to treating cancer in a personal medical future where diagnosis of

tumors includes understanding the genetic alterations underlying an

individual’s cancer progression.
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Increased expression of apolipoprotein E in hepatocellular
carcinoma

Hyeok Choon Kwon1, Seung Woo Nam1, Soon Sun Kim2,
Marie Yeo3, Jae Youn Cheong2, Sung Won Cho2

1Gastroenterology and hepatology, National Medical Center,

Seoul, 2Gastroenterology, 3Genome Research Center for

Gastroenterology, Ajou University Hospital, Suwon, Republic

of Korea

Aims: Hepatocellular carcinoma is one of the most common cancers

worldwide. To investigate which factors might explain the differ-

ences between HCC and non-HCC hepatic cells in patients with

HCC, we compared the protein profiles between tumor and non-

tumor cells via 2D analysis. In this report, we show that the level of

ApoE is significantly increased in HCC tissue than adjacent non-

tumor tissue.

Methods: Pairs of tumor and adjacent non-tumor tissue were obtained

from 167 HCC patients after surgical resection at Ajou University

Hospital, Korea. We assessed the histopathological features and

additional clinical data of 105 patients. Proteomic analysis of tumor

and non-tumor tissue reveals differential expression of several pro-

teins. Among them, the expression of ApoE and the clinical

parameters were analyzed using SPSS.

Results: 83 were male and 22 were female. The mean age was 53

(21-75) years old. HBV was the most frequent etiological factor of

cirrhosis. One of the differentially expressed proteins which were

identified by MALDI-TOF/MS, ApoE was validated in 105 pairs of

HCC and surrounding non-tumor tissue by performing Western blot

analysis. Paired T-test showed significant high level of ApoE in tumor

compared with non-tumor (209.91 vs 87.59, p \ .01). The levels of

ApoE were elevated independently among different Child-Pugh

classes, etiologies, sex and consumption of alcohol.

Conclusions: In this report, we showed the level of ApoE is evi-

dently increased in tumor tissue compared with adjacent non-tumor

tissue in patients with HCC. The expression of ApoE was higher

regardless of Child-Pugh classes, etiology, sex and alcohol con-

sumption. Cancer cells exhibiting increased rates of fatty acid

synthesis and accumulation of lipid droplets suggest that increased

availability of lipids in hepatocytes may support rapid proliferation

of HCC cells. We suppose that this report adds a clue to under-

stand hepatocarcinogenesis from hepatic steatosis to consequently

hepatic carcinoma.
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CTGF is overexpressed in human hepatocellular carcinoma
and promotes cell proliferation and invasion

Yajun Li, Yongfang Liu, Zhenzhen Tian, Runping Gao

First Hospital, Jilin University, Changchun, China

Aim: To determine the expression characteristics of connective tissue

growth factor (CTGF/CCN2) in human hepatocellular carcinoma

(HCC) in histology and to elucidate the roles of CCN2 on hepatoma

cell cycle progression and metastasis in vitro.

Methods: Liver samples from 36 patients (who underwent hepatic

resection for the first HCC between 2006 and 2011) and 6 normal

individuals were examined for TGF-b1 or CCN2 mRNA by in situ
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hybridization. Computer image analysis was performed to measure

integrated optimal density (IOD) of CCN2 mRNA-positive cells in

carcinoma foci and the surrounding stroma. The process of epithelial

to mesenchymal transition (EMT), identification of hepatic stellate

cells, or distribution of vasculatures were evaluated by immunohis-

tochemical staining. CCN2 was assessed for its stimulation of HepG2

cell migration and invasion using commercial kits while flow

cytometry was used to determine CC2 effects on HepG2 cell-cycle.

Results: In situ hybridization analysis showed that TGF-b1 mRNA

was mainly detected in connective tissues and vasculature around

carcinoma foci. In comparison to normal controls, CCN2 mRNA was

enhanced 1.9-fold in carcinoma foci or 9.4-fold in the surrounding

stroma (P \ 0.01), with concomitant expression of CCN2 and

TGF-b1 mRNA in those areas. EMT phenotype related with CCN2

was detected in 12/36 (33.3%) of HCC liver samples at the edges

between carcinoma foci and vasculature. Incubation of HepG2 cells

with CCN2 (100 ng/mL) resulted in more of the cells transitioning

into S phase, and induced a significant migratory (4.0-fold) and

invasive (5.7-fold) effect. TGF-b1-induced cell invasion was abro-

gated by a neutralizing CCN2 antibody showing that CCN2 is a

downstream mediator of TGF-b1-induced hepatoma cell invasion.

Conclusion: These data support a role for CCN2 in the growth and

metastasis of HCC and highlight CCN2 as a potential novel thera-

peutic target.
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Serotonin: is it a marker for the diagnosis of hepatocellular
carcinoma in cirrhotic patients?

Hoda Aly Abdel Moety1, Dalia Aly Maharem2, Salwa Hamdy
Gomaa1

1Chemical Pathology, 2Internal Medicine, Medical Research Institute,

Alexandria University, Alexandria, Egypt

Serotonin biogenic amine, facilitate tumor growth of primary liver

carcinoma, ligand for large family of 5-HT receptors which reflect the

diversity of serotonergic actions. Majority of serotonin synthesised by

enterochromaffin cells of gastrointestinal tract. serotonin regulate

blood flow and vascular tone at portal and sinusoidal levels, serotonin

is mitogen for hepatocytes and promotes liver regeneration. 5HT

emerging as mediator of different pathological conditions (double

edged sowrd), It contributes to liver fibrosis, mediates oxidative stress

in nonalcoholic steatotic hepatitis and aggravates viral hepatitis, these

conditions involved in tumorigenesis of hepatocellular carcinoma.

Impaired metabolic function in liver cirrhosis and slow uptake and

storage of serotonin by the platelets is the sequelae of the kinetic

change of serotonin transport mechanisms or abnormal serotonin

release from dense granules of activated platelets condition defined

‘‘platelet exhaustion’’, contributes to elevated plasma serotonin which

facilitate tumor growth of primary liver carcinoma like cholangio-

carcinoma and hepatocellular carcinoma. Aim determine that

Serotonin is it a marker for the diagnosis of hepatocellular carcinoma

in cirrhotic patients? Patients classified into 2 groups 45 patients with

cirrhosis only and 30 patients with cirrhosis and HCC. 10 healthy as

controls. To patients the following was done, full history taking,

clinical examination, US, BMI. Laboratory methods (GOT, GPT,

GGT, Bilirubin, Alkaline phosphatase, Total protein, albumin, pro-

thrombin, INR, CBC, Child-Pugh score, MELD score, AFP and

serum Serotonin. Plasma serotonin significantly higher in patients

group with cirrhosis with a median level 119.4 ng/ml than in control

group showed median value of 51.5 ng/ml p \ 0.001, also a signifi-

cance difference between cirrhosis & HCC group with median value

478.35 ng/ml than control group and cirrhosis group p \ 0.001.

Plasma serotonin levels significantly higher in patients with cirrhosis

& HCC than in cirrhosis than in the control groups & involved in

tumorigenesis of hepatocellular carcinoma the third cause of cancer-

related death worldwide.
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Genetic and epigenetic alterations of p16 & RASSF1A gene
in hepatocellular carcinoma from North India

Sunil Kumar Polipalli1, Premashis Kar2
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Background & Aim: The tumor suppressor genes are mainly inac-

tivated by an epigenetic change involving promoter hypermethylation

in hepatocarcinogenesis. Our knowledge about molecular alterations

during hepatocarcinogenesis is still fragmentary, due to lack of

comprehensive genetic and epigenetic analyses in the same set of

hepatocellular carcinomas (HCCs). The study aims at the possible

clinical impact of p16INK4A & RASSF1A methylation and the

potential risk factors for this epigenetic alteration.

Materials & Methods: In this study, we conducted mutational

screening in p16 gene and methylation assays of p16 and RASSF1A

genes in 50 patients of HCCs and their neighboring non-cancerous

tissues. All samples were collected from the residents in North India.

Results: We found HBV infection and chronic hepatitis/cirrhosis in

80.3% and 94.1% of the cases, respectively. Mutations were identified

in 18 out of 50 (36.0%) samples, with p16 alterations in 14 cases and

b-catenin mutations in two tumors. No mutations were identified in

the neighboring tissues. Interestingly, 9 out of 14 (64.3%) tumors

carrying p16 mutations displayed substitution of GTG to ATG (Val

Met) at codon 74, a characteristic change believed to be induced by

aflatoxin-B1. Furthermore, p16 mutation was significantly associated

with shorter recurrence-free survival (P = 0.004). The results also

revealed aberrant methylation in two genes in as high as 80% of

tumors and 30% of adjacent tissues. The frequency of RASSF1A

hypermethylation was much higher than that of p16INK4a in both

HCC and neighboring tissues, indicating that deregulation of

RASSF1A may precede the p16 genes.

Conclusion: Our data suggest that aberrant methylation occurs before

mutation and is an early event in the development of this set of HCC.

Our findings highlight p16 as a prognostic factor of HCC and

RASSF1A as a potential target in preventing malignant transforma-

tion of hepatocytes.
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Negative regulation of transcription factor FoxM1 by p53
counters oxaliplatin-induced senescence in hepatocellular
carcinoma

Kai Qu, Xinsen Xu, Chang Liu

Department of Hepatobiliary Surgery, The First Affiliated Hospital

of Medical College, Xi’an Jiaotong University, Xi’an, China

Previous studies have demonstrated the involvement of transcrip-

tional factor forkhead box M1 (FoxM1) in cellular senescence of

hepatocellular carcinoma (HCC). In the present study, we revealed
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that oxaliplatin could induce senescence in HCC cells, since

advanced HCC patients with lower expression of FoxM1 were

more sensitive to oxaliplatin therapy. Our data indicated that due to

the repression by p53, FoxM1 played a critical role in oxaliplatin-

induced senescence via regulating cycle-related proteins p21, p27,

cyclins B1 and D1. Furthermore, inhibition of FoxM1, combined

with oxaliplatin treatment, could significantly promote the senes-

cence of HCC cells. Taken together, our findings suggest that

FoxM1 may represent a promising therapeutic target for the

medication of the chemosensitivity to oxaliplatin in HCC patients

(Figure 1).
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FoxM1 as a transcriptional target of HIF-1a/miR-34a counters
stress-induced senescence in hepatocellular carcinoma

Kai Qu, Lingqiang Zhang, Hulin Chang, Sinan Liu, Chang Liu
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of Medical College, Xi’an Jiaotong University, Xi’an, China

Aim: Cellular senescence is gaining importance for its role in tumor

suppression that may be negatively regulated by forkhead box M1

(FoxM1) gene expression. To date, no studies exist that link a rela-

tionship between HIF-1a/miR-34a and FoxM1 in senescence of

hepatocellular carcinoma (HCC) cells.

Methods: Growth inhibition of oxaliplatin on HepG2, HuH-7 and

Hep3B cells were assessed using MTT assay and colony formation.

Cell cycle analysis was performed by flow cytometry and also

assessed with the b-Galactosidase assay. Hepatoma cells were

transfected by Lipofectamine 2000 with FoxM1 siRNA, pcDNA 3.1-

FoxM1, HIF-1a siRNA, pcDNA 3.1- HIF-1a, miR-34a mimics and

inhibitor. Senescence-related proteins in every groups cells were

evaluated by quantitative reverse transcriptase-PCR (qRT-PCR),

Western blot analysis, immuno- histochemistry and -fluorescence.

Results: Hypoxia decreases stress induced senescence of HepG2,

HuH-7 and Hep3B cells. Concomitantly, the mRNA and protein

levels of p53 and p21 were increased, whereas the level of p16INK4a

remain unchanged. Interestingly, the expression of FoxM1 increased

significantly after stress-induced senescence in hypoxia condition.

Immuno histochemistry showed that FoxM1 expression is signifi-

cantly correlated with HIF-1aprotein in hepatocellular carcinoma

tissues. Such correlation was due to the direct binding of HIF-1a to

the HIF-1a binding sites in the FoxM1 promoter. By deletion and

mutation assays, we demonstrated that the HIF1a-1 and HIF1a-3/4

binding sites on the FoxM1 promoter were essential for transcrip-

tional activation of FoxM1 by hypoxia. Silencing of HIF-1a increases

stress-induced senescence via repressing Foxm1 expression. Fur-

thermore, we found that miR-34a inhibits FoxM1 expression through

a miR-34a-binding site within the 3’-UTR of FoxM1. miR-34a

inhibition of FoxM1 leads to an increase cellular senescence in

hypoxia condition.

Conclusion: Our results reveal a functional link between FoxM1 with

stress-induced cellular senescence. This phenomenon is regulated by

HIF-1a/miR-34a, which may be used as potential target to improve

the treatment of HCC.
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A new biomarker for early detection of HCC and ICC
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Hepatocellular carcinoma (HCC) and intrahepatic cholagiocarcinoma

(ICC) usually go undetected until its late stages, with a 5-year sur-

vival rate less than 10%. The survival rate can, however, be as high as

40% if cancer is detected early. Unfortunately, early detection of

HCC/ICC is not possible by current available screening tests such as

ultrasound and image technologies. AFP is used as a diagnostic

marker for HCC, however, low specificity and sensitivity limit its use.

Additionally, no biomarker currently exists to reliably detect ICC.

Therefore, a method of detecting HCC/ICC more effectively than the

current methods would bring forward the management. Recent studies

have suggested that levels of serine protease inhibitor Kazal (SPIK) is

highly related to HCC/ICC progression and over-expression of SPIK

is correlated to short survival and early recurrence of HCC/ICC.

While all data suggests that SPIK may be used as a more effective

biomarker for detecting HCC/ICC, this had been complicated by other

disease such as pancreatitis also led to higher serum SPIK levels.

Recently, we have demonstrated that SPIK secreted by liver cancer

(LC-SPIK) can be distinguished from that secreted by pancreas as: (1)

the quantity of LC-SPIK is significantly greater than that secreted by

pancreatic cells, and (2) a molecular structural difference in the form

of an additional 9-amino-acid fragment in the N-terminus is present in

the LC-SPIK. Based on this discovery, we would be able to develop a

specific antibody and diagnostic ELISA test kit that could use LC-

Fig. 1 Overview of FoxM1 related pathways for oxaliplatin-induced

senescence in HCC cells
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SPIK as a more effective and specific biomarker for screening HCC/

ICC than available currently.
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The mTOR signaling pathway in hepatocellular carcinoma
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University, Moriguchi, Japan

Aims: We examined the expression levels of mTOR, raptor and rictor

in cancerous and non-cancerous samples from surgical specimens.

Methods: 46 patients with hepatocellular carcinoma (HCC) who

underwent curative resection were divided into two groups; one group

contained 24 patients who remained long recurrence-free and the

other group contained 22 patients who had a recurrence of HCC.

Identification of cancerous tissue was performed using formalin-fixed,

paraffin-embedded sections of surgical specimens and HE staining.

Nuclear Fast Red staining was used to facilitate RNA extraction.

Results: Patients in the early recurrence group had significantly

higher levels of mTOR and rictor mRNAs compared to patients in the

non-recurrence group, and the ratio of raptor/rictor in cancerous tissue

was significantly higher compared to non-cancerous tissues in the

non-recurrence group.

Discussion: High levels of mTOR and rictor mRNA, and a high

rictor/raptor ratio in cancerous tissues indicate that HCC is more

likely to recur in the early period after curative hepatic resection. In

these situations, it is recommend that adjunct therapy should be given

immediately after surgery.
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A possible tumor marker for hepatocellular carcinoma:
chitotriosidase activity
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Orekeci3

1Gastroenterology, 2Biochemistry, 3Biostatistics, Mersin University,

Mersin, Turkey

Background and aim: Chitotriosidase is synthesized and secreted

especially in activated macrophages. The aim of this study was to

evaluate chitotriosidase activity in patients with various stages of

hepatitis C.

Material and methods: The study included a total of 90 patients who

exposed hepatitis C virus (HCV). The patients were divided into four

groups. Group 1 included 54 patients with chronic active hepatitis,

group 2 included 20 patients with resolved HCV, group 3 included 6

patients with hepatocellular carcinoma, and group 4 included 10

patients with HCV cirrhosis. Chitotriosidase activity was measured

with spectrophotometry.

Results: The mean chitotriosidase activity of the four groups was

0.927u/L (0.804u/L in Group 1, 0.521 u/L in Group 2. 3.211u/L in

Group 3 and 1.030u/L in Group 4). Chitotriosidase activity was sig-

nificantly higher in Group 3. ROC analysis, used to evaluate

chitotriosidase activity for the diagnosis of hepatocellular carcinoma,

showed that chitotriosidase activity of 0.935 was below the curve (CI:

95%; 0.862–0.976), which was statistically significant (p = 0.0001).

The cut-off value was [1.098 with a sensitivity of 100% and a

specificity of 81%.

Conclusion: Chitotriosidase activity can be a marker with a high

sensitivity and specifity for the diagnosis of hepatocellular carcinoma.
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The effect of oxidative stress on hepatic oval cells malignant
transformation and the intervention of traditional Chinese
medicine

Wang Xuejiang

Capital Medical University, Beijing, China

Aim: To determine the whether reactive oxygen species involve in

the malignant transformation of hepatic oval cells.

Methods: Cultured rat liver oval cell line WB-F344 (referred to as

WB cells), were divided into complete medium group, free-serum

medium group and hydrogen peroxide stimulation group. The normal

WB cells could be transformed by stimulation of H2O2 under cultured

condition of free serum medium.

Results: In morphology, the cells became anomalous and different in

size, the ratio of nuclear to cytoplasm increased, and the cells growth

polarities disappeared. In methylcellulose medium culture, the cells

could form clone in the medium. In flow cytometry, G1 phase cells

decreased, S phase cells increased and the proportion of aneuploid

cells increased. The results of western blot showed that AFP

expression was increased and OGG1 was decreased. Both MP and

MA inhibited the proliferation of the malignant WB cells in a time

and dose-dependence manner with MTT assay, while with trypan blue

exclusion test as quality control, we found that after the treatment of

MP and MA for 72 h, cell survival rate was 80%. The results of flow

cytometry showed that MA and MP reduced the number of S-phase

cells, increased G1 phase cells and decreased intracellular ROS. The

inhibited ability of hydroxyl radicals was increased in cell superna-

tants. MA and MP could enhance the expression levels of p-P53 and

P21, inhibited the tumor marker AFP and cyclin E.

Conclusion: Microenvironment impacts the differentiation and pro-

liferation of hepatic oval cells. It was indicated that ROS, which

regulated the hepatic oval cell proliferation and differentiation, could

make an important part in the hepatic oval cells malignant transfor-

mation. MP and MA can inhibit the proliferation of the malignant

cells, and induce these cells differentiating from the immature to

mature in the same times.
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Testis-specific protein Y-encoded (TSPY) is overexpressed
in hepatocellular carcinoma and may play a role in male
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Background/aims: Hepatocellular carcinoma (HCC) is the fifth most

prevalent cancer worldwide and shows a male predominance of

3–4:1. Testis-specific protein Y-encoded (TSPY) is a Y-encoded gene

that is mapped within the critical region of gonadoblastoma locus on

Y-chromosome (GBY). TSPY is expressed in normal testicular germ

cells and was found to be expressed in cancers such as germ cell

tumors. While TSPY is considered a proto-oncogene according to its

biological functions, the correlation between TSPY expression and

HCC development has not been fully characterized.

Methods and results: We analyzed the expression of TSPY in 40

pairs of human HCC samples (33 male and 7 female patients) sur-

gically resected at Queen Mary Hospital, Hong Kong. Total RNA was

isolated from each of the pairs of HCC and their corresponding non-

tumorous liver tissues and analyzed with RT-PCR using specific

primers for TSPY mRNA (1–229 nt of the coding region). TSPY was

detected in 9 (27%) of the 33 HCC cases from male patients. TSPY

expression was detectable only in the tumorous tissues and not in the

corresponding non-tumorous liver tissues. No TSPY expression was

detected in any cases from female patients. Immunohistochemical

analysis with TSPY antibody showed expression results correspond-

ing to those of RT-PCR. TSPY immunoexpression was correlated

with that of glypican-3 (GPC3) and proliferation marker Ki67. HBV

expression (HBV[219-683 nt] region) was detected in 25 (76%) of the

33 male cases and 4 (57%) of the 7 female cases. No significant

association between HBV expression and TSPY mRNA expression

levels was observed.

Conclusions: TSPY was overexpressed in 27% of the HCCs from

male patients. TSPY overexpression in male HCC patients may be

implicated in HCC tumorigenesis and may potentially play a role in

male predominance of HCC. Further investigation of the functions

and role of TSPY in HCC is awaited.
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Mechanism of antimetastatic effects of Baicalein in hepatocellular
carcinoma cells
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Hospital, School of Medicine, Xi’an Jiaotong University,
4Engineering Research Center of Biotherapy and Translational

Medicine, 5Engineering Research Center of Biotherapy and

Translational Medicin, Xi’an Jiaotong University, Xi’an, China

Background/Aims: Hepatocellular carcinoma (HCC) is one of the

most common malignancies with poor overall efficacy. Development

of novel high efficiency and low toxicity anti-HCC drugs are of great

significance and therefore becoming a hot spot in HCC-related

research. Although Baicalein has shown antiproliferative effects on

HCC, the underlying mechanism of its antimetastatic effect remains

unclear. Thus, in this study we investigate the effects and potential

mechanisms of Baicalein in HCC metastasis.

Methods: In the study we assessed its antimetastatic effects in vivo

employing wound healing assay and transwell invasive model.

Quantification real-time RT-PCR, zymography and western blot were

employed to analyse the expression levels of MMP-2,-9 and u-PA.

Results: After treating with Baicalein for 24 h, the migration and

invasiveness of MHCC97H were markedly supressed in a dose-

dependent manner. In biochemical analysis, treatment of MHCC97H

with Baicalein 24 h resulted in a dose-dependent decrease in the

MMP-2,-9 and u-PA expression and activity. Moreover, the Baicalein
treatment dramatically decreased the levels of phosphorylation of

MEK1 and ERK1/2 in vitro and in vivo.

Conclusion: Baicalein demonstrates a certain degree of inhibition on

invasion in HCC cells, inhibition of MMP-2, -9 and u-PA on the tran-

scription and protein levels may be an important mechanism. Taken

together, Baicalein may be a potential novel therapeutic agent for HCC.

Acknowledgements This work was supported by a grant from Pro-

gram for Changjiang Scholars and Innovative Research Team in

University (PCSIRT: 1171).
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Des-gamma-carboxyprothrombin for early identification
and prognosis of hepatocellular carcinoma. A case control study
from Western Nepal

Dipendra Raj Pandeya, Ankush Mittal

Nepalese Army Institute of Health Sciences, Kathmandu, Nepal

Objective: To assess the diagnostic and prognostic value of AFP and

DCP in combination and alone for hepatocellular carcinoma.

Materials and methods: It was a case control study carried out in the

Department of Biochemistry of Manipal College of Medical Sciences,

Pokhara, Nepal between 1st January 2010 and 31st December 2011. The

variables collected were age, gender, BMI, total proteins, albumin,

AST, ALT, total bilirubin, DCP, AFP. Approval for the study was

obtained from the institutional research ethical committee. Estimation

of AFP was performed by ELISA reader for all cases. Analysis was done

using descriptive statistics and Confidence Interval (CI). The data was

analyzed using Excel 2003, R 2.8.0 Statistical Package for the Social

Sciences (SPSS) for Windows Version 16.0 (SPSS Inc; Chicago, IL,

USA) and the EPI Info 3.5.1 Windows Version.

Results: The mean age of HCC cases was 53.58 ± 14.93 yrs. The

percentage of females was less than males in both cases (23%) and

controls (29%). The specificity of DCP reached upto 100% when its

values was equal or greater than 150 (MAU/ml) for 0, 3, 9, 12 months

preceding to the diagnosis of HCC. Similarly, the specificity for AFP

was also nearly 100% when its value was equal or greater than

200 ng/ml for 0, 3, 9, 12 months earlier to the finding of HCC. The

specificity of DCP ([=40 mAU/mL) and AFP([=20 ng/mL) in

combination was 93%, 97%, 95%, 96%, 97% in respect to 0, 3, 9,

12 months prior to the diagnosis of HCC.

Conclusion: The conjoining both DCP and AFP will improve the

finding of initial HCC and the sensitivity of these markers was utmost

at the time of HCC identification and noticeably lesser at former time

points.
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Combination therapy of repeated doxorubicin and TSU-68
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TSU-68 (Orantinib) is a potent inhibitor of the tyrosine kinase activity

of VEGFR2, PDGFR, and FGFR; inhibits tumor vascularization and

induces regression of large established tumors. Although there are

some anticancer agents used for TACE, anthracyclines, including

doxorubicin (Dox) are most frequently used for this therapy. The

objective of this study was to assess the effects of combination

TSU-68 with repeated Dox on growth suppression in a human HCC

xenograft mice model, and further provide a rationale for the com-

bination therapy for HCC. In 1st in vivo study, Dox treatment based

on a fixed schedule plus TSU-68 combination therapy was examined

and tumor growth and tumor vessels were measured as endpoints. In

2nd in vivo study, repeat Dox treatment based on tumor evaluation

plus TSU-68 combination therapy was examined and long-term tumor

growth delay effect and toxicity were evaluated. Furthermore, we

examined the effect of Dox on hypoxic responses of two liver cancer

cell lines in vitro experiments. In 1st in vivo study, addition of

TSU-68 to Dox markedly decreased in the human HCC Li-4 tumor

volumes compared to each mono-therapy group. The combination

treatment resulted in an enhanced inhibitory effect on tumor angio-

genesis, and significantly attenuated the number of proliferating cells

than that of Dox or TSU-68 mono-therapy. In 2nd in vivo study, the

combination therapy of continuous TSU-68 and repeat Dox was well-

tolerated and resulted in a prolonged growth delay when compared

with Dox mono-therapy. In vitro hypoxic experiments, Dox sup-

pressed hypoxia-induced activation of HIF-1 and thus inhibited the

expression of VEGF and GLUT1 in JHH2 and HepG2. These data

suggest that addition of TSU-68 to repeated Dox treatment should

markedly control tumor outgrowth on the long term and be an

attractive therapeutic strategy targeting for patients with unresectable

HCC.
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A novel NPM-BAX pathway regulates death evasion and drug
sensitivity in human hepatoma cells
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Death evasion is crucial for both carcinogenesis and resistance to

anticancer therapies. Recently we identified nucleophosmin (NPM) as

a key factor counteracting death stimuli in human hepatocellular

carcinoma (HCC) cells. Here we report the identification of a novel

NPM-BCL2-associated X protein (BAX) pathway orchestrating death

evasion in human HCC cells. Silencing of NPM expression signifi-

cantly sensitized HCC cells, particularly those bearing inactivated p53

(Huh7, Hep3B, and Mahlavu), to UV irradiation, mitomycin C,

doxorubicin, cisplatin, sorafenib, and lapatinib. This sensitizing effect

was not further changed as p53 expression had been simultaneously

silenced. Following cell stress, NPM and BAX were induced and

exported out of nucleoli and nucleus, respectively. BAX was trans-

located to cytoplasm in cells with relatively high NPM level, or

accumulated in the mitochondria in cells with relatively low NPM

level and undergoing apoptosis. Subcellular fractionation revealed

that silencing of NPM expression greatly enhanced mitochondrial

translocation and oligomerization of BAX in Huh7 and Mahlavu

cells. In situ proximity ligation assays and reciprocal co-

immunoprecipitation evidenced direct interaction between NPM and

BAX in the cytoplasm. Silencing of BAX expression abolished the

sensitization effect exerted by silencing of NPM in HCC cells.

Clinically, upregulation of NPM was significantly associated with

advanced tumor stage and poor prognosis.

Conclusion: Via directly blockading BAX mitochondrial transloca-

tion and activation, NPM helps human HCC cells evade death

induction independently of p53-mediated cell death. Silencing of

NPM significantly sensitized HCC cells to anticancer therapies. NPM

is a potential co-target in combination with other therapies for HCC

particularly harboring inactivated p53. Our findings are of clinical

significance, since NPM upregulation and p53 mutations are usually

found in advanced human cancers, including HCC.
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Distinct effects of carbon ion beam and X-ray on putative liver
cancer stem cell in vitro and in vivo
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Purpose: To investigate whether a carbon ion beam has beneficial

effects compared to X-ray by targeting putative liver cancer stem cells.

Methods: Human liver cancer stem-like cells sorted from HepG2 and

Huh7 cells were treated with or without carbon ionorX-ray irradiation and

then colony formation assay, spheroid formation assay, gammaH2AX

foci formation assays were performed. Histopathological changes of

xenograft tumors after carbon or X-ray irradiation was also examined.

Results: CD133+/CD90+ cells significantly have higher number of

colony and spheroid compared to CD133-/CD90- cells. CD133+/

CD90+ cells have shown more potential to form tumors in SCID mice

than CD133-/CD90- cells. Colony assay showed that CD133+/

CD90+ cells appeared to be radioresistant to both X-ray and carbon

ion beam, but carbon beam was more effective at killing those of

cancer stem-like cells. The number of gammaH2AX foci in CD133-/

CD90- cells was higher than that of CD133+/CD90+ cells after irra-

diation with either X-ray or carbon ion beam. The number of

gammaH2AX foci in CD133+/CD90+ cells was almost the same in

the early time, but it persists for significantly longer in carbon ion

beam irradiated cells compared to X-rays. Carbon ion irradiation with

15 Gy induced more severe xenograft tumor cell cavitation and

fibrosis compared with 30 Gy X-rays, and tumors were significantly

regressed following 30 Gy carbon ion irradiation.

Conclusion: Taken together, carbon ion beam more effectively kills

CD133+/CD90+ cancer stem-like cells via unrepairable DNA damage

in vitro as well as tumor regression in vivo compared to X-rays.
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Background/Aim: Hepatocellular carcinoma (HCC) is the third most

frequent cause of cancer death in India. Methylenetetrahydrofolate

reductase (MTHFR) is a key enzyme in the metabolism of folate and

is known to play a role in DNA methylation, synthesis, and repair in

combination with other genes. The aim of the study is to find out

1298A [ C polymorphisms with HCC susceptibility.

Methods: A total of 52 cases (mean age ± SD, 46.55 ± 10.53;) with

HCC diagnosed at LNJP hospital, New Delhi. The control group

consisted of randomly selected 140 individuals (mean age ± SD,

40.95 ± 12.22) without any history of cancer and other severe dis-

eases. Genomic DNA was isolated from whole blood followed by

amplification of the polymorphic sites of MTHFR 1298A [ C using

specifically designed BLAST primer pair. Restriction digestion

(RFLP) of the amplified DNA using MboII endonuclease enzyme for

the MTHFR 1298 loci.

Results: The Genotype and allele frequencies of MTHFR gene

polymorphism in HCC cases and controls shows that out of 52 cases

28 (53.84%) were AA genotype, 24 (46.25%) CC genotype and

among 140 control 83 (59.28%) were AA genotype, 57 (40.71%) CC

genotype.

Conclusion: Homozygotes CC genotype (OR 1.97, 95% CI, p B 0.5)

is at higher risk of HCC than AC or AA (OR .497, 95% CI, p B 0.5)

in Indian population. MTHFR A1298C polymorphism may be an

increased risk for the development of HCC in chronic liver disease. It

needs further association in the studies in HCC patients.
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miR-93 regulates malignancy through targeting the p53
and PTEN pathway in hepatocellular carcinoma
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Background and aims: MicroRNA-93 (miR-93) has been suggested

to have potential oncogenic property. However the specific role of

miR-93 in hepatocellular carcinoma (HCC) is unknown. In this

study, we examined expression and the functional role of miR-93 in

HCC.

Methods: Initially, HCC cell lines (n = 6) miR microarray data

was analyzed, compared to normal hepatocytes; we identified

miR-93 as a candidate HCC miR which showed high expression in

all lines. miR-93 expression was then verified in 47 Stage I-IVA

HCC FFPE resected specimens. Also we assessed circulating cell-

free miR-93 in HCC patients (n = 27) and normal donors (n = 25)

using our quantitative direct PCR assay of serum (no RNA

extraction). An anti-miR-93, of nucleic acids designed to specifi-

cally bind to and inhibit miR-93, was transfected into HCC cell

lines. Functional assays were performed; proliferation, migration,

invasion, chemoresistance to 5-FU, quantitative real-time RT-PCR,

and Western blotting analysis of miR-93 targeted signal transduc-

tion proteins.

Results: miR-93 was significantly upregulated in HCC tumors ver-

sus normal liver (n = 16) and cirrhotic liver tissue (n = 8)

(p \ 0.05). Proliferative, migration, and invasive ability of HCC

cells was significantly decreased in miR-93 knock down cells versus

mock transfected cells (p \ 0.05). Western blotting analysis dem-

onstrated that, when miR-93 was suppressed the expression of p53-

AKT pathway components (p21, IGFBP and AKT) increased in

HepG2 p53 wild-type cells. miR-93 suppression increased mRNA

expression of PTEN in HCC cells. Early phase apoptosis population

increased in miR-93 knock down cells assessed by Annexin V

assay. miR-93 suppression reduced 5-FU IC50 in HepG2 cell via-

bility assays. Circulating miR-93 was assessed in HCC patients

serum and was found significantly elevated compared to normal

donor serum (p \ 0.0001). This is the first report on circulating

miR-93 in HCC patients.

Conclusions: Our study indicates miR-93 as a HCC tissue and blood

biomarker, and that miR-93 is an important HCC regulator of

malignancy and chemoresistance.
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Centrosomal protein TAX1BP2 is a novel tumor suppressor
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Emerging evidence suggests that supernumerary centrosomes drive

chromosomal instability and is linked to oncogenesis. We have

recently characterised a novel cellular centrosomal protein, which we

named TAX1BP2, which plays an important role in centrosome

duplication. TAX1BP2 is targeted by human T cell leukaemia virus

(HTLV-I) to create chromosome instability and aneuploidy. Since

aneuploidy is frequently observed in human liver cancer, we query

whether dysregulation of TAX1BP2 also plays a role in the hepato-

carcinogenesis. Using quantitative RT-PCR, we found that TAX1BP2

was frequently downregulated in human HCC. The underexpression

of TAX1BP2 transcript was significantly associated with a poorer

prognosis in HCC patients. To understand the mechanism, we

revealed that TAX1BP2 is able to activate p53 to suppress HCC cell

growth. Thus, we provide here the evidence that TAX1BP2 is a novel

tumor suppressor in HCC.
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Background/aim: Hepatocellular carcinoma (HCC) is the third-

leading cause of cancer-related death worldwide. Curative options for

HCC are available only for patients with an early stage tumor, so it is

necessary to discover a precise method for detecting HCC at an early

stage. MicroRNAs (miRNAs) play important roles in gene regulatory

networks and aberrant miRNAs expression has been observed in

human hepatocarcinogenesis. This study compared the expression of

miRNA between surgically resected HCC tissues and surrounding

non-tumor tissue from 23 patients with early stage HCC. This study

looked for miRNAs that can be used as biomarkers of early stage

HCC.
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Methods: miRNAs were isolated from surgically resected HCC tis-

sues and surrounding non-tumor tissues from 23 HCC patients and

used to synthesize cDNA. We designed primers for 50 miRNAs,

selection of which were selected based on published microarray

studies. We used SYBR Green quantitative RT-PCR (qRT-PCR)

assays to compare the expression of miRNAs between HCC and

surrounding non-HCC tissues.

Results: Six miRNAs were found to be highly up-regulated in early

stage HCC. miR-17-5p, 24, 25, 107, 221, and 222 were significantly

up-regulated in 65, 61, 74, 65, 83, and 78% of the HCC samples,

respectively. In more than 90% of the HCC samples (21 out of 23

samples) at least one of miR-221 and miR-25 was up-regulated, as

compared to adjacent non-tumor tissues.

Conclusions: We identified miRNAs that are significantly up-regu-

lated in early stage HCC samples. More than 90% of patients with

an early stage HCC showed elevated expression of either miR-221

or miR-25, suggesting that the combination of these the two

microRNAs might be an effective biomarker for detecting early stage

HCC.
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Clinical implication of epithelial to mesenchymal transition
(EMT) in hepatocellular carcinoma
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Department of Gastroenterological Surgery (Surgery II), Nagoya

University Graduate School of Medicine, Nagoya, Japan

Background: Epithelial-to-mesenchymal transition (EMT) was

originally proposed as a process of organogenesis. In recent years, the

association between EMT and cancer invasion and metastasis has

been advocated and actively investigated in various cancers.

Methods: One hundred-one patients with hepatocellular carcinoma

(HCC) were analyzed. The mRNA expression of E-cadherin and

Vimentin were measured by quantitative real-time PCR and EMT status

of each patient was determined as follows: Vimentin/E-cadherin \ 2 =

Epithelial (E), Vimentin/E-cadherin C 2 = Mesenchymal (M). More-

over, transcription factors which are involved in EMT (Twist, Snail,

Slug, Zeb-1, and Zeb-2) and also IL-6 and its receptor IL-6R were

measured. The correlation between these values and clinicopathologi-

cal factors and prognosis were analyzed statistically.

Results: (1) AFP values were significantly higher in the epithelial

group than in the mesenchymal group (P = 0.029). There was no

difference in overall survival, but a significant difference was found in

disease-free survival (P = 0.042), which showed that patients with a

mesenchymal tumor were more prone to have an earlier recurrence

than those with an epithelial tumor. (2) All transcription factors were

more highly expressed in mesenchymal than in epithelial tumors, and

in particular, Twist and Zeb-2 were significantly overexpressed

(P = 0.0002, P = 0.0017, respectively). (3) IL-6 expression was also

significantly higher in mesenchymal than in epithelial tumors, but

there was no difference in IL-6R expression.

Discussion: Our study using resected surgical specimens suggest that

EMT could be involved in cancer invasion and metastasis at the

clinical level. In particular, Twist and Zeb-2 might be important for

inducing EMT in HCC and patients with mesenchymal tumors are

more prone to have early recurrence or metastases after resection. In

addition, IL-6 might be an important factor for HCC EMT and could

be a potential therapeutic target.
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Polygonum bistorta Linn. and tannic acid as a therapeutic agents
against hepatotoxicity in rats.
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The present study was carried out to observe the hepatoprotective

effect and antioxidant activity of the aqueous extract of the roots of

Polygonum bistorta Linn. (100 mg/kg) and tannic acid (25 mg/kg) in

rats treated with carbon tetrachloride (0.15 ml/kg, i.p.). Extract and

TA at the tested doses restored the levels of all serum (aspartate

aminotransferase, alanine aminotransferase, alkaline phosphatase,

albumin, bilirubin and total protein) and liver homogenate enzymes

(glutathione reductase, glutathione peroxidase, glucose-6-phosphatase

dehydrogenase, glutathione-S-transferase, superoxide dismutase and

drug-metabolizing enzymes (aniline hydroxylase and amidopyrine-N-

demethylase) significantly. Histology demonstrated profound steato-

sis degeneration and nodule formation were observed in the hepatic

architecture of carbon tetrachloride treated rats which were found to

acquire near to normal in extract and TA with carbon tetrachloride

administrated rats, and supported the biochemical observations. This

study suggests that tannic acid has a more liver protective effect in

comparison to extract of P. bistorta against carbon tetrachloride-

induced hepatotoxicity and possess antioxidant activities.

Topic: 13.a Basic Science

Absno: 805

Modulatory effect of lycopene on hepatocarcinoma induced
by diethylnitrosamine in rats: Role of Akt/mTOR pathway
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Hepatocellular carcinoma (HCC) has been increasing considerably in

the world. Novel chemopreventive strategies are needed to lower the

current morbidity and mortality of HCC. The present study aimed to

investigate the protective effects and the possible mechanisms of

lycopene against N-nitrosodiethylamine (NDEA)-induced hepatocar-

cinoma in rats. Induction of hepatocarcinogenesis was done by

intraperitoneal injection of DENA followed by promotion with phe-

nobarbital (PB) for 20 successive weeks. Lycopene treatment (6 m/kg

BW), started 4 weeks prior to the DENA challenge and continued for

20 weeks thereafter. Lycopene had chemopreventive activity dem-

onstrated by reduced incidence, number and size of hepatic nodules.

Serum levels of alanine transaminase (ALT), alkaline phosphatase

(ALP), and MDA were higher in DENA-exposed rat livers compared

with control rats, and lycopene treatment significantly decreased the

levels of ALT, AST and MDA (P \ 0.0001). DENA caused a
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significant increase in the levels of p-mTOR, p-p70S6K1, p-4E-BP1

and Akt. Lycopene administration improved the changes associated

with DENA by decreasing levels of p-mTOR, p-p70S6K1, p-4E-BP1

and Akt (P \ 0.05). Our results collectively suggest that lycopene had

therapeutic effects on hepatocarcinoma induced by diethylnitros-

amine in rats, which might be relative to the inhibition effects of

lycopene on modulation of Akt/mTOR signaling pathway.
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Engineering T cell immunity targeting HBV-expressing
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Background/Aims: The therapeutic efficacy of tumor-specific T-cell

adoptive transfer for hepatocellular carcinoma (HCC) therapy needs to be

evaluated before clinical translation. We previously showed that lym-

phocytes from patients with hepatitis B virus (HBV)-related HCC can be

engineered to express HBV-specific T-cell receptors (TCR) through

retroviral mediated gene transfer, and were capable of recognizing HCC

cells expressing HBV-viral antigens from integrated HBV DNA. Due to

potential safety issues that could limit the use of viral vectors in clinical

application, we explored a safer and easier alternative strategy to redirect

the specificity of T cells using mRNA electroporation.

Methods: Activated T cells were transfected with mRNA encoding

HBV s183–191 TCR. HBV-specific TCR expression and function of

electroporated cells were tested in vitro and in vivo in a xenograft

tumor model produced by injecting HCC cell line constitutively

expressing HBV surface antigen and luciferase into NOD. Cg-

Prkdcscid Il2rgtm1Wjl/SzJ mice. The kinetics of tumor development

in vivo was measured by bioluminescence imaging.

Results: Approximately 90% of CD8 T cells expressed HBV TCR

24 h post-electroporation, 3 fold higher than what retroviral trans-

duction routinely achieved. Electroporated T cells produced IFN-

gamma, TNF-alpha and IL-2 after HBV-specific recognition, with a

large contribution from transfected CD4 T cells. Cytokine production

capacity, determined by mean fluorescence intensity, and cytotoxic

activity was similar to that of retroviral transduced T cells. In vivo
experiments showed electroporated T cells could suppress the growth

of established tumors in mice.

Conclusions: Messenger RNA electroporation is a powerful tool to

introduce TCR into human T lymphocytes with high efficiency. Elec-

troporated cells are fully functional in vitro and in vivo. As stable

integration of genes into host genome is avoided, this technology is

particularly attractive for clinical translation since it can rapidly generate

at low cost, large batches of antigen-specific T cells for immunotherapy.
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Background: This is a follow up of our study published in September

issue of Hepatology and featured in October issue of Science News

that documented the antic-cancer potential of saffron. Here, we show

the chemopreventive actions and mechanisms of saffron-based bio-

active ingredient; crocin, against diethylnitrosamine (DEN)-induced

liver cancer in rats.

Methods: Administration of crocin at two doses of 100 and 200 mg/kg

body wt per day was started two weeks prior to the DEN injection and

was continued for 22 weeks.

Results: Crocin decreased the number and the area of placental

glutathione-S-transferase positive foci in livers of DEN-treated rats.

Furthermore, crocin counteracted DEN-induced oxidative stress in

rats as assessed by restoration of superoxide dismutase, catalase, and

glutathione-S-transferase levels and diminishing of myeloperoxidase

activity, malondialdehyde and protein carbonyl formation in liver.

The results of immunohistochemical staining of rat liver showed that

crocin inhibited the DEN-mediated elevations in numbers of cells

positive for Ki-67, cyclooxygenase 2, inducible nitric oxide synthase,

nuclear factor-kappa Bp-65 and the phosphorylated tumor necrosis

factor receptor. Crocin also blocked the depletion in the number of

cells positive for TUNEL and M30 CytoDeath in liver tissues of

DEN-treated rats. In vitro experiments carried out using HepG2 cells

also confirmed these findings and showed inhibition of NFkB acti-

vation, increased cleavage of caspase-3, as well as DNA damage and

cell cycle arrest upon saffron treatment.

Conclusions: The present study provides evidence that crocin exerts a

significant chemopreventive effect against liver cancer through inhi-

bition of cell proliferation and induction of apoptosis. This report also

shows some evidence that crocin protects rat liver from cancer via

modulating oxidative damage and suppressing inflammatory

response.
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Background and objective: Aberrant microRNA (miR) expressions

have been observed in different types of cancer. However, the specific

role of tumor suppressor miR-101 in human hepatocellular carcinoma

(HCC) remains unclear. Therefore, we investigated the role of

miR-101 and polycomb group protein enhancer of zeste homolog 2

(EZH2) which was predicted to be a potential target of miR-101 by

the use of miRNA target prediction algorithms in HCC.

Methods: MiR-101 and EZH2 expressions were evaluated in tumor

and adjacent non-tumor liver tissues from 12 patients with HCC

undergoing liver resection by the use of miRNA microarray and gene
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array. Their expressions were further investigated by real-time

quantitative RT-PCR (qRT-PCR) analyses in six human hepatoma

cell lines and in 100 HCC patients undergoing surgery. The effects of

miR-101 on tumor initiation and progression were assessed by WST-1

proliferation assay, cell cycle analysis, invasion assay and colony

formation assay using HepG2 hepatoma cell line. Luciferase reporter

assay was employed to validate whether EZH2 was a target gene of

miR-101.

Results: A significant down-regulation of miR-101 was observed in

83.3% (microarray) and 65.0% (qRT-PCR) of HCC tissues, and in all

six hepatoma cell lines (compared to human hepatocytes). In contrast,

EZH2 expression was significantly increased in 91.7% (gene array)

and 59.0% (qRT-PCR) of HCC samples, and in all six hepatoma cell

lines. MiR-101 can dramatically repress proliferation, invasion, col-

ony formation and arrest cell cycle progression of HepG2 cells by

directly targeting EZH2.

Conclusions: The putative tumor suppressor miR-101 can repress

tumor initiation and progression through directly targeting EZH2 in

human HCC. Our findings provide relevant insights into molecular

mechanisms of liver carcinogenesis and may have relevance for the

development of new targeted therapies in HCC.
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Background/aims: Insulin-like growth factor (IGF)-1, is produced

mainly by the liver, plays important roles in regulating metabolism

and promoting growth. Previous study reported that the development

of hepatocellular carcinoma (HCC) was accompanied by a significant

reduction in serum IGF-1 levels. We hypothesized that dysregulation

of microRNAs (miRNA) in HCC can modulate IGF-1 expression

posttranscriptionally.

Methods: The miRNAs expression profiles were examined using

miRNA BeadArray (Illumina) in a set of 22 HCC patients from whom

tumor and adjacent non-tumor tissue were collected. An integrative

analysis of miRNA array with in silico predictions defined potential

miRNA targets that may regulate IGF-1 expression. Specific miRNA

(miR)-190b, the substantially up-regulated one among those predicted

to interact with 3’-untranslated region (UTR) of IGF-1, was verified

by quantitative real-time polymerase chain reaction (PCR). The

inverse correlation between miR-190b and IGF-1 was examined

further.

Results: Prediction algorithm of TargetScan recognized two miR-

190b binding sites in the 3’-UTR of IGF-1. Using quantitative real-

time PCR, miR-190b was significantly up-regulated 6-fold (2-fold to

40-fold) in 68% (15/22) HCC samples compared with the adjacent

nontumor tissues. Levels of miR-190b in tumor tissues were inversely

associated with serum IGF-1 levels in HCC patients. Overexpression

of miR-190b in Huh7 cells led to a reduction of endogenous IGF-1

protein, whereas inhibition of miR-190b caused up-regulation of IGF-

1 protein. This regulation was further confirmed by luciferase reporter

assays.

Conclusions: This study provided a novel miRNA-mediated regula-

tory mechanism for controlling IGF-1 expression in HCC. Functional

analysis will be performed in the next step to understand the bio-

logical relevance of this interaction in HCC.

Topic: 13.a Basic Science

Absno: 1017
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Background: Somatic mutations of PIK3CA gene, encodes p110a
catalytic subunit of phosphatidylinositol 3-kinase (PI3K), are detected

in various cancers. PIK3CA mutations of hepatocellular carcinoma

(HCC) varies according to causes and races. HBx gene seems to be

associated with modulation of cellular functions, leading to HCC.

Methods: Between April 2008 and March 2011, we enrolled HCC

patients who underwent hepatectomy at Keimyung University

Dongsan hospital. DNA was isolated from normal tissues, tumoral

tissues and buffy coats. Exon 9 and 20 hot spot-mutations of PIK3CA
gene were detected by PCR and direct DNA sequencing. Nested PCR

was performed to amplify HBx gene.

Results: 1. 50 patients were enrolled (39 male, mean age 57.9 ±

11.11 years). Causes of HCC were HBV (86%), alcohols (10%) and

HCV infection (4%). 2. PIK3CA mutation of exon 20 was detected in

7 patients (14%), no mutation was detected in exon 9. Two types of

point mutations (H1047L and K1041G) were found in exon 20.

PIK3CA point mutations were not detected in normal tissues and

buffy coats. 3. Prevalence of point mutations was positively corre-

lated with tumor size. Median tumor sizes were 5.88 ± 3.99 and

9.50 ± 4.60 cm each in the absence and presence of PIK3CA muta-

tion (P = 0.049). 4. PIK3CA mutation was positively correlated with

microscopic marginal involvement (mutation: 5/7, Absence of

mutation: 15/43, P = 0.027). 5. Among 42 HBsAg(+) patients, 17

patients (40.5%) had HBx and 4 patients (9.52%) had PIK3CA
mutation. HBx and PIK3CA mutations were positively correlated with

tumor size (HBx: 6.54 ± 5.00, PIK3CA mutation: 10.72 ± 4.81,

Absence of mutation: 5.30 ± 3.39 cm, P = 0.043) and microscopic

marginal involvement (HBx: 9/17, PIK3CA mutation: 2/4, Absence of

mutation: 5/21, P = 0.046).

Conclusions: Prevalence of PIK3CA and HBx mutations were cor-

related with HCC size and microscopic marginal involvement. In case

for hepatectomy, efforts should be made to obtain adequate tumor

microscopic safety margin in PIK3CA or HBx mutated HCC patients.

Topic: 13.a Basic Science

Absno: 1022

Expressions of eukaryotic translation initiation factor 3 m
and macrophage migration inhibitory factor in hepatocellular
carcinoma

Jin Sook Jeong1, Mi Ha Ju2, Sang Young Han3, Yang Hyun Paik3,
Sung Wook Lee3

1Pathology and Liver Center, 2Pathology, 3Liver Center and Internal

Medicine, Dong-A University College of Medicine, Busan, Republic

of Korea

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S561

123



Background and aims: Eukaryotic translation initiation factor 3

(eIF3) has been reported to be an important factor to regulation of

translation initiation rate and oncogenic roles. Function of lastly

defined eIF3 subunit (eIF3 m) has not yet characterized. Recently, it

is reported that eIF3 m expression affects cell proliferation and cell

cycle progression in colon cancer and one of tumorigenesis-related

genes, macrophage migration inhibitory factor (MIF) is affected by

eIF3 m. In this study, we investigated expressions of eIF3 m and MIF

in human HCCs via immunohistochemistry and their relations with

clinicopathological parameters, pursuing their roles in development

and progression during hepatocarcinogenesis.

Methods: Surgically resected HCCs from 114 patients were selected.

Immunohistochemistry was processed with anti-eIF3 m and anti-MIF

antibodies using auto-immunostainer.

Results: One hundred HCCs (87.7%) showed eIF3 m expression,

composing low grade 20.2%, intermediate 45.6% and high grade 21.9%.

When focally expressed, eIF3 m was predominant at peripheries and

invasive fronts of tumor nests. Higher expression was significantly

associated with high preoperative AFP level, poor differentiation and

septal formation (P = \ 0.0001, 0.0001, 0.0055). Fatty change, mono-

nuclear cell infiltration, vascular invasion and progression tended to be

associated with higher expression (P = 0.0544, 0.0588, 0.0584, 0.0817).

MIF expression was detected in 103 of 114 HCCs (90.4%), consisting of

low grade 43.0% and high grade 47.4%. High expression was signifi-

cantly associated with high preoperative AFP level and encapsulation

(P = 0.0123, 0.0142). Vascular invasion tended to be associated with

high expression (P = 0.0910). A significant positive correlation was

found between eIF3 m and MIF expressions (P = 0.0048). High

expression of MIF tended to be related with high recur probability

(P = 0.0526). Multivariate analysis identified that eIF3 m or MIF

expression was not an independent predictive factor for recur.

Conclusions: It is concluded that eIF3 m expression suggested with

downstream regulation of MIF expression may play a pivotal role in

progression and invasion in human HCC. MIF expression may play

an important role in dismal prognosis of HCC patients.
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Background: Epithelial-mesenchymal transition (EMT) is a crucial

process for invasion and metastasis. Transforming growth factor

(TGF)-b induces EMT with suppression of E-cadherin, a hallmark of

EMT, in various types of cancer. Reduced expression of E-cadherin is

reported in 60% of HCC. However, involvement of microRNAs

(miRNAs) in this process remains unclear. Promoter of E-cadherin

has CpG islands which have been reported to be hypermethylated in

HCC. miR-29a targets DNA methyltransferases (DNMTs), which are

essential for DNA methylation. Thus, we hypothesized that miR-29a

plays a role in induction of EMT in HCC. Our aims were to inves-

tigate the involvement of miR-29a in TGF-b-induced EMT.

Methods: HCC cell lines, PLC/PRF/5 and HepG2 were used. Cells

were treated with 1–10 ng/ml of TGF- b for *72 hrs to induce EMT.

Protein expression was examined by immunoblotting. mRNA and

miRNA expression was determined by quantitative RT-PCR. To force

the expression of miR-29a, cells were electroporated with synthetic

precursor miR-29a.

Results: HCC cells showed spindle-shape morphology and increased

intercellular separation after TGF-b treatment (1-5 ng/ml, 48 hr).

These changes were accompanied by a decrease of E-cadherin and an

increase of fibronectin. Pretreatment of HCC cells with 5-aza-2’-

deoxycytidine, a DNA methylation inhibitor, blocked this suppression

of E-cadherin induced by TGF-b. Treatment of HCC cells with TGF-

b (10 ng/ml, 72 hr) increased protein expression of DNMT3B and

DNMT1, which are reported as targets of miR-29a. Treatment of cells

with TGF-b (10 ng/ml) decreased the expression of miR-29a (27.8%

in PLC/PRF/5, 26.3% in HepG2 by 72 hr). Forced expression of miR-

29a in HCC cells blocked the suppression of E-cadherin induced by

TGF-b.

Conclusion: We show that miR-29a regulates TGF-b-induced EMT

via suppression of DNMTs in HCC cells. These observations identify

epigenetic regulation of genes by miRNAs as a unique mechanism of

the induction of EMT in HCC.
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Background/aims: Worldwide, hepatocellular carcinoma (HCC) in

men is the fifth most frequently diagnosed cancer. Recently, the

existence of cancer stem cells (CSC) in many cancers has been

reported, including hepatocellular carcinoma (HCC). There are vari-

ous reports of hepatic CSC markers (EpCAM, CD133, CD90, etc.).

We reported that PLC/PRF/5 had unique, bimodal expression of

EpCAM, and that EpCAM+ cells showed earlier and larger tumor

formation (2009 APASL), and had significantly strong anti cancer

drug resistance potency (2012 APASL). In this study, we considered

the expression of EpCAM using surgery specimens of cases with no

treatment, post-TACE, and those treated with post-hepatic arterial

infusion chemotherapy (HAIC).

Methods: We examined the expression of EpCAM by immunohis-

tochemistry in 58 untreated resected HCCs (HBV 18, HCV 23, and

NBNC 17), 9 resected HCCs after TACE, and 4 resected HCCs after

HAIC.

Results: In non-tumor tissues, cholangiocytes and normal hepatocytes

expressed EpCAM. In particular, EpCAM was expressed at regen-

erative regions in normal hepatocytes. HCC tissues were divided into

four grades according to the level of EpCAM (Grade 0 (0%), Grade 1

(10% [ , or diffusely weakly expression), Grade 2 (B 10%

and [ 50%, respectively), Grade 3 (B 50%)). In HBV patients, Ep-

CAM expression was detected significantly higher level than in

patients with other etiologies (HBV 77.8%, HCV 47.8%, NBNC

41.2%). EpCAM expression at Grade 3 (high grade expression) was

correlated with the AFP level in serum. There was high expression of

EpCAM in previously treated (TACE or HAIC) resected HCC. In

patients resected after HAIC, especially very strong expression was

observed in all positive cells. A tendency that EpCAM+ patients had

high recurrences rate was recognized.

Conclusions: Collectively, our results suggest that cancer stem cells

are highly expressed in hepatitis B, and have the potential anticancer

drug resistance.
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Background and aims: The use of sorafenib, an orally available

multikinase inhibitor, in treating hepatocellular carcinoma (HCC)

brings us to a new era of molecular targeted therapy in HCC. How-

ever, intrinsic or acquired resistance towards sorafenib treatment was

found in HCC patients which results in poor prognosis. The present

study aimed to demonstrate the enhanced metastatic potential in so-

rafenib-resistant (SorR) HCC cells.

Methods: HCC cells were maintained in the maximum tolerated

sorafenib concentration. Cell proliferation assay and RT-PCR of

several multiple resistance genes were first performed to confirm the

resistance of cells. Western blot analysis on protein expression of

epithelial to mesenchymal transition (EMT) markers, and migration

and invasion assays were performed to study the metastatic potential

of SorR cells. The expression of CD133 and CD44 were studied by

flow cytometry to demonstrate the cancer-stem-cell-like phenotype of

SorR cells. Untreated and SorR cells were also injected orthotopically

to the livers of NOD-SCID mice to investigate the development of

metastasis towards lung and brain.

Results: Increased expression of multiple resistance genes were

found in SorR cells. The decreased expression of E-cadherin with an

increased expression of N-Cadherin, Paxillin, Vimentin and Snail

demonstrated the EMT of the SorR cells. Enhanced migration and

invasion abilities of SorR cells were observed. Enhanced proportion

of CD133+CD44+ cells were also observed in SorR cells. All (5/5)

mice injected with SorR cells demonstrated metastasis towards lung

and brain whereas 2/5 and 0/5 mice injected with untreated cells

showed metastasis towards lung and brain, respectively.

Conclusion: HCC cells with sorafenib resistance demonstrated a higher

metastatic potential which may be due to the enhanced cancer stem cell

property. This study suggests that a higher metastatic potential of HCC

may occur in patients who developed sorafenib resistance, which brings

out the concern of sorafenib treatment in advanced HCC patients.
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Aims: Gender difference has been considered as a unique charac-

teristic of human hepatocellular carcinoma (HCC). Androgen receptor

(AR) signaling is also involved in the development of HCC. We

examined the role of endogenous AR in ER stress signaling in HCC.

Methods: HepG2 and Huh7 cells were transfected with short hairpin

(sh) RNA targeting AR, and after puromycin screening, stably AR

knock-down cell lines, HepG2-shAR and Huh7-shAR, were estab-

lished. We investigated the expression of unfolded protein response

(UPR) pathway-associated proteins, such as glucose-regulated protein

78 kDa (GRP78), inositol-requiring enzyme 1 (IRE1), protein kinase

RNA activated-like ER kinase (PERK), activating transcription factor

6 (ATF6), X-box binding protein 1 (XBP1), phosphorylation of the

alpha subunit of eukaryotic initiation factor (eIF2)a, and growth arrest

and DNA damage-inducible protein 34 (GADD34), using real-time

RT-PCR or Western blotting. We also measured the expression of

GRP78 and AR in human liver samples by real-time RT-PCR.

Results: We observed that 97% inhibition of GRP78 mRNA levels

and 80% inhibition of protein levels in HepG2-shAR as compared

with that of HepG2-shC by real-time RT-PCR (P \ 0.05) and Wes-

tern blotting (P \ 0.05) suggesting that depletion of AR was associated

with reduction of GRP78. Next, we also examined the three ER trans-

membrane sensors expression of UPR: IRE1, PERK, and ATF6, were

significantly down-regulated in HepG2-shAR cells, about 63%, 54%

and 27% inhibition (P \ 0.05, each), respectively. Moreover, we also

measured the expression of GRP78 and AR, and found that GRP78

expression was dependent on AR expression in the stages I and II of

human HCC. Our results suggest that GRP78 expression is dependent

on AR expression in hepatocytes and liver tissues.

Conclusions: AR-dependent ER stress response signaling might play

an important role in human hepatocarcinogenesis, providing shed new

lights on a novel treatment approach for HCC.
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Background: Hepatocellular carcinoma (HCC) recurrence in patients

curatively treated occurs frequently. The identification of molecular

markers of early recurrence is an important research goal for trans-

lational medicine.

Aim: Our study has focused on the identification of liver progenitor

cells features in HCC after curative treatment (resection/liver trans-

plantation) by quantitative RT-PCR and the investigation of

prognostic significance for tumor recurrence.

Methods: 24 patients were included in our analysis, 12 patients with

liver resection and 12 patients with liver transplantation. The expression

of the following genes has been investigated by qRT-PCR in tumor

nodules and paired non-tumoral tissue from the same patients: CK18,

CK19, Epcam, AFP, SOX17, using beta-actin as a reference gene.

Results: 5 patients (20.8%) had a tumor recurrence in our study

cohort after a mean follow-up period of 20 months. Gene expression

of CK18 had a low variation in our study group, supporting the

hepatocellular origin of the tumors. Expression of CK19 and Sox17

were not detectable by qRT-PCR. Expression of Epcam was detect-

able in one patient (4.1%) and AFP was significantly up-regulated in 4

patients (16.6%). The patient with detectable Epcam expression had

also the highest increase in AFP expression (1221-fold change),

indicating liver progenitor cells features. The mean AFP-fold change

value by qRT-PCR in our study group was significantly different in

patients with or without recurrence 224.7 vs 5.8 (p = 0.03), however
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the c-statistic for recurrence prediction was only 0.58. Serum level of

AFP did not differ statistically significant between patients with or

without tumor recurrence.

Conclusion: In our study group the liver progenitor phenotype of

hepatocellular carcinoma was encountered after curative treatment in

4.1% of cases. EPCAM and AFP expression can be used to identify

those patients better than CK19. AFP expression alone has only

marginal prognostic significance in patients with curatively treated

HCC.
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Background: Hepatocarcinogenesis concepts include differentiation

arrest of hepatic stem cells (HSCs) and dedifferentiation of mature

cells. HSCs can be a source of cancer stem cells, is well documented.

Recent studies indicate that expression of HSC and cholangiocyte

markers may also indicate trans-differentiation of tumor cells. Cell

size- stainability relation provide clues about involved pathway.

Aim: To assess immunohistochemical expression of hepatocyte,

cholangiocyte, HSCs markers and to discover whether HSCs or

transdifferentiation is involved in carcinogenesis.

Patients and methods: Retrospective study in 35 cases of HCC &

Control group of 10 LDLT donor liver tissue. Immunohistochemistry

was done using a Hepatocyte marker (HSA), 2 cholangiocyte marker

(CK7, CK19), a marker for mucin (MUC1), hepatic stem/progenitor

cell marker (c-kit, oct-2, AFP) and cancer stem cell marker (Epcam).

Results: Mean age of patients with HCC was 52.9 ± 13.6 yrs, with

male predominance (91%). Major underlying etiology were HCV and

HBV. Immunostaining for hepatocyte marker (HSA) was seen in

100%, CK7 (65.7%), CK19 (40%), EpCAM (48.6%), AFP (41.7%),

Oct2 in (45.5%), MUC1 (40%) and CD117 in 33.3% in HCC tissue

specimens. Cholangiocyte & HSC markers in small cells suggested

stem cell origin; whereas in cell size as tumor cells- dedifferentiation.

CK7 & CK19 location & stainability were the same, CK7 more fre-

quent in stem cells. EpCAM shows strong staining in tumour and -ve

to weak in adjacent cirrhosis. AFP expression and transdifferentiation

is more common & prominent in HCC with acinar transformation and

in higher histologic grades. Oct-2 shows cytoplasmic as well as

canalicular expression. Oct-2, CK7, CK19 in stem cells, seen in

fibrovascular bundles innervating tumor nodules as well as in tumour

cells.

Conclusions: Analysis of IHC markers expression with respect to cell

size, location and stainability provide important information about

differentiation arrest of HSCs and transdifferentiation of tumor cells,

both involved in hepatocarcinogenesis.
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Background and aims: The resistance to conventional treatment is a

major obstacle to overcome the hepatocellular carcinoma (HCC).

Recently Sorafenib, a multi-kinase inhibitor that targets Raf kinase,

VEGFR and PDGFR-b tyrosine kinase, has been developed and used

for advanced HCC, but the efficacies are not fully satisfied because of

the resistance. The epithelial mesenchymal transition (EMT) can play

an important role in cancer development, invasion and metastasis.

The aim of this study was to evaluate the relationship between

resistance to sorafenib treatment and EMT.

Methods: Various human HCC cell lines (Huh7, HepG2, Hep3B,

SNU387, SNU398 and SNU475) were used in this study. Cell via-

bility and growth inhibition were assessed by MTT. The expressions

of EMT-related proteins were evaluated by immunoblot assay. After

induction of EMT by Hepatocyte growth factor (HGF), the responses

to sorafenib treatment were observed using digital microscope, MTT

assay and immunofluorescence staining.

Results: Sorafenib inhibited the growth of HCC cells that expressed

E-cadherin, the epithelial marker more significantly than vimentin,

the mesenchymal marker. After induction of EMT by HGF in HepG2

and Huh-7 cells, the response of sorafenib was significantly decreased

and the cell morphology was changed. In addition, the expression of

E-cadherin was decreased and snail expression was increased.

Immunofluorescence staining showed disorganized E-cadherin

arrangement after HGF treatment.

Conclusions: The resistance to sorafenib treatment is correlated with

EMT. Thus, EMT can be a prognostic factor for sorafenib treatment

and therapeutic target for overcoming resistance to sorafenib in HCC

patients.
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Background: Alpha-fetoprotein (AFP) is the most important circu-

lating marker for early diagnosing HCC. However, there are about 40%

HCCs without AFP. Some literatures have reported that HCCs of AFP-

negative have a better prognosis than those of AFP-positive. But fewer

of them mentioned mechanisms leading to the silence of the AFP.

Objective: Analyze the possible mechanisms of AFP -negative,

indicate new clues and evidences for early clinical diagnosis and

therapy.

Materials and methods: DNA was isolated from the 64 tissue

samples of HBV-related HCC which were divided into 3 groups

according to the concentration of AFP in serum.

(1) AFP promoter region was sequenced. Seqman of DNASTAR-

Lasergen v6 was used to analyze gene sequence alignment.

Genotype frequency and allelic frequency were calculated.

SHEsis was used for linkage disequilibrium test and haplotype

analysis.
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(2) Methylation specific PCR (MSP) was used to assess methylation

status.

Result:

(1) The results showed five gene mutations: -290C [ G, -581G [
A, -652C [ T-, -759G [ T, -862C [ A. Among them

-652, -581, and -290 have single nucleotide polymorphism

which were located in HCC tissue or adjacent tissue. The

genotype and allelic frequencies showed no significant differ-

ences (P [ 0.05). The -652 and -581 showed strong linkage

disequilibrium with three kinds of combinations which had a

high odd ratio (OR = 1.061, 95% CI [0.518 in to 2.171]).

(2) MSP showed complete methylation mainly existed in AFP-

negative group while incomplete methylation mainly existed in

the AFP-low and AFP-positive groups. The differences were

significantly (P = 0.043). There were statistically difference of

AFPmRNA amount between complete and incomplete methyl-

ation groups (P = 0.043).

Conclusions: The study confirmed -652, -581 and -290 had no rela-

tionship to AFP expression. There was a possibility that the

combination of haplotype-652T and-581A might be associated with

elevation of serum AFP. AFP expression might be related to meth-

ylation status.
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Background/aims: Recent studies have described that cancer stem

cell plays a key role in radioresistance and chemoresistance. CD133 is

known as the marker of CSCs in HCC. We previously reported that

suppression of 14-3-3f inhibited cell proliferation and enhanced the

anti-cancer effect of CDDP in hepatoma cell lines. In this study, we

investigated whether radiosensitivity in irradiated CSC of HCC under

silencing of 14-3-3f expression is increased or not.

Methods: We established two stable cell lines which were infected by

lenti-viral (LV) vectors inserted shRNAs of 14-3-3f and negative

control (NC). CD133-PE FACs antibody was used to isolate

CD133 + and CD133- cells in Huh-7 cells. To confirm cell prolifer-

ation and growth, MTS assay was performed at 0, 48 and 96 hours

after irradiation. In addition, apoptosis were measured by Annexin V -

PI staining and Caspase 3&7 activity test.

Results: In MTS assay, the proliferation of LV-sh14-3-3fCD133+ cells

was more significantly decreased than LV-NC CD133+ cells at 96 hr

after irradiation. However, CD133- cells showed no significant dif-

ference between two groups. Also, LV-sh14-3-3fCD133+ cells were

more significantly induced apoptosis than LV-NCCD133+ at 96 hr after

irradiation.

Conclusions: Our results showed that silencing of 14-3-3f induced

apoptosis and decrease proliferation in cancer stem cells after irra-

diation. These results suggest that the effect of radiotherapy to

radioresistant CSC of HCC might be improved through suppression of

14-3-3f.
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Background/aims: Epithelial-mesenchymal transition (EMT) is a

key event during pathological feature in tumorigenesis. Interest in

the role of EMT in invasion and metastasis of hepatocellular car-

cinoma (HCC) has been increasing over the last years.

Accumulating evidence implicates that suppressor of cytokine

signaling 3 (SOCS3) may be involved in the suppression of

invasion and metastasis of HCC. So far, the relationship between

SOCS3 and EMT of HCC remains obscure. Herein, the aim was to

probe the role of SOCS3 silencing in EMT involved in MHCC97H

cells.

Methods: MHCC97H cells were transiently transfected with SOCS3

small- interfering RNA (siRNA). Morphological changes of the trans-

fected cells were observed under microscope. Expressions of E-cadherin,

Vimentin and a-smooth muscle actin (a-SMA) were identified with

immunofluorescence. Furthermore, protein expressions and mRNA

levels of characteristic markers of EMT (E-cadherin, Vimentin, a-SMA

and Snail) were detected by western blot, quantitative real time-PCR.

Transforming growth factor beta1 (TGF-b1) levels in the supernatant

were measured with ELISA.

Results: The transfected cells with SOCS3 siRNA showed a

morphological alteration from a typical cobblestone morphology to

mesenchymal spindle-shaped and fusiform features. SOCS3 siRNA

lessened immunofluorescent expression of E-cadherin, but elicited

immunofluorescent expressions of Vimentin and a-SMA in

MHCC97H cells. More importantly, compared with the negative

control, depletion of SOCS3 resulted in the decrease of the epi-

thelial marker E-cadherin, and the increase of the mesenchymal

markers Vimentin and a-SMA and the transcription factor Snail in

MHCC97H cells. Moreover, compared with the negative control,

SOCS3 siRNA evidently ehanced TGF-b1 secretion in MHCC97H

cells.

Conclusions: SOCS3 silencing has the ability to promote EMT in

MHCC97H cells via changes of the phenotypic characteristics and

modulations of the characteristic markers.
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Background/Aims: Spleen has biphasic and bidirectional character-

istics in tumor immunology, i.e. it has both antitumor and protumor

activity, and plays a different role at different stage of tumor growth.

To the present, the spleen alteration and its mechanism in the course

of tumor growth are not fully investigated. In the present study, we

aimed to describe the alteration of spleen and discuss the significance

of alteration during tumor growth.

Methods: H22 hepatoma cells were injected into the livers of

BALB/c mice. 1 week, 2 weeks and 3 weeks later, the weight of

spleen, spleen index and histology were detected, the percentage

of myeloid-derived suppressor cell (MDSC) in spleen was examined

by flow cytometry.

Results: The mean survival time of tumor-bearing mice was 21 day.

The spleen index increased 1 week after tumor challenge, then began

to decline in the 2nd week, and 3 weeks later, the spleen index was

significantly lower than that in the control group (p \ 0.05). During

the tumor progression, the architecture of spleen was changed, the red

pulp and white pulp had no clear boundary. The spleen lymphocytes

increased in the red pulp, and diffused in the spleen. The percentage

of splenic MDSC was elevated during tumor progression. Compared

to 2.55 ± 0.07% in the control group, it could reach 16.0 ± 3.58%

after 3 weeks of tumor challenging (p \ 0.05).

Conclusions: In the late stage, the spleen index decreased and the

percentage of immune inhibitory cell MDSC increased, indicating the

spleen may play a negative immune function and promote tumor

progression.
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Background/aims: Defects of mitochondrial function have been

increasingly recognized as an important factor in many diseases

including cancer. Cytochrome c oxidase (COX), the rate-limiting

enzyme of mitochondrial respiratory chain, is involved in the regu-

lation of oxidative phosphorylation, proton pumping efficiency and

reactive oxygen species production, and its defects affect cell sig-

naling and survival. To date, the role of COX defect in hepatocellular

carcinoma (HCC) remains unclear. We aim to evaluate the effects of

COX defects in HCC.

Methods: One hundred and two human HCC tissues with clear

margin were collected. The clinical parameters including age, gender,

HBV, HCV, liver cirrhosis, ascites, AFP, albumin, bilirubin, PT,

creatinine, AST, ALT, alcohol, recurrent, recurrent time, metastasis,

metastatic time, tumor number and tumor size were collected. The

pathological findings including tumor grade, micro-vascular invasion,

macro-vascular invasion and capsule were examined by experienced

pathologists. The immunohistochemical staining of COX subunit-I

was performed and patients were divided into major COX-defect

group (COX defect greater than 25% of total HCC area) and minor

COX-defect group (COX defect less than or equal to 25% of total

HCC area).

Results: Normal COX expression was showed in 2 (1.9%) tissues.

Most of HCC contained various degrees of COX-defect area

(98.1%). Minor COX-defect and major COX-defect were presented

in 51 (50%) and 51 (50%) tissues respectively. While a significant

increase of mortality in major COX-defect group was showed

(p = 0.000), there were no differences in clinicopathological

parameters. Further multivariate analysis showed that major COX-

defect (HR = 4.237, 95% CI: 1.770–10.204, p = 0.001), early

recurrent (HR = 1.048, 95% CI: 1.018–1.080, p = 0.002) and early

metastasis (HR = 1.047, 95% CI: 1.026–1.068, p = 0.000) con-

tribute to increased mortality rate of HCC. Kaplan-Meier analysis

also demonstrated an increase of mortality in major COX-defect

group (Log Rank, p = 0.002).

Conclusions: Most of HCC contain various degrees of COX defects.

The major COX-defect is a negative prognostic factor in HCC.
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Background: Photodynamic therapy (PDT) is a promising novel

therapeutic method for the treatment of various kinds of tumors.

Nanoparticles have been explored recently as an efficient means of

delivering photosensitizers for photodynamic therapy. In this study,

polyhematoporphyrin (C34H38N4NaO5, Photosan-II, PS) was loaded

into hollow silica nanoparticles (HSNP) by one-step wet chemical-

based synthetic route.

Methods: Dynamic light scattering (DLS) and polydispersive index

(PDI) were used for measurement of the particles size and size dis-

tribution. Transmission electron microscope and scanning electron

microscopy were used for the microstructure, morphological and

chemical composition analysis. Fourier transform infrared spectrom-

etry spectra and fluorescence emission spectrum were obtained. The

photobiological activity of the PS-loaded HSNP was evaluated on

human hepatocellular carcinoma Huh-7 cells. The cellular viability

was determined by 3-(4, 5-dimethylthiazol-2-yl)-2, 5- diphenyl tet-

razolium bromide (MTT) assay. Apoptotic and necrotic cells were

measured by flow cytometry.

Results: DLS measurements showed that the size of the particles is in

the range of 25–90 nm. PDI of the PS-loaded HSNP is 0.121 ± 0.01,

indicating that samples have excellent quality with narrow size dis-

tribution to monomodal systems. In MTT assay, PS-loaded HSNP and

free PS of the same concentration killed about 96.2% ± 2.1% and

58.3% ± 1.9% of Huh-7 cells, respectively. The flow cytometry

demonstrated that the laser induced cell death with PS-loaded HSNP

was much more severe than that of free PS (P \ 0.05).

Conclusions: HSNP is a desirable vehicle and the release system that

shows promises for photodynamic therapy use, which not only

improve the aqueous solubility, stability and transport efficiency

of PS, but also increase its photodynamic efficacy compared to free

PS.
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Background/Aims: Causing DNA damage in the form of DNA cross-

links as well as a variety of DNA monoadducts, which is a serious

damage to chromosomal DNA that blocks key DNA metabolisms

including DNA replication and transcription is the major mechanism

of mitomycin (MMC)-induced cytotoxicity. Activation of DNA

damage repair (DDR) signaling is a common consequence in cancer

cells underwent MMC treatment. Hence, inhibiting key proceeds in

DNA repair-related cell cycle checkpoint could enhance DNA dam-

age-related chemotherapy. Baicalein is a flavonoid derived from the

root of Scutellaria baicalensis. Our previous investigation suggested

that Baicalein could enhance the cytotoxicity effect induced by

MMC, leaving the mechanism uncleared. This study was aimed to

investigate the mechanism of Baicalein-induced chemo-sensitising

effect.

Methods: HepG2 cells were treated with MMC along or combine

Baicalein, MTT assay and Annexin V/PI staining was executed to

detect Baicalein-induced chemo-sensitise effect in MMC treatment.

Western-Blot was performed to investigate the alteration of key

molecular in DDR pathway caused by Baicalein.

Results: The combined treatment of Baicalein and MMC inhibits

proliferation of HepG2 cells in a synergistic manner. MMC could

increase Rad51 protein level in HepG2 cells while Baicalein could

decline the expression of Rad51 in a dose-dependent way. Moreover,

Baicalein suppresses MMC-elicited phosphorylated ATR and Rad50

protein levels.

Conclusions: Our study reported that Baicalein enhanced MMC-

induced cytotoxicity on HCC cancer cells. Furthermore, our data

indicated that the mechanism of Baicalein-induced chemo-sensitise

effect was based on suppressing DDR activity in HCC cancer cells.
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Background: The development of new systems that can predict the

likelihood of recurrence of hepatocellular carcinoma after curative

treatment, including molecular prognostic factors, is much needed.

The liver enriched transcription factors (LETF) are critical in induc-

ing and maintaining hepatic phenotype during liver organogenesis

and their expression level in HCC could have prognostic implications.

The aim of our study was to investigate the expression profile of liver

enriched transcription factors FoxA2, HNF6 (ONECUT1), C/Ebp-

alpha and HNF1-beta in hepatocellular carcinoma specimens in

comparison to non-tumoral liver tissue from the same patients after

curative treatments.

Methods: The study group included 22 patients, 12 with liver

resection and 10 with liver transplantation for HCC with a mean

follow-up after treatment of 20 months. Gene expression has been

quantified by qRT-PCR, using beta-actin as reference gene.

Results: In 14 patients (63.6%) a higher than 5–fold change in relative

gene expression has been detected. A significant up-regulation of the

studied liver enriched transcription factors has been found in 4 patients

(18.1%). A significant down regulation has been identified in 11

patients (50%) out of which HNF6 down regulation was detected in 4

patients (18.1%) and HNF1beta down regulation in 8 patients (36.3%).

Based on qRT-PCR data a statistical model to predict recurrence after

curative treatment has been generated. The significant variables in the

model were HNF6 and FoxA2 expression. The model has a C-statistic of

0.98 suggesting an excellent clinical utility. A cut-off level of 0.67 of the

prognostic score had a 80% sensitivity and a 94.1% specificity in pre-

dicting recurrence of HCC after curative treatment.

Conclusions: A significant change in LETF gene expression has been

identified in 63.6% of patients curatively treated for hepatocellular

carcinoma. A prognostic score using HNF6 and FoxA2 quantitative

expression could be proposed for prospective validation.
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Background/Aims: Hypoxia-inducible factor-1a (HIF-1a) is a critical

transcription factor involved in multiple aspects of oncogenesis,

including proliferation, survival under hypoxia. Interleukin 8 (IL-8)

also induces survival of endothelial cells under hypoxic conditions.

This study aims to evaluate whether adenovirus-mediated small hairpin

RNAs for HIF-1a (shHIF-1a) and IL-8 (shIL-8) induced apoptosis of

the hepatocellular carcinoma (HCC) and endothelial cell lines.

Method: HCC cell lines were infected with adenovirus expressing

shRNA for HIF-1a and IL-8 and maintained under hypoxic conditions

(1% O2, 24 hours). The expression levels of HIF-1a and apoptotic and

growth factors were examined by real-time quantitative RT-PCR and

immunoblot. We also investigated apoptosis by TUNEL assay and

measured concentration of cytochrome C.
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Results: Inhibition of HIF-1a and IL-8 up-regulated the expression of

apoptotic factors while down-regulating anti-apoptotic factors

simultaneously. Knockdown of HIF-1a and IL-8 increased concen-

tration of cytochrome C and enhanced DNA fragmentation in HCC

cell lines and HUVECs. Moreover, culture supernatant collected from

the knockdown of HIF-1a and IL-8 in HCC cell lines induced

apoptosis in HUVECs under hypoxia.

Conclusions: These data suggest that adenovirus-mediated knockdown

of HIF-1a and IL-8 induced apoptosis and affected tumor environment.
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Background/Aim: Hepatoma is an important disease in the world.

Most patients are diagnosed in intermediate or late stage. Therefore,

transcatheter arterial chemoembolization is the most common treat-

ment modality for these patients. To improve the effects of TACE can

prolong their survival and help them in life quality. Currently, the

available microspheres for TAE/TACE are all radiolucent and non-

degradable. We designed and manufacture microspheres from phar-

maceutical excipients, then conducted animal studies (pigs) to prove

the efficacy and safety in minipigs.

Materials and Methods: We produce microspheres using lipiodol

with polycaprolactone, cetyl alcohol and other excipients but without

organic solvents under spray and dry technology. Lan-Yu minipigs,

12, were used for TAE experiments. After anesthesia, pigs were

inserted with catheter through femoral arteries, to locate right hepatic

artery and splenic artery. Our microspheres, 350–450 lm, 0.4 to

0.5 mg, were injected for hepatic and splenic embolization. There are

3 pigs served as control, treated with gelatin sponge sheet, or Emb-

osphere. CT scans and blood check-ups were taken immediately, day

2 (blood only), 4, 12, and 26. They were all observed to 28 days; then

were sacrificed for pathologic examinations.

Results: All pigs survived after embolization and no obvious changes

observed in activities. AST elevated from 38 to 201 the second day,

which is the only significant change in blood check ups. All other

parameters including liver, renal function tests and whole blood cells

had no significant change statistically. Our microspheres can be seen

from CT scan and show degradation gradually both from CT scan and

pathology examinations. Part of spleen can be embolized by our

microsphere both from CT scan and pathology.

Conclusions: Our microspheres are biodegradable and radio-opaque;

they can serve for therapeutic embolization. We believe that our

product can be used clinically in the near future.
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Purpose: The biology underlying bone-specific metastasis (BM) of

hepatocellular carcinoma (HCC) is poorly understood. The goal of the

present study is to further elucidate the molecular and cellular

mechanisms underlying HCC with BM.

Methods: The expression of connective tissue growth factor (CTGF)

and interleukin-11 (IL-11) in RNA extracted from 127 formalin-fixed,

paraffin-embedded HCC specimens was examined by quantitative

real-time polymerase chain reaction. A cellular hypoxic model was

established in vitro to investigate CTGF and osteoprotegerin (OPG)

expression and roles in hypoxia-induced tumor aggressiveness.

Results: The mean CTGF expression in BM versus non-metastatic

samples was 3.63-times higher, and IL-11 expression was detected in

62.5% (10/16) of BM samples versus only in 18.9% (21/111) of the

non-metastatic ones. Highly metastatic HCC cell lines tended to show

strong expression of CTGF and IL-11 but low expression of OPG.

Hypoxic stimulation of HCC 97L cells increased the level of CTGF

mRNA by 2.80-fold within 1.5 h, and hypoxia-inducible factor-1a
mRNA levels in these cells could be increased by stimulation with

recombinant CTGF protein. Furthermore, OPG and matrix metallo-

proteinase-2 and -9 levels were also induced under hypoxic conditions.

Conclusions: Expression levels of intratumoral CTGF or IL-11 were

independent prognostic factors for development of BM in HCC

patients. Tumor hypoxia enhanced the expression of CTGF, which

initiates the invasive angiogenesis cascade and enhances expression

of many hypoxia-associated genes. Cellular release of OPG may play

a role in tumor cell survival. The hypoxia-induced cascade in HCC

cells may contribute to invasion and metastasis in vivo.
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Background: IL28B’s SNPs are considered as the most important host

factors, prognosing the success of Peg-INF alpha/ribavirin based regi-

mens against HCV’s infection. However, their association to HBV

vulnerability, or to effectiveness of HBV eradication or (and) virus

mediated hepatocellular carcinoma etiology has not been well-docu-

mented so far. By using kinetics allele specific real-time PCR, we were

able to evaluate relationships between IL28B SNPs at three most

clinical relevant positions rs8099917, rs12980275, rs12979860 to

hepatitis B or C viruses mediated diseases amongst Vietnamese ethnics.

Results: Homozygous major alleles frequencies were rs8099917

(90.8%), rs12979860 (85.8%) and rs12980275 (79%). The ratio of

homozygous SNP rs8099917 T/T allele is significantly higher in CHC

compared to that of the HC cohort (95.96% vs. 79%, p \ 0.01). Indi-

viduals with heterozygous SNP rs8099917 T/G allele are less

vulnerable to HBV contraction than SNP rs8099917 T/T carriers

[OR = 0.16, 95% CI (0.03–0.65); c2 = 9.94, p \ 0.01]. SNP

rs8099917 G allele carriers are less susceptible to HBV infection

compared to SNP rs8099917 T allele bearers [OR = 0.26 (0.08–0.89);

p = 0.0098]. Furthermore, people, who possess heterozygous T/G

allele of SNP rs8099917, are lower risk of progressing to HCC in
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comparing to owners of SNP rs8099917 T/T allele [OR (95%

CI) = 0.19 (0.03–0.9); p = 0.013]. This scenario is similar to the sit-

uation of SNP rs12979860: holders of heterozygous C/T at SNP

rs12979860 are lower risk of HBV colonization or more resistant to

progression to HCC in comparison to those carry C/C allele at this

genetic hot-pot [OR (95% CI) = 0.38 (0.13–1.11); p = 0.037]; [OR

(95% CI) = 0.33 (0.09–1.17); p = 0.048]. Whereas, all minor allele

carriers (either 4 G/G cases of rs8099917 or one T/T case of

rs12979860) were only seen in HCC group.

Conclusions: The SNP rs8099917 or rs12979860 near the gene

IL28B are significantly associated to the risk of HBV/HCV infection

and HCC development.
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Hypersensitivity of human hepatocellular carcinoma cells
to triptolide: a promising agent for combined therapy

Alexander Kabakov, Vladimir Kudryavtsev, Anna Demidkina

Medical Radiology Research Center, Obninsk, Russia

Background/aims: Human hepatocellular carcinomas are highly

resistant to chemotherapy and radiotherapy; therefore, sensitizing such

tumors is of paramount importance. In the present work, we studied the

cytotoxic and chemo- and radio-sensitizing effects of triptolide (a dit-

erpenoid triepoxide isolated from the Chinese herb Tripterygium
wilfordii) on the human hepatocellular carcinoma cells (HepG2 and

HCCLM3 lines) cultured in vitro or growing as xenografts in nude mice.

Methods: The cell death and survival in the cell cultures were

assessed in MTT-test, annexin-V staining and clonogenic assays. The

expression of certain cell survival- and apoptosis-related proteins was

explored by immunoblotting. The tumor xenograft growth was

assessed by measuring the increase in tumor volume. The carcinoma

cell cultures and the tumor-bearing mice were treated with triptolide

and other agents to model chemo- or radiotherapy.

Results: We have established that the hepatocellular carcinoma cells

are extremely sensitive to very low (1–5 nM) concentrations of tripto-

lide what was manifested in the suppressed cell proliferation, massive

apoptosis and sharply (100–1000-fold) impaired clonogenicity.

Importantly, such concentrations of triptolide did not exert the cytotoxic

or sensitizing effects on normal human cells (epithelium or fibroblast

cultures). Injections of triptolide (0.1–0.5 mg/kg/day) significantly

retarded the tumor xenograft growth. In the same doses, triptolide

enhanced the in vivo cytotoxic action of cisplatin (0.6–1 mg/kg/day)

and local gamma-ray irradiation (2-5 Gy) thus sensitizing the hepato-

cellular carcinoma cells to conventional antitumor treatments. At the

molecular level, the triptolide-associated cytotoxicity is due to the

suppression of NF-kappaB activation and down-regulation of the heat

shock protein 70 (Hsp70) expression; such simultaneous inhibition of

NF-kappaB- and Hsp70-mediated cytoprotective pathways seems to

promote apoptosis that may be aggravated by cisplatin or irradiation.

Conclusions: Clinically achievable and tolerable doses of triptolide

may exert therapeutic effects upon patients with hepatocellular car-

cinomas and improve the outcome of chemo- or radiotherapy.
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Abnormalities in lipid metabolism and signaling in
HBV-associated hepatocellular carcinoma

Jun Chen, Xinqiang Xiao, Ming Zhang, Yajie Pan

The 2nd Xiangya Hospital, Central South University, Changsha,

China

Background: Steatosis increases the risk of developing cirrhosis and

hepatocellular carcinoma (HCC) in the setting of chronic hepatitis C

virus (HCV) infection and nonalcoholic fatty liver disease (NAFLD).

However, the relationship of lipid metabolism and signaling in

hepatic B virus (HBV)-related HCC is not completely understood. We

aimed to evaluate the evidence of aberrant lipid metabolism in HBV-

related HCC patients.

Methods: Hepatic steatosis were examined in the tissue samples from

335 HBV-related HCC patients and 1181 chronic hepatitis B (CHB)

patients. The serum levels of lipid were tested among inactive hepatitis B

carriers, HBV cirrhosis patients, and HBV-related HCC patients. cDAN

microarray was used to detect the lipid signaling gene regulation in

HBV-related HCC cancerous tissue samples and noncancerous samples.

Results: The prevalence of hepatic steatosis in the tissue samples of

HBV-related HCC patients were significantly higher than in the samples

from CHB patients (60% vs. 39.04%, p \ 0.01). Significant differences

were demonstrated in serum lipid profile among inactive hepatitis B

carriers, HBV cirrhosis patients, and HBV-related HCC patients. The

cDAN microarray showed 17 lipid signaling genes upregulated and 44

lipid signaling genes down-regulated in HBV-related HCC cancerous

tissue samples compared to noncancerous samples. In addition, 15 lipid

signaling pathways changed significantly in the setting of HCC.

Conclusions: Our results demonstrated an association between

abnormal lipid metabolism and signaling in HBV-related HCC.
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Methylation regulation of liver-specific miRNA-122 expression
and its effects on the proliferation and apoptosis of hepatocellular
carcinoma cells

Tongjing Xing, Hongtao Xv, Wenqing Yu, Danfeng Jiang

Department Infectious Diseases, Nantong University Medical College

Affiliated to Taizhou People’s Hospital, Taizhou, China

Background/Aims: The regulation mechanism and its significance of

miRNA-122 expression is not clear. To investigate the effects of

DNA methylation on liver-specific miRNA-122 expression, cell

proliferation and apoptosis in hepatocellular carcinoma.

Methodology: Methylation of the miRNA-122 promoter region was

detected by methylation sequencing. The level of miRNA-122

expression was measured using real-time quantitative PCR. The

proliferation and apoptosis of hepatocellular cell lines were detected

by flow cytometry and Cell Counting Kit-8 assays.

Results: Compared with human primary hepatocytes, the methylation

levels of the miRNA-122 promoter in the Huh7, HepG2, and QSG-

7701 cell lines significantly increased (P = 0.000). Similarly, the

levels of miRNA-122 expression in the three cell lines significantly

decreased (P = 0.007). After treatment with 5-aza-dc, the degree of

methylation in the Huh7 and HepG2 cell lines was significantly lower

(P = 0.038, 0.025) and the levels of miRNA-122 expression were

significantly higher (P = 0.008, 0.003) than those in the blank group.

Compared with the blank groups, the apoptosis of Huh7 cells and

HepG2 cells were significantly increased (P = 0.001, 0.027).

Conclusions: The expression of miRNA-122 is regulated by DNA

methylation and correlated with apoptosis of liver cancer cells.

Methylation regulation of miRNA-122 expression might be involved

in the occurrence and development of hepatocellular carcinoma.
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Proangiogenic role of activated hepatic stellate cells
on hepatocellular carcinoma proliferation and metastasis

Nan Lin1, Li Nan Xu2

1The third Affiliated Hospital of Sun Yat-Sen Univercity, 2The First

Affiliated Hospital, SunYat-Sen University, Guangzhou, China

Background/aims: Activated hepatic stellate cells (aHSC) markedly

infiltrate the stroma of hepatocellular carcinoma (HCC) and facilitate

HCC proliferation and metastasis. However, the mechanism remains

unclear. Angiogenesis is important during HCC progression. This

study investigates the correlation between proliferation, metastasis of

HCC and proangiogenic effect of aHSC.

Methods: We subcutaneously injected GFP labelled aHSC with

MHCC97-H cells together into Nude mice to establish the model of

HCC metastasis. aHSC and MHCC97-H cells mixed injection

exhibited more rapid growth rate and larger size of inoculating tumor.

More amount and larger size of metastatic nodules in liver and lung

were also identified.

Results: Pathologic analysis showed that GFP labelled aHSC was

discovered in all metastatic nodules. CD34-positive capillaries were

only observed in the metastatic nodules with diameters more than

300 lm, which indicated aHSC infiltrated preceding angiogenesis.

Higher density of aHSC was positively correlated with microvessel

density (MVD) in metastatic nodules.

Conclusions: These data provides evidence that aHSC promotes the

HCC proliferation and metastasis by proangiogenic effect.
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Activated hepatic stellate cells promote proliferation, metastasis
of hepatocellular carcinoma through angiogenesis

Bo liu1, Nan lin2

1The third Affiliated Hospital of Sun Yat-sen Univercity, 2The Third

Affiliated Hospital of Sun Yat-sen Univercity, guangzhou, China

Objective: To determine angiogenetic activity of activated hepatic

stellate cells (HSC) in hepatocellular carcinoma (HCC) and angio-

genetic response in tumor microenvironment.

Methods: Nude mice received an intraliver injection of alone hepa-

toma cells, hepatoma cells + HSC (ratio = 10:1) or hepatoma cells +

HSC(ratio = 10:4). After 7 weeks, tumor size, number of metastases

were examined. Furthermore, tumors tissue were assessed by immu-

nostaining for number and position of HSC and microvessel.

Immunohistochemical staining and western blot were examined the

expression of the vascular endothelial growth factor (VEGF) in pri-

mary tumors.

Result: Compared with mice receiving hepatoma cells + HSC

(ratio = 10:1) or hepatoma cells alone, nude mice injected with

hepatoma cells and HSC (ratio = 10:4) exhibited the most increased

tumor size and regional and distant metastasis. Microvessel and

VEGF in primary tumors of mice injected with hepatoma cells and

HSC (ratio = 10:4) were higher expression compared to hepatoma

cells alone. HSC and microvessel were both located around nests in

serial sections of HCC.

Conclusion: Our results demonstrated that HSC promote HCC pro-

liferation and metastasis because of angiogenetic activity.
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Thyroid hormone receptor inhibits hepatoma cell migration
through transcriptional activation of Dickkopf 4

Chen-Hsin Liao, Hsiang-Cheng Chi, Kwang-Huei Lin

Biochemistry, Chang-Gung University, Tao-yuan, Taiwan R.O.C.

Introduction: Thyroid hormone (T3) mediates cellular growth,

development, and differentiation by binding to the nuclear thyroid

hormone receptor (TR). Recent studies suggest that long-term hypo-

thyroidism is associated with human hepatocellular carcinoma (HCC)

independent from other major HCC risk factors. Dickkopf (DKK) 4, a

secreted protein, antagonizes the Wnt signal pathway.

Objective: Over-expression of DKK4 in HCC cells leading to

antagonize canonical Wnt signaling pathway. However, the under-

lying T3-regulated DKK4 mechanism is still unknown.

Results: In the present study, the 5’ promoter region of DKK4 was

serial deleted and reporter assay was performed to localize the T3-

response element (TRE). An atypical direct repeated TRE between

nucleotides -1645 and -1629 confers T3 responsiveness to the DKK4

gene. This region was further confirmed by chromatin immunopre-

cipitation (ChIP) and electrophoretic mobility shift assay (EMSA)

assays. Notably, DKK4 was down-regulated in 67.5% of HCC can-

cerous tissues. The decrease in DKK4 levels was accompanied by a

concomitant decrease in TR protein levels in the matched cancerous

tissues in 31% of tissues compared with the adjacent noncancerous

tissues by immunoblotting. Further, stable DKK4 over-expression in

SK-Hep-1 cells decreased cell invasion and metastasis potential

in vivo as well as in vitro by reducing the matrix metalloproteinase-2

(MMP-2) expression.

Conclusion: Taken together, this study provides the molecular mech-

anism of DKK4 upregulated by T3/TR, and DKK4 thus antagonize the

Wnt signal pathway to suppress tumor cell progression.
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Interleukin- 6 secreted by CAF induces epithelial to mesenchymal
transition, enhances tumor aggressiveness and predicts clinical
outcome in resected HCC

Kunpeng Hu, Jian Yan, Zhicheng Yao, Ruiyun Xu, Meihai Deng

The third affiliated Hospital of Sun Yat-Sen University, Guangzhou,

China

IL-6, a pro-inflammatory and anti-inflammatory cytokine, is impli-

cated in cancer. A higher IL-6 level is found in many human

malignancies and some inflammatory diseases, including chronic

hepatitis, cirrhosis and HCC. We tested the hypothesis that IL-6

secreted by CAF in the tumor microenvironment contributes to HCC

aggressiveness and predicts disease outcome in resected cases. Con-

sistent with our hypothesis we found that an elevated IL-6 mRNA

expression in HCC tissue was significantly associated with poor

prognosis after resection of HCC. Multivariate Cox-regression anal-

ysis further revealed that increased IL-6 expression is independent

risk factor for patients0 survival (HR = 2.28, 95% CI = 1.27–4.54,

P = 0.005). Mechanistic analyses showed that IL-6 overexpression

can decrease E-cadherin and increased vimentin mRNA and protein

levels in HCC cell lines, consistent with the features of epithelial-to-

mesenchymal transition (EMT). Furthermore, IL-6-overexpression

significantly increased N-cadherin and decreased Desmoplakin
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expression, while shRNA-mediated inhibition of IL-6 increased

E-cadherin and Desmoplakin expression, and reduced the expression

of IL-6 in HepG2 cells. Re-expression of Desmoplakin in IL-6

overexpressing HepG2 cells can restore the epithelial characteristics,

as indicated by an increase in E-cadherin and decrease in N-cadherin

and vimentin expression. A reduced sensitivity to the chemothera-

peutic drug, sorafenib, occurred in IL-6-overexpressing HepG2 cells.

IL-6 over-expressing cells showed significant increase in their inva-

sion ability in vitro, and tumor growth and metastasis in an xenograft

mouse model. Our study supports a key role of IL-6 in tumor

aggressiveness, indicating its potential usefulness as a candidate tar-

get for designing improved treatment in HCC.
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Bone marrow mesenchymal stem cell in the tumor
microenvironment transition to cancer-associated fibroblasts
contributes to hepatocellular carcinoma progression

Kunpeng Hu, Jian Yan, Nan Lin, Zhicheng Yao, Ruiyun Xu,
Meihai Deng

The third affiliated Hospital of Sun Yat-Sen University, Guangzhou,

China

Cancer associated fibroblasts (CAF), are essential for tumor pro-

gression providing both a functional and structural supportive

environment, and it plays a key role in tumorigenesis as matrix

synthesizing or matrix degrading cells, contractile cells, and even

blood vessel associated cells. The production of growth factors,

cytokines, chemokines, matrix-degrading enzymes, and immuno-

modulatory mechanisms by these cells augment tumor progression by

providing a suitable environment. There are several suggested

origins of the TAF including tissue-resident, circulating, and epi-

thelial-to-mesenchymal-transitioned cells. Our study provide

evidence that TAF are derived from bone marrow mesenchymal

stem cells (BMSC) that acquire a TAF phenotype following

exposure to or systemic recruitment into HCC xenograft models.

We define the TAF derived from BMSC in a HCC xenograft

model by the immunohistochemical presence of (1) production of

protumorigenic growth factors including hepatocyte growth factor

(HGF), epidermal growth factor (EGF), and interleukin-6 (IL-6);

(2) fibroblast specific protein (FSP) and fibroblast activated protein

(FAP); (3) alpha-smooth muscle actin (a-SMA), desmin, and vas-

cular endothelial growth factor (VEGF); and (4) markers

phenotypically associated with aggressiveness, including tenascin-c

(Tn-C), thrombospondin-1 (Tsp-1), and stromelysin-1 (SL-1). Our

results demonstrate that under long-term tumor conditioning

in vitro, BMSC express TAF-like proteins. Our results suggest the

dependence of in vitro HepG2 tumor cell proliferation is due to the

presence of tumor-stimulated BMSC secreted IL6. The subsequent

TAF phenotype arises from the BMSC which ultimately promotes

tumor growth through the contribution of microvascularization, and

the production of tumor stimulating paracrine factors.
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The effect of interleukin- 6 (IL-6) secreted by cancer-
associated fibroblasts (CAF) in the tumor microenvironment

on dendritic cells (DC) in hepatocellular carcinoma
(HCC).

Kunpeng Hu, Jian Yan, Zhicheng Yao, Ruiyun Xu,
Meihai Deng

The third affiliated Hospital of Sun Yat-Sen University, Guangzhou,

China

IL-6, a pro-inflammatory and anti-inflammatory cytokine, is impli-

cated in malignant tumors. The combination of DC and T cells is

beneficial to the tumor cleared via inducing DC secret some cytokines

such as IL-12, IL-18, CD80/B7-1, CD86/B7-2,CD 40, which can

activate T cell proliferation, induce CTL generation and lead Th1 type

immune response. The dysfunction of DCs has been implicated in

tumor-bearing host. In order to elucidate the effect of IL-6 secreted by

CAF on differentiation of dendritic cells, we characterized the bio-

physical properties of DCs co-cultured with cancer-associated

fibroblasts (CAF). The results showed that the biophysical charac-

teristics of immature and mature DCs were severely impaired by CAF

compared with those under normal conditions, including the increased

osmotic fragilities, decreased cell membrane fluidities, increased

membrane viscoelastic properties, dysfunction and increased expres-

sion of cytoskeleton protein F-actin, as well as the deteriorated

transendothelium migration. The IL-12, IL-18, CD80/B7–1, CD86/

B7-2,CD 40 secreted by DCs were decreased dramatically when co-

cultured with CAF, while shRNA-mediated inhibition of IL-6

expression can abrogated this effects. The impaired biophysical

properties of DCs could be one of many aspects of the immune escape

mechanisms of HCC. The results of our study reveal that the IL-6

secreted by CAF is involved the dysfunction of DCs, which is asso-

ciated with the progress of HCC. Our findings are clinically and

instructionally significant with regard to how to enhance efficiency of

the anti-tumor therapy based on CAF.
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Epigenetic silencing of SFRP1 induced by Hepatitis C virus core
protein enhances HCC aggressiveness through induction
of epithelial-mesenchymal transition

Huiqin Quan, Fan Zhou, Dan Nie, Qingmei Chen, Linlin Chen,
Qing Xie, Ni Tang

Chongqing Medical University 2nd Affiliated Hospital, Chongqing,

China

Hepatocellular carcinoma (HCC) is one of the most deadly cancers.

Aberrant oncogenic activation of the Wnt/b-catenin signaling path-

way contributes to hepatocellular carcinogenesis. Various epigenetic

modifications of the Wnt antagonist secreted frizzled-related protein

(SFRP) family have been implicated in regulating Wnt signaling.

Here, we report that Hepatitis C virus (HCV) core protein down-

regulates SFRP1 expression when it is expressed in Huh7 and HepG2

cells. SFRP1 expression can be effectively restored by using either a

DNA methylation inhibitor alone or in combination with a histone

deacetylase inhibitor. DNA methylation analysis of the SFRP1 pro-

moter revealed that CpG islands close to the transcriptional start site

(TSS) in the SFRP1 promoter were hypermethylated in core-

expressing Huh7 cells, suggesting that HCV core protein may down-

regulate SFRP1 expression by inducing hypermethylation of the

SFRP1 promoter. Chromatin immunoprecipitation revealed that HCV

core protein markedly increased the expression level and recruitment

of DNA methyltransferase-1 (Dnmt1) and histone deacetylase-1

(HDAC1) to the TSS of the SFRP1 promoter region, resulting in
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repression of acetyl-histone H3 binding capacity to SFRP1 promoter

and the eventual epigenetic silencing of SFRP1 expression. Further-

more, the core protein-promoted cell proliferation, migration and

invasiveness were effectively abrogated either by Dnmt1 knockdown

or restoration of SFRP1 expression in hepatoma cells. Dnmt1

knockdown or SFRP1 over-expression also inhibited HCV core-

induced epithelial-mesenchymal transition (EMT) and significantly

decreased the expression level of activated b-catenin and Wnt/b-

catenin target genes, c-myc and cyclin D1. We further showed that

knockdown of Dnmt1 and restoration of SFRP1 inhibited core-

induced in vivo tumor growth in a xenograft HCC model. Taken

together, our results strongly suggest that the HCV core-induced

epigenetic silencing of SFRP1 may lead to the activation of the Wnt

signaling pathway and thus contribute to HCC aggressiveness through

induction of EMT.
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MicroRNA 199a*: a potent suppressor of tumor metastasis
and angiogenesis

Alip Ghosh, Amit Ghosh, Shrabasti Roychoudhury, Debanjali
Dasgupta, Simanti Datta, Abhijit Chowdhury, Soma Banerjee

Hepatology, IPGMER, KOLKATA, India

Angiogenesis is the primary route by which tumor cells get nutrients

and exit from primary site to enter into the blood circulation. Recent

evidences showed HGF plays an important role in angiogenesis by

enhancing the proliferative activity and intracellular signaling. HGF/

c-MET and VEGF/VEGFR1 are two independent pathways for

angiogenesis and metastasis. Thus detection of a molecule that hits

both pathways could be a potent therapeutic agent. The mir199a* has

been shown to target both CD44 and cMET molecule to block the

metastasis in cancer. The present study aim to show that mir199a*

target HGF, the key modulator of the HGF/c-Met signaling cascade to

shut off the EMT transition and VEGFR1 to prevent angiogenesis

more effectively. Luciferase 30 UTR assay was performed to inves-

tigate HGF as a target of mir-199a*. HGF mRNA and protein

expression was determined by real time RT-PCR, Western blot

analysis in liver stellate cell line LX2 transfected with mir-199a* and

HGF shRNA. The cultured media of mir-199a* transfected LX2 cells

was used to verify the effect of mir-199a* on HGF induced migration

and invasion ability on metastatic cell lines using Boyden chamber

assay with or without matrigel coating. The mir-199a* binding site

was detected by pictar, target scan analysis of the 3’UTR of HGF and

VEGFRs. The binding of mir-199a* to the 30UTR of HGF and

VEGFR1 were confirmed by luciferase assay, mutagenesis and wes-

tern blotting. Down regulation of HGF protein expression in HGF

producing hepatic stellate cell, LX2 was observed by mir-199a*.

Addition of LX2 conditioned media transfected with mir199a* to

metastatic cell reduces the migration and invasion ability of cells by

30%. Similarly, it can also block angiogenesis observed by tube

formation assay.
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CXCR4 inhibitor AMD3100 disrupts the interaction
of hepatocellular carcinoma cells with hepatic stellate cells
in vitro

Yabo Gao1, Zhaochong Zeng2, Qing Miao3

1Fudan University, 2Radiation Oncology, 3Department

of Gastroenterology, Fudan University, Shanghai, China

Background: The interaction between parenchymal and stromal

cells are important for tumor formation and development. Recently,

it has been showed that activated hepatic stellate cells (HSCs) are

the crucial factor responsible for liver fibrosis and involved in

progression of hepatocellular carcinoma (HCC) by interaction with

tumour cells. We hypothesized that disruption of the interaction of

HCC cells with HSCs would lead to their sensitization to thera-

peutic agents such as Sorafenib or 5-FU. Here, we investigate the

interaction between HS cells (LX-2) and HCC cells (HuH7)

in vitro.

Methods: The effects of HCC conditioned medium (HCC-CM) on

activation and proliferation of HS cells (LX-2), the influences of HS

cell CM (HS-CM) on proliferation and invasion of HCC cells

(HuH7), and the effects of CXCR4 inhibitor AMD3100 on their

interaction were assessed using each CM.

Results: Tumour-CM could promote the proliferation and activation

of LX-2 cells, while HS-CM increased HCC cell proliferation,

invasion and resistance to sorafenib. AMD3100 induces disruption of

the interaction of HCC cells with HSC and enhanced the ratio of

apoptosis in the presence of HS-CM, and significantly inhibited the

HCC cell migration in response to HS-CM.

Conclusion: This study indicates that HCC cells can promote the

activation of HSCs and stromal HSC promotes HCC progression.

By using agents such as AMD3100 that disrupt interaction with

the microenvironment may enhance the efficacy of cytotoxic

agents in cancer therapy and lead to more effective therapeutic

approaches.
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Recoding RNA editing of antizyme inhibitor 1 predisposes
to hepatocellular carcinoma

Leilei Chen1, Yan Li2, Tim Hon Man Chan1, Lihua Qi1,
Daniel G. Tenen1, Xin-Yuan Guan2

1Cancer Science Institute of Singapore, National University of

Singapore, Singapore, Singapore, 2Clinical Oncology, The University

of Hong Kong, Hong Kong, Hong Kong S.A.R.

Better understanding of human hepatocellular carcinoma (HCC)

pathogenesis at the molecular level will facilitate the discovery of

tumor initiating events. In this report, deep transcriptome sequencing

revealed that adenosine (A)-to-inosine (I) RNA editing of antizyme

inhibitor 1 (AZIN1) displays a high modification rate in human HCC

specimens. We show that AZIN1 transcripts undergo RNA editing via

a mechanism that requires a conserved double-stranded (dsRNA)

secondary structure formation facilitating A-to-I conversion, which is

specifically regulated by adenosine deaminase acting on RNA-1

(ADAR1), but not ADAR2 or ADAR3. The Serine (S) ? Glycine

(G) substitution at residue 367, located in b-strand 15 (b15) predicted

to be capable of undergoing conformational change, causes a sub-

cellular localization change of AZIN1, subtle to confer a ‘‘gain-of-

function’’ phenotype as manifested by augmented tumor initiating

potentials and more aggressive capabilities. Compared with wild-type

AZIN1 protein, the edited form possesses stronger affinity to anti-

zyme, and the resultant higher protein stability promotes cell

proliferation via the neutralization of the antizyme-mediated degra-

dation of the ornithine decarboxylase (ODC) and cyclin D1 (CCND1)

oncoproteins. Collectively, we show that A-to-I RNA editing of the
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AZIN1 gene may be a potential driver in the pathogenesis of human

cancers, particularly HCC.
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Effect of mTOR down-regulation on the thermosensitivity
in human hepatoma SMMC7721 cells.

Qingliang Wang1, Xiaojie Li2, Bo Liu1, Peisheng Yang1,
He Huang1, Pinzhu Huang1, Wenzhe Chen1, Zhicheng Yao1,
Xingui Chen1, Xiaoming Ye1

1Department of General Surgery, 2Department of Clinical laboratory,

The Ling Nan Hospital of Sun Yat-sen University, Guangzhou, China

Background and aims: Tumor relapse after thermotherapy was

caused by thermal tolerance of the residual tumor cells, which

decreased the therapeutic effect. However, the activity of mTOR was

induced after exposure to hyperthermia. Therefore, we hypothesized

that mTOR may be an important modulator for thermosensitivity.

Methods: The antisense plasmid target mTOR pEGFP-C1-mTOR

was transfected into SMMC7721. The result of infection was

observed by fluorescence microscopy. RT-PCR and Western blotting

were used to demonstrate the successful transduction. These trans-

fected cells were subjected to hyperthermia (42 degrees C for 1 h).

After that, cell growth was evaluated via the Cell-Counting Kit-8

Method, the clone formation rate was determined by colony-forming

assay and the migration was measured by wound-healing assay. Cell

apoptosis and cell cycle were analysed by flow cytometry. Western

blotting was used to analyze HSP70 expression inducted by

hyperthermia.

Results: The plasmid was successfully transfected into SMMC7721

and the expression of mTOR was down-regulated at both mRNA and

protein levels after transfection. Hyperthermia prior to transfection

inhibited cell proliferation, clone formation and invasion signifi-

cantly. Flow cytometry showed that the proportion of cells in G1/G0

and G2/M phase decreased (P [ 0.05) while the S phases increased

(P = 0.002). The apoptotic rate was remarkably increased, but the

protein level of HSP70 was significantly decreased.

Conclusions: Down-regulation the expression of mTOR could

increase the thermosensitivity of SMMC7721. Thus, mTOR appeared

to be a significant modulator for thermotherapy.
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Enhanced killing effects of hyperthermia to mTOR-targeted gene
therapy in SMMC7721 cells.
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Zhicheng Yao1, Xiaoming Ye1
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The Ling Nan Hospital of Sun Yat-sen University, Guangzhou, China

Background and aims: Tumor therapy should primary stop the

proliferation of tumor cells and kill them. The possible enhanced

killing effect of hyperthermia to mTOR-targeted gene therapy in

SMMC7721 was evaluated.

Methods: Morphological changes of SMMC7721 was observed after

hyperthermia at different temperatures and the optimal temperature

for further study was determined via CCK-8 assay. The antisense

plasmid was transfected into SMMC7721 for targeted gene therapy

and the transduction was evaluated by flow cytometry. SMMC7721

cells were subjected to hyperthermia (42�C 1 h) after infection and

the effects on cell growth and apoptosis were examined. The

expression of mTOR were analysed by RT-PCR and Western blot

after hyperthermia.

Results: Cell morphology changed a lot after hyperthermia and the

proportion of necrotic cells was increased. The inhibited effect was in

consistent with the elevated temperature and the inhibition rate for

42�C reached 29.67%. The successful transfection demonstrated the

successful targeted gene therapy. After for further hyperthermia

(42�C 1 h), cell proliferation was reduced and the apoptotic rate was

increased. The expression of mTOR was reduced at both mRNA and

protein levels after transfection and the expression decreased even

more obviously after hyperthermia.

Conclusions: Hyperthermia could enhance the killing effects to

mTOR-targeted gene therapy in SMMC-7721 cells. This finding had

potential application for cancer treatment.

Topic: 13.a Basic Science

Absno: 2011

Chimeric HBV/CCNE1 gene in hepatocellular carcinoma
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Hepatocellular carcinoma (HCC) is the most common liver cancer

worldwide and hepatitis B virus (HBV) infection remains the major

etiological factor leading to high prevalence of HCC in Asia-Pacific

regions. HBV carriers suffer from increased risk of developing HCC by

more than 100-fold. Targeting molecule involved in HBV-related HCC

is imperative for better management of these patients. Our recent

finding (Sung WK et al. Nature Genetics 2012) has demonstrated HBV

integration into host genome is a key mechanism of liver carcinogen-

esis, in which cyclin E1 (CCNE1) was repeatedly affected. We

identified four novel and distinct HBV breakpoints in CCNE1 gene at

the promoter, intron and 3’untranslated region. Regardless of the HBV

integration sites, all the affected tumors revealed remarkably high

expression of CCNE1. Thus, HBV integration significantly influences

CCNE1 expression. It is of great interest to delineate the underlying

mechanism of how each HBV breakpoint affects CCNE1 as the driver

of liver tumorigenesis. New data are presented to demonstrate the

tumorigenic properties of HBV-CCNE1 chimeric fusion in liver cell

lines, as well as its physiological roles in apoptosis and cell cycle reg-

ulations. In conclusion, this study uncovers a novel mechanism utilized

by HBV to drive HCC development and progression, in turn, as an

attractive therapeutic target for this deadly malignancy.
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Potential therapeutic role of boron in liver cancer

Shakir Ali
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Liver cancer is one of the most common malignancies and a common

cause of cancer-related mortality worldwide in human, with hepatitis,
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food additives, alcohol, pollutants and toxins being the major risk

factors. This study reports the inhibitory effect of boron on HCC

induced in rats by administering thioacetamide (0.03%) in drinking

water for 400 days. Boron at a dose level of 4 mg/kg body weight was

administered orally after inducing hepatocellular carcinoma. Treat-

ment was continued for 122 days, and cell proliferation, histology and

biochemistry of treated and control group of rats were studied. The

study reports that treatment with boron inhibited hepatic cell prolif-

eration, as determined by measuring the activity of proliferating cell

nuclear antigen and [3H]-thymidine incorporation method. It could

partially reverse the activity of selected biochemical indicators of

hepatic damage and other biochemical parameters, which are per-

turbed in liver cancer, and improved overall health of animal. The

study suggests boron as a potential therapeutic agent in liver cancer.
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Association of Xenobiotic metabolizing enzymes and DNA repair
genes polymorphisms with susceptibility to advanced liver disease
in ethnic Indonesians

Ivet Suriapranata1, Widyartini Sudania1, Wen Ye Tjong1,
Rino Gani2, Irsan Hasan2, Andri Sanityoso2, Unggul
Budihusodo2, Laurentius A. Lesmana2, Ali Sulaiman3,
George Mathew1
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Harapan, Tangerang, 2Cipto Mangunkusumo General National

Hospital, Faculty of Medicine, University of Indonesia, 3Klinik Hati

Prof. Ali Sulaiman, Jakarta, Indonesia

Background: Xenobiotic metabolizing enzymes such as Glutathione

S-transferases (GSTT1, GSTM1) and Epoxide hydrolases play an

important role in cells response to damage induced by carcinogenic

components. In addition, polymorphisms in DNA repair genes

XRCC1 and ERCC2 have also been associated with susceptibility to a

variety of cancer.

Aim: The aim of this study was to estimate the relationship of GSTT1,
GSTM1, EPHX1, XRCC1 and ERCC2 gene polymorphisms with risk

in developing HCC and Cirrhosis in ethnic Indonesians.

Methods: A total of 452 subjects comprising of 107 chronic HBV,

129 cirrhosis (HBV), 92 HCC (HBV) and 105 control subjects were

included in the study. Polymorphisms in GSTT1, GSTM1, EPHX1,
XRCC1 and ERCC2 were identified using PCR and direct sequencing

method. Logistic regression was used to estimate the odds ratios (OR)

and 95% confidence intervals (CI) with adjustment for age and

gender.

Results: Overall no significant associations with advanced liver dis-

ease (HCC and Cirrhosis) were observed for GSTT1, EPHX1 and

XRCC1 genotypes alone against control or Chronic HBV group.

Significant interaction was found between null polymorphism in

GSTM1 and increased risk of Cirrhosis in both groups (P = 0.041,

OR = 2.075 and P = 0.003, OR = 2.555). Interestingly, combina-

tion of GSTM1 null polymorphism and TT genotype in ERCC2
rs13181 increased the risk of developing Cirrhosis in control and

Chronic subjects (OR = 2.803, P = 0.011 and OR = 3.046,

P = 0.002). In addition, combination of GSTM null polymorphism

and AG genotype in XRCC1 rs25487 exacerbated the risk of devel-

oping Cirrhosis in both groups (OR = 7.766, P = 0.031) and

OR = 8.216, P = 0.013, respectively).

Conclusion: Combination of polymorphisms in Xenobiotic metabo-

lizing and DNA repair enzymes might be associated with

susceptibility to Cirrhosis in our study population.
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Silencing MRP1 by RNA interference reverses multidrug
resistance in human hepatocellular carcinoma cells

Yang Wang1, Jianping Liu1, Pinzhu Huang2, Xingui Chen2,
He Huang2, Zhicheng Yao2, Wenzhe Chen2, Qingliang Wang2,
Bo Liu2

1The Second Affiliated Hospital of Sun Yat-sen University, 2The Ling

Nan Hospital of Sun Yat-sen University, Guangzhou, China

Background and Aims: The role of multidrug resistance-related

protein 1 (MRP1) in multidrug resistance (MDR) of hepatocellular

carcinoma (HCC) has not been fully established. The aim of this study

was to investigate the chemosensitivity of HCC MDR cells following

the silencing of MRP1.

Methods: We examined the MDR phenotypic SMMC-7721 and Hep-

G2 cell lines which were established by exposure to increasing doses

of adriamycin (ADM) over a period of 10 months. MRP1 or MDR1

siRNA constructs were transfected into HCC MDR cells, and the

phenotypic effects were determined by MTT assay, real-time PCR,

Western blot, flow cytometry and an animal study.

Results: We found that SMMC-7721/ADM and Hep-G2/ADM were

25.4 and 17.9 times more resistant to ADM compared to their

respective parental cell lines. Both MDR cell types exhibited cross-

resistance to 5-Fluorouracil, Vincristine and l-Oxaliplatin, and they

both expressed significantly more MDR1 and MRP1 compared to the

parental lines. The stably-transfected cells showed various degrees of

reversal of MDR phenotype. Mice injected with siRNA-transfected

cells exhibited a significant decrease in tumor volume compared to

controls. The efficiency of the reversal of drug resistance caused by

MRP1 inhibition was similar to that of MDR1. ADM-induced

apoptosis was increased in transfected cells compared to controls.

Conclusion: RNA interference targeting MRP1 may represent a new

therapeutic option for HCC.
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Effect of MG132 on cell proliferation, apoptosis, and expression
of Cks1 in human hepatocarcinoma BEL-7402 cell line

You Pan1, Fang zanxi1, Chen Zixuan1, Wang Fen2,
Zhang Zhongying1
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Zhongshan Hospital, Xiamen, China, 2Center for Cancer and Stem

Cell Biology, Institute of Biosciences and Technology, Texas A&M

Health Science Center, Houston, TX, USA

Background: In this study, we used human hepatocarcinoma BEL-

7402 Cell Line to screen a safe and effective anti-tumor drug by

detecting the changes of Cks1 in mRNA and protein levels after

treated with proteasome inhibitor. We identified a proteasome as an

anti-tumor drug candidate MG132.

Methods: Human hepatocarcinoma BEL-7402 Cell Line cells were

cultured and treated with MG132. The optimal concentration of

5.0 lmol/L MG132 was selected for the following experiments. Cells

in logarithmic growth phase were selected and examined.

Results: The growth of BEL-7402 cells was inhibited by the treat-

ment of MG132 in a time and dose dependent manner. Morphological

changes of BEL-7402 cells were noticed under inverted microscope

and the percentage of G2-M phase of BEL-7402 cells was increased

S574 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



significantly after treatment when compared with the control group.

Furthermore, the expression of at protein level was increased

significantly.

Conclusion: Our data suggested that proteasome inhibitor MG132

can effectively inhibit proliferation of human hepatocarcinoma BEL-

7402 Cell Line cells, block the cell cycle at G2-M phase, and promote

apoptosis.
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PKC mediated fluctuant ERK-paxillin signaling for Hepatocyte
growth factor- induced migration of Hepatoma cell HepG2

Chi-Tan Hu1, Chuan-Chu Cheng2, Siou-Mei Pan3, Jia-Ru Wu2,
Wen-Sheng Wu2

1Department of Medicine, Division of Gastroenterology, Buddhist

Tzu Chi Hospital and Tzu Chi University, 2Institute of medical

biotechnology, College of Medicine, Tzu Chi University,
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Tzu Chi Hospital and Tzu Chi University, Hualien, Taiwan R.O.C.

Hepatocyte growth factor (HGF) is one of the critical factors trig-

gering metastasis of heptocellular carcinoma cell (HCC).

Extracellular signal-regulated kinase (ERK) mediates HGF-induced

cell migration via focal adhesion signaling. Protein kinase C (PKC) is

a negative regulator of ERK activation in hepatoma cell HepG2,

however, both PKC and ERK were required for HGF-induced cell

migration. To address this intriguing issue, the signal mechanisms for

HGF-induced cell migration were investigated in a long-term fashion.

HGF-induced phosphorylations of ERK, Src (on Tyr 416) and paxillin

(on Ser178 and Tyr31) were up and down for 3 times within 24 h.

Moreover, HGF-induced actin reorganization exhibited a periodic

change within 24 h. By inhibitor studies, ERK was found to positively

and negatively regulate phosphorylation of paxillin on Ser178 and

Tyr 31 respectively, whereas PKC and Rac negatively regulated

phosphorylation of ERK and paxillin on Ser178. Consistently, HGF

also induced fluctuant PKC activation and Rac degradation. Depletion

of PKC a, d and e but not x and h prevented phosphorylation of ERK

and paxillin (on Ser178). Pretreatment of Concanavalin A, the

inhibitor of endocytosis, suppressed HGF-induced ERK phosphory-

lation. Also, HGF induced fluctuant reduction of c-Met, which can be

prevented by PKC inhibitor. In the animal study, HGF induced

intrahepatic metastasis of HepG2 tumor in a PKC-dependent manner.

Moreover, phosphorylated and non-phosphorylated ERK and paxillin

greatly increased in primary and secondary tumors compared with

their normal counterparts. Thus PKC a, d and e play central role in

mediating HGF-induced fluctuant ERK-paxillin signaling, probably

via regulation of endosomal degradation of c-Met, for migration of

HepG2. In conclusion, blockade of PKC mediated focal adhesion

signaling is a promising strategy for prevention of HGF-induced

tumor progression of HCC.
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Detection and analysis of serum autoantibody against apoptosis
inducing factor in hepatocellular carcinoma
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Background and aims: Apoptosis inducing factor (AIF) is a

bifunctional NADH oxidase involved in mitochondrial respiration and

caspase-independent apoptosis, and may play a potential role in tumor

formation/suppression. Our previous serological proteome analysis of

hepatocellular carcinoma (HCC) has shown antibody against AIF, a

kind of autoantibodies which could be potential serum biomarkers for

cancer at early stage, in the sera of HCC. In the present study, we

evaluated the clinical value of autoantibody against AIF in the early

diagnosis of HCC.

Methods: Recombinant protein of AIF was prepared and robotically

attached in ordered arrays on aldehyde-activated glass slides to make

antigen microarray together with other 12 autoantigens (data not

shown). A total of 220 serum samples were used for detection of

antibody against AIF, including 58 cases of HCC at advanced stage,

50 cases of HCC at early stage, 55 cases of cirrhosis, and 57 cases of

healthy control.

Results: Autoantibody against AIF was identified in 15(26%),

28(56%), 29(53%) and 21 (37%) cases of advanced HCC, early HCC,

cirrhosis and healthy control respectively. No significant difference

was observed between HCC and non-HCC (39.8% vs 44.6%) in the

presence of autoantibody against AIF. However, a significant lower

ratio of cases positive to autoantibody against AIF was identified in

advanced HCC compared with early HCC (P = 0.003). Further

analysis with more samples, and the analysis of AIF antigen levels in

HCC are on going.

Conclusion: Our preliminary results implied that autoantibody

against AIF may have potential value on discrimination of HCC at

early and advanced stage.
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Stem cell factor SALL4 as a prognostic marker and therapeutic
target for the aggressive progenitor-like subgroup
of hepatocellular carcinoma
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1Cancer Science Institute, 2NUS Graduate School for Integrative
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National University of Singapore, 7Department of Medicine, National

University Health System, Singapore, Singapore, 8Centre for Cancer
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Background: Hepatocellular carcinoma (HCC) is the third leading

cause of cancer-related deaths worldwide. Treatment of advanced

HCC remains abysmal. SALL4 is a potent stem cell factor. In recent

years, SALL4 has emerged as a novel oncogene. The role of SALL4

in human livers at normal development as well as malignant states has

not been documented previously. We hypothesize that SALL4 is

expressed in human HCC and has a functional role in driving HCC,
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targeting SALL4 hence presents a possible therapeutic option for

HCC.

Methods: We examined the expression of SALL4 in various cohorts

of primary HCC samples by immunohistochemistry and gene

expression microarrays. By analyzing our transgenic SALL4B mice

and carrying out loss of function studies, we demonstrated functional

role of SALL4 in HCC and its potential as a therapeutic target in

human HCC.

Results: In humans, SALL4 is expressed as an oncofetal protein in

HCC liver. Our clinicopathological analysis reveals that SALL4

expression is correlated with poorer survival. Moreover, we observed

that expression of SALL4 in murine liver in a transgenic model led to

development of HCC; loss-of-function studies demonstrate that

SALL4 is essential for human HCC cell survival and tumorigenicity,

emphasizing a functional role for SALL4 in HCC and its potential as

a therapeutic target for HCC. Importantly, we report a novel thera-

peutic peptide that can block the oncogenic function of SALL4 in

HCC.

Conclusions: SALL4 is a stem cell factor expressed in a subgroup of

HCC with poor prognosis but not in normal liver. Being an oncofetal

protein that has functional roles in hepatocarcinogenesis, SALL4

represents an attractive drug target. Here we propose an innovative

approach for the treatment of advanced stage HCC. Our findings

reveal a novel role of SALL4 in HCC with important implications for

understanding disease mechanisms and development of innovative

therapeutics.
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The new approach to mobilization of hepatic veins
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As of today, the surgical treatment of the right liver lobe lesions

remains challenging for surgical society. Despite using the different

surgical techniques, the rate of postoperative complications and

mortality changes a little. Thus the improvement of surgical tech-

niques is still up to date. We have proposed and tested a new approach

to hepatic veins. After the dissection of falciform ligament, we start to

mobilize the right and left hepatic veins. Then the tunnel between

veins and a front wall of inferior cava vein (IVC) is made, directed up

to down to lateral side wall of IVC. Thus, the right hepatic vein

becomes free all around, which facilitates the further vein ligation. At

the same time, created tunnel could be used to ‘‘hang’’ the liver. The

drainage tube inserts into the tunnel and the liver is lifted up and this

technique facilitates the short veins ligation. According to the above

described method the authors operated 11 patients with right hepatic

lesions (2 primary liver cancer, 9 metastatic lesions). The most fre-

quent localization of focal lesions were 5, 7 and 8 segments. Surgical

approach - subcostal laparotomy. The Pringle maneuver was used in

all cases. The average time of operation-180 ± 18 minutes.

The average intraoperative blood loss was 272 ± 86 ml. Using the

method we did not observe the damage of hepatic or cava veins (the

experimental study showed absence any small vessels in this space).

Among the complications the most frequent long-term one (up to

3 weeks) was bile leakage (3 patients). The bleeding in the postop-

erative period has never been observed. The liver failure was

observed in 1 patient on the day 4 after operation, but the compli-

cation was cured.
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Background: Hepatocellular carcinoma (HCC) is one of the most

common malignant tumors. This particular type of carcinoma has

poor survival rate and high post operation recurrence rate. Multiple

factors are relevant to hepatocarcinogenesis. Cancer cells often con-

tain large numbers of copy number (CN) alterations of chromosomal

segments. In this study we compare the Chromosomal Segments

Copy Number Alterations of 14 HCC cases died within 1 year after

Liver resection and 15 survival HCC cases after liver resec-

tion 3 years later according to array images, in order to reveal the

relationship between chromosomal segments copy number alterations

and survival after liver resection for hepatocellular carcinoma.

Methods: DNA of 45 HCC cases who underwent resection were

collected from the First Hospital of Jilin University, Changchun, P.R.

China. Patients were followed every 6 months. All the cases were

diagnosed by experienced pathology doctor. To quality control the

DNA samples, we use NanoDrop Spectrophotometer and run 1%

agarose gel. Whole genomic. DNA microarray (Nimblegen 385 k)

were performed on these DNA samples. Then we draw CNC DNA

MAP of 14 HCC cases died within 1 year after Liver resection, and

CNC DNA MAP of 15 survival HCC cases after liver resec-

tion 3 years later according to array images. This study was approved

by Ethnic Committee of the Hospital.

Result: Compared with the 15 survival HCC cases after liver resec-

tion 3 years later, the 14 HCC cases died within 1 year after liver

resection have more frequent duplication of 6q22.2-qter, 12q14.3-

qter, 22q11.1-qter. Lots of genes located in these Chromosomal

Segments including some oncogenes.

Conclusions: Some chromosomal segments such as 6q22.2-qter,

12q14.3-qter, 22q11.1-qter may harbor some genes that are related to

HCC survival. Further study about these chromosome segments and

the long-term outcomes after resection for hepatocellular carcinoma

(HCC) are needed.
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Objective: To investigate the quantification characteristics of alpha-

fetoprotein (AFP), HBeAg and HBV DNA between hepatocellular
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carcinoma (HCC) group and chronic hepatitis B (CHB) group, and to

understand relationship between AFP and HBV viral markers.

Methods: A case control study was conducted by matching age

(+-2 years) and gender including 238 HCC patients and 238 CHB

patients in Nanfang Hospital, Guangzhou, South China. The relevant

quantifications were conducted with Abbott i2000 (HBeAg, HBeAb,

USA, IL) and Cobas (HBV DNA, Roche).

Results: The ratio of male/female was 217/21, and the mean age was

51.6 ± 5.7 in both groups. The each group was then divided into 2

subgroups by HBeAg +ve or -ve respectively. The AFP level

was significantly higher in HCC group than that in CHB group

(150.2 ng/ml vs 5.4 ng/ml, P \ 0.001). The ratio of HBeAg + ve

population in HCC group was significantly higher than that in CHB

group (85.7% vs 58.8%, P \ 0.05). The interesting finding was high

HBeAg level associated with higher AFP level in HBeAg + ve HCC

subgroup than that in HBeAg-ve HCC subgroup (236.4 ng/ml vs

150.2 ng/ml, P \ 0.05), and there was no significant different between

HBeAg + ve CHB subgroup and HBeAg-ve CHB subgroup (5.6 ng/ml

vs 4.4 ng/ml).

Conclusions: In this case control study, the ratio of HBeAg +ve pop-

ulation in HCC group was significantly higher than that in CHB group,

and high HBeAg level associated with higher AFP level in HBeAg + ve

HCC subgroup than that in HBeAg-ve HCC subgroup.
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Background and Aims: Homeobox B9 (HoxB9) alters tumor cell

fate and promotes tumor progression and metastasis. And HoxB9

overexpression in breast tumors, by altering the microenvironment,

induces several tumorgenic phenotypes and promotes disease pro-

gression in vitro and in vivo. To evaluate the clinical significance of

HoxB9, we analyzed the association of HoxB9 expression and clin-

icopathologic characteristics in HCC patients.

Methods: Expression levels of HoxB9 in tumor tissue were evaluated

by immunohistochemistry. Its correlation with clinicopathologic

parameters and the prognosis for patients with HCC after curative

resection were analyzed. Prognostic significance was assessed by

Kaplan-Meier survival estimates and log-rank tests. Multivariate

analyses were performed to evaluate prognosis-related factors.

Results: HoxB9 was highly expressed in 8 of 30 (26.7%) patients.

The mean proportion of tumor cells positively stained with HoxB9

was 78.5% in positive HoxB9 group and 7.3% in negative group.

Only intrahepatic metastasis among clinicopathological parameters

has correlation with HoxB9 expression (p = 0.05). Increased HoxB9

expression in resected HCC predicted lower 1-year disease free sur-

vival rates (80.0% v.s. 16.7%, p \ 0.05), and multivariate analysis

revealed HoxB9 overexpression was an independent risk factor for

recurrence. Patients with increased HoxB9 had worse 3-year overall

survival rates (66.7% v.s. 0.0%, p \ 0.05), and HoxB9 overexpres-

sion was an independent prognostic factor on Cox regression analysis.

Conclusion: This is the first report to show that increased HoxB9

expression is associated with subsequent recurrence and worse sur-

vival rates after curative resection of HCC, as well as cancer

progression such as intrahepatic metastasis. Thus, HoxB9 may be a

novel prognostic biomarker and therapeutic target in HCC.
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Background/aims: The application of radiotherapy of hepatocellular

carcinoma (HCC) is limited due to radioresistance in tumor and ra-

diotoxicity in nontumorous liver. Therefore, study for radioresistance

mechanism and improvement of killing effect of irradiation by ther-

apeutic insult such as radiosensitizer etc. Emodin (1,3,8-trihydroxy-6-

methylanthraquinone), a family of plant derived polyphenol has been

proven to have anticancer properties. There is limited data about role

of emodin as radiosensitizer in human hepatoma cell line. In this

study, we examined the followings: (i) whether emodin attenuated

radioresistance of hepatoma cell line, (ii) what was the mechanism of

radiosensitization.

Methods: Two human HCC cell lines were used in this study:

HepG2, and Hep3B. They were exposed to four different manners;

none (control), irradiation (10 Gy, one fraction), emodin (10 lM),

and irradiation combined with emodin. Cells were then subjected to

MTT assay (3-(4,5-Dimethylthiazol-2-yl)-2,5-diphenyltetrazolium

bromide, a yellow tetrazole) and immunoblotting in 24 hours and 72

hours after exposure.

Results: The growth suppression of two cell lines was significantly

more enhanced compared to control group in the same order as fol-

lowings; combination group, emodin, and irradiation (Fig. 1).

Fig. 1 MTT assay
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Treatment with irradiation combined with emodin resulted in maxi-

mal upregulation of apoptotic signaling such as poly (ADP-ribose)

polymerase (PARP) and caspase-9 and downregulation of prolifera-

tion signaling such as cyclin D1 (Fig. 2).

Conclusions: Emodin enhances the activity of irradiation in tumor

growth suppression of human hepatoma cells via enhancement of

PARP, caspase-9 and inhibition of cyclin D1. Therefore, our findings

may provide new insights into understanding the pharmacological

mechanism of emodin as radiosensitizer in HCC and may aid in the

design of new therapeutic strategies for the radioresistant HCC.
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Protective effect of Nigella sativa against antituberculosis drugs
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Background: Anti-tuberculosis drugs (ATD) induced hepatotoxicity

is a major hurdle for an effective treatment of tuberculosis. The first

line anti-tuberculosis drugs isoniazid (INH), rifampicin (RIF) and

pyrazinamide (PZA) continues to be the effective drugs in the treat-

ment of tuberculosis, however, the use of these drugs is associated

with toxic reactions in tissues, particularly in the liver, leading to

hepatitis.

Aim: This investigation focused on the evaluation of defensive role of

Nigella sativa seed extract against liver injury caused by different

combinations of anti-tuberculosis drugs.

Methods: Rats were treated with combination of PZA, ETH, INH,

RIF for 8 weeks (3 alternative days in a week) followed by therapy of

Nigella sativa seed extract (125, 250 & 500 mg/kg, p.o) respectively

for 8 weeks (3 days in a week considering every next day of anti-TB

drug treatment).

Results: Transaminases, alkaline phosphatase, albumin, cholesterol,

urea and creatinine were elevated in serum due to toxic effect of

combination of anti-TB drugs administration. Antituberculosis drugs

significantly increased lipid peroxidation and decreased the activities

of antioxidants enzymes, i.e., superoxide dismutase, catalase, gluta-

thione reductase and glucose-6-phosphate dehydrogenase in liver

indicating oxidative stress. Hepatic microsomal drug metabolizing

enzymes of CYP 2E1 showed sharp depletion as assessed by esti-

mating aniline hydroxylase activity after anti-TB drugs exposure.

Histological studies also supported the above biochemical findings

which showed liver cell necrosis with portal inflammation and loss of

cellular boundaries as a result of ATD intoxication. Therapy with

Nigella sativa showed minimal inflammation with moderate portal

triaditiss, regeneration in some hepatocytes and their lobular archi-

tecture was normal. Conjoint treatment of Nigella sativa could reverse

the serological biochemistry and could inhibit oxidative stress by

suppressing lipid peroxidation and augmenting antioxidant enzymes

towards control.

Conclusions: Thus, Nigella sativa might be attributed to its antioxi-

dant potential of hepatoprotective activity.
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1Digestive Diseases and Liver Transplantation Center, Fundeni

Clinical Institute, 2Gastroenterology and Hepatology, University

of Medicine and Pharmacy ‘Carol Davila’, Bucharest, Romania,
3Medical School of Hannover, Hannover, Germany, 4General Surgery

Department, University of Medicine and Pharmacy ‘Carol Davila’,

Bucharest, Romania

Background: Aggressiveness of hepatocellular carcinoma (HCC) and

the ability to metastasize is linked to the expression of cell adhesion

molecules and intercellular junctions. Tumor cell lines are known to

lack contact inhibition. In vitro studies of relationship between liver

enriched transcription factors and cell adhesion molecules, might lead

to novel methods to activate contact inhibition in hepatoma cells, by

modulating the expression of liver enriched transcription factors.

Methods: HUH7 hepatoma cells were cultured in 6-well plates for 4

and 7 days in order to achieve 100% confluence and over-confluence.

Gene expression quantification has been conducted for liver enriched

transcription factors HNF4alpha, FOXA2, C/EBPalpha and for pro-

teins involved in intercellular junctions - E-cadherin, N-cadherin,

claudin1, occludin and desmocollin2, using beta-actin as internal

control. RNA extracted from HUH 7 cultures in the exponential phase

of multiplication was used as control, for relative gene expression.

Results: Significant down-regulation of FOXA2 and C/EBPalpha but

no significant change in HNF4alpha expression were detected, as

HUH7 cells were cultured to 100% confluence or over-confluence.

Statistically significant up-regulation of E-Cadherin and down-regu-

lation of Claudin 1 were detected in confluent and over confluent

HUH7 cells, in comparison to controls. A strong inverse linear cor-

relation was detected between levels of expression of E-Cadherin and

the expression of FOXA2 (p = 0.002) and C/EBPalpha respectively

(p = 0.0003). A direct linear correlation was identified between

expression of Claudin1 and the expression of FOXA2 (p = 0.004)

and C/EBPalpha (p = 0.001) respectively.

Conclusions: Statistically significant correlations were identified

between expression of liver enriched transcription factors and key

proteins involved in intercellular junctions. Modulation of expression

of FOXA2 or C/EBPalpha could limit the proliferative ability of

hepatoma cells or the ability to metastasize by controlling the

expression of cell junction proteins.

Fig. 2 Immunoblotting
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a-mangostin induces mitochondrial dependent apoptosis
in human hepatoma SK-Hep-1 cells through inhibition
of p38 MAPK pathway

Yi-Hsien Hsieh1, Shu-Ching Hsieh2, Jyun-Hao Hung1,
Shun-Fa Yang2

1Institute of Biochemistry and Biotechnology Chung Shan Medical

University, 2Institute of Medicine, Chung Shan Medical University.,

Taichung, Taiwan R.O.C.

a-mangostin is a dietary xanthone that has been shown to have

anticancer and antiproliferative properties in various types of human

cancer cells. This study investigates the molecular mechanism of the

apoptosis-inducing effects of a-mangostin on human hepatocellular

carcinoma cells. We found that a-mangostin inhibits the viability of

human HCC cells in a dose- and time-dependent manner. a-mango-

stin-mediated apoptosis of SK-Hep-1 cells is accompanied by nuclear

chromatin condensation and cell-cycle arrest in the sub G1 phases and

by phosphatidylserine exposure. Furthermore, a-mangostin triggered

the mitochondrial/caspase apoptotic pathway, as indicated by the loss

of mitochondrial membrane potential (MMP), the release of cyto-

chrome c from mitochondria, and the regulation of Bcl-2 family

member expression. Moreover, a-mangostin inhibited a sustained

activation of the phosphorylation of p38 MAPK, and SB2303580

almost enhanced a-mangostin-induced caspases activation and

apoptosis in SK-Hep-1 cells. In vivo xenograft mice experiments

revealed that a-mangostin significantly reduced tumor growth and

weight in mice inoculated with SK-Hep-1 cells. These findings

demonstrate that a-mangostin induces apoptosis through a p38

MAPK-mediated activation of the mitochondrial pathway and that

a-mangostin inhibits the in vivo tumor growth of SK-Hep-1 xenograft

mice.
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Metformin inhibits uPA and MMP-9 expression of HCC cell
migration and invasion via suppression activation of ERK1/2
and JNK1/2 pathway

Shu-Ching Hsieh1, Meng-Ju Tang2, Yi-Hsien Hsieh2

1Institute of Medicine, Chung Shan Medical University, 2Institute

of Biochemistry and Biotechnology, College of Medicine,

Chung Shan Medical University, Taichung, Taiwan R.O.C.

Hepatocellular carcinoma (HCC) is common malignant tumor that is

prevalent especially in parts of Asia and Africa. Metformin is a

widely prescribed anti-diabetic drug associated with a reduced risk of

cancer. Many studies demonstrate that metformin inhibits cancer cell

viability, migration and induces apoptosis in various types of human

cancer cells. This study investigates the molecular mechanism of the

anti-invasion effects of metformin on human hepatocellular carci-

noma cells. Our research indicates that metformin inhibited migration

and invasion of SK-Hep-1 and HA22T/VGH cells. The expression

and activity of metalloproteinase-9 (MMP-9) and urokinase plas-

minogen activator (uPA) was significantly suppressed by metformin

in a dose-dependent manner. We also demonstrated that metformin

reduced the phosphorylation of ERK1/2 and JNK1/2, but not effect of

p38 or AKT pathways, and addition of ERK1/2 (PD98059) or JNK1/2

(SP600125) inhibitor, further enhanced the inhibitory effect of

metformin on expression and activity of MMP-9 and uPA, and

migration and invasion of SK-Hep-1 and HA22T/VGH cells. In the

study, we provided the first evidences for the molecular mechanism of

metformin on inhibition of metastasis of SK-Hep-1 and HA22T/VGH

cells, which contributed to a new insight of metformin on potential

therapeutic strategy of human hepatocellular carcinoma by inhibition

of metastasis.
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Molecular genomics of HCC and it’s clinical significance

Masao Omata1,2

1Gastroenterology, Yamanashi Central and Kita Hospital

Organization, Kofu, 2Gastroenterology, University of Tokyo,

Tokyo, Japan

The elucidation of the whole genomic structure of Hepatocellular

Carcinoma (HCC) was not possible till a few years ago. However,

recent development of the technology enables us to study the very

basic structure in many tissue samples of Hepatocellular Carcinoma.

With this advancement of knowledge, the challenge for new drug

discovery has begun. The molecular targeting drugs, in principle, are

either aiming to the targets on the surface or inside the neoplastic

cells. Sorafenib, for example, is targeting on the surface of hepato-

cyte, e.g., VEGF Receptor. The elucidation of the signaling pathways

is the fundamental for the future development of the drugs. In my

presentation, I will present the new development of molecular tar-

geting drugs in the field of the HCC but also try to introduce some of

the new finding in other oncologic area such as melanoma or lung

cancer. By elucidating the structure and function in depth, we may be

able to give more beneficial drugs to the patients suffering from liver

disease.
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Association of PON1 polymorphisms in hepatocellular carcinoma
in a Turkish population

Hikmet Akkız1, Oğuz Üsküdar1, Süleyman Bayram2, Ersin
Akgöllü1, Aynur Bekar1, Selçuk Yıldırım1, Yakup Ülger1,
Berrin Yalınbaş Kaya1, Mahmut Şansal1, Sedef Kuran1,
Macit Ümran Sandıkçı1

1Cukurova University, Medical Faculty, 2Adiyaman University

School of Medicine, Adana, Turkey

Background: The human cells are protected against oxidative stress by

an interacting network of antioxidant enzymes such as paraoxanase

(PON), catalases, superoxide dismutases. Paraoxonases are a family of

calcium-dependent hydrolases that are involved in antioxidant defense

and the metabolism of various organophosphorus compounds, includ-

ing neurotoxins, arylesters, and insecticides. Effective antioxidant

defense enzymes are major barriers to carcinogens entering the living

cell. The product of PON1 gene is believed to play an important role in

carcinogenesis related to oxidative stress. Previous studies of the

association between PON1 polymorphisms (L55M and Q192R) and

several human cancers have had mixed findings but association of

PON1 polymorphisms with hepatocellular carcinoma (HCC)
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development has yet to be investigated. We aim to evaluate the asso-

ciation of PON1 polymorphisms with the risk of hepatocellular

carcinoma (HCC) development among Turkish population.

Methods: PON1 polymorphisms (L55M and Q192R) were investi-

gated in 207 confirmed subjects with HCC and 207 cancer-free

control subjects matched on age, gender, smoking and alcohol con-

sumption by using a polymerase chain reaction-restriction fragment

length polymorphism (PCR-RFLP) assay.

Results: There is no association between the allele or genotype of

PON1 polymorphisms (L55M and Q192R) and HCC development

risk in the Turkish subjects examined (p [ 0.05).

Conclusions: Our results demonstrate for the first time that the PON1

polymorphisms is not a genetic susceptibility factor for HCC. Inde-

pendent studies are need to validate our findings in a larger series, as

well as in patients of different ethnic origins.
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Hypoxia enhances tumor-stroma crosstalk that drives progression
in hepatocellular carcinoma

Eun Ju Cho1, Yuri Cho2, Yun Bin Lee2, Jeong-Hoon Lee2,
Su Jong Yu2, Yoon Jun Kim2, Hyo-Suk Lee2, Jung-Hwan Yoon2

1Internal Medicine, Kangwon National University School of

Medicine, Chuncheon-si, 2Internal Medicine, Seoul National

University Hospital, Seoul, Republic of Korea

Background: The crosstalk between tumor cells and their microenvi-

ronment plays a crucial role in the development, progression and

metastasis of HCC. Hypoxia, a common feature of advanced hepato-

cellular carcinoma (HCC), has been known to modulate the

development and evolution of the tumor microenvironment. However,

the mechanism and functional impact of the tumor-stroma co-evolution

in hypoxic HCC remains poorly understood. In this study, we investi-

gated the effects of hypoxia on the tumor-stroma crosstalk in HCC.

Methods: Human HCC cells (Huh-BAT and HepG2) were co-cul-

tured with activated human hepatic stellate cells (HSCs; LX-2) either

in a normoxic or hypoxic condition. Cell growth, migration capacity

and apoptosis were assessed using the MTS assay, wound healing

assay and DAPI staining. The expression of various growth factors

was detected by quantitative RT-PCR and ELISA.

Results: Among several growth factors derived from co-cultured cells,

PDGF-BB was most abundantly upregulated in hypoxic condition.

Hypoxic microenvironment-derived PDGF-BB induced tumor cell pro-

liferation, migration and attenuated DC or TRAIL cytotoxicity.

Consistent with these findings, co-culturing HCC cells with HSCs in

hypoxia significantly enhanced proliferation and migration of both cells

as compared to normoxic condition. Co-culturing also decreased DC- or

TRAIL-induced HCC cell apoptosis. The effects of hypoxic tumor-

stroma crosstalk on proliferation and migration were meaningfully

inhibited by the PI3K inhibitor compared to cells in a normoxic condition.

Conclusions: These results indicate that hypoxia induced upregula-

tion of PDGF-BB accelerates the evolution of the tumor-stroma

crosstalk partially through the PI3K-AKT pathway.
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Cancer stem cell markers analysis in a HBV-transgenic HCC
mouse model

Beatrice Anfuso1, Korri Elvanita El Khobar2, Caecilia Hapsari
Ceriapuri Sukowati1,3, Claudio Tiribelli1,3

1Fondazione Italiana Fegato, Trieste, Italy, 2Eijkman Institute for

Molecular Biology, Jakarta, Indonesia, 3University of Trieste, Trieste,
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Background/Aims: Cancer stem cell (CSC) theory postulates the

existence of cells able to induce tumor and resist chemotherapy.

Evasion of apoptosis is one of the hallmarks of cancers and is likely to

promote CSC survival. We employed male HBV-transgenic mice

C57BL/6 J-TG(ALB1HBV)44BRI/J (TG) which mimic natural his-

tory of hepatocellular carcinoma (HCC) and their normal counterpart

C57BL/6 J mice (CTRL) as control. The expression of the stem cell

(SC) markers CD34, CD133,CD90, Sca1, CK-19, AFP, Epcam and

Sox9 together with Abcg2 and Apex1/Ref-1 was evaluated in liver

tissue at month 3 (inflammation), 6 and 9 (preneoplastic), and 12

(HCC). Serum ALT and AST were followed as marker of liver injury.

Methods: A total of 429 tissues from TG and CTRL were analyzed.

Gene expression was evaluated using RT-qPCR and protein expres-

sion of CD34, CD90, and CD133 was assessed using IHC, flow

cytometry, and WB.

Results: Starting from 3 months, serum ALT and AST level were

significantly higher (p \ 0.001 and \ 0.05, respectively) in the TG

model compared to CTRL. mRNA expression of CD34, CD133, Sca1,

CK-19 and Epcam was significantly up-regulated in TG, and increased

moving from inflammation to HCC. The AFP expression was drasti-

cally up-regulated in HCC nodules (p \ 0.01). The expression of

apoptotic-related gene Apex1/Ref-1 was two-folds higher in TG at

12 months. No difference was observed in drug-resistant gene Abcg2

and CSC marker CD90. Protein up-regulation of CD34 and CD133 was

confirmed by WB. IHC analysis showed the presence of CD34+ cells

localized in central vein of normal tissue and their proliferation into

parenchyma during hepatocarcinogenesis. CD133+ cells were smaller

than other cells and localized in parenchyma. Interestingly, FACS

analysis demonstrated that CD133+ cells were also CD34+ .

Conclusion: These data suggest an activation of SC compartment

during hepatocarcinogenesis and the existence of CD34 + CD133

+ cells in tumoral tissue.
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Thrombocytopenia and lower alpha-fetoprotein levels are
associated with small hepatocellular carcinomas

Sheng-Chieh Lin1, Brian Carr2, Chih-Yun Lin1, Sheng-Nan Lu1

1Division of Hepato-Gastroenterology, Department of Internal

Medicine, Kaohsiung Chang Gung Memorial Hospital and Chang

Gung University College of Medicine, Kaohsiung City, Taiwan

R.O.C., 2Department of Nutritional Carcinogenesis, IRCCS de Bellis,

National Institute for Digestive Diseases, Castellana Grotte, Italy

Background: Diagnosis of hepatocellular carcinoma (HCC) at early

stages is important for the possibility of definite treatment and hence

better survival. However, the relationship of platelet counts and

alpha-fetoprotein (AFP), two common serological markers taken at

diagnosis, with small HCCs remained unclear.

Aims: We aim to investigate the relationship between platelet counts

and AFP with small HCCs on presentation.

Methods: A cohort of 4139 Taiwanese patients with small HCCs that

were diagnosed through screening, were dichotomized by size

of B 3 cm or [ 3 cm maximum tumor diameter and compared for

radiologic and blood test parameters, namely platelet counts and AFP.
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Results: There were 3106 males and 1033 females. A higher percent of

females had smaller tumors. The majority of patients had single tumors.

Patients with larger tumors were more likely to be complicated by portal

vein thrombosis (PVT) compared to smaller tumors (35.3% vs 3.7%,

respectively, p \ 0.001). Significant differences between the tumor

size groups included AFP values, hepatitis etiologies, levels of AST,

bilirubin, albumin and platelet counts, with lower AST levels

(71.8 ± 78.3 vs 112.2 ± 169.5 IU/L, p \ 0.001), thrombocytopenia

(128.7 ± 68.9 vs 186.6 ± 101.6 x 109/L, p \ 0.001) and lower bili-

rubin levels (1.4 ± 2.2 vs 1.9 ± 3.1 mg/dL, p \ 0.001) being

associated with smaller tumors. When comparing patients with and

without PVT, AFP levels and platelet counts were also significantly

different between the 2 groups. Using the most parsimonious multi-

nomial multiple logistic regression model of maximum tumor diameter

(MTD) and portal vein thrombosis (PVT) combined, both elevated AFP

([ 30 ng/mL) and high platelet count ([ 125 x 109/L) was significant

for tumor size [ 3 cm with or without PVT.

Conclusions: Smaller HCCs were associated with lower platelet

counts and AFP levels.
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Outcomes in hepatocellular carcinoma and renal function

Takamasa Ohki1, Naobumi Mise2, Mari Yamagami1, Tomoharu
Yamada1, Takafumi Ohga1, Yasuhide Yamamoto1, Koki Sato1,
Hiroaki Fujiwara1, Michiharu Seki1, Nobuo Toda1, Kazumi Tagawa1

1Gastroenterology, 2Nephrology, Mitsui Memorial Hospital, Tokyo,
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Methods: In this retrospective observational study, we examined

consecutive patients with naı̈ve localized HCC, who were treated with

radiofrequency ablation (RFA) between 2001 and 2011. We divided

the patients into 3 groups on the basis of their renal function: Group

A; estimated glomerular filtration rate (eGFR)]60 ml/min/1.73 m2

(n = 240), Group B; 30^eGFR \ 60 (n = 61), and Group C;

eGFR \ 30 (n = 11, include 7 dialysis patients). The overall survival

rates and renal prognosis were investigated.

Results: The study cohort comprised 312 patients, aged 68 ±

9 years, with follow-up period of 3.2 ± 2.4 years. The causes of

chronic liver diseases were HCV infection in 237 (76%), HBV

infection in 25 (8%), heavy alcoholic consumption in 26 (8%), and

others in 24 patients. Among these patients, a total of 108 (34.6%)

patients died. The 3-year survival rates were 60%, 65% and 63% in

Group A, B and C, respectively. The overall survival rates were not

significantly different among the three groups (p = 0.3). Non-liver

related deaths increased in parallel with decreased renal function

(18%, 29% and 60% in Group A, B and C, respectively). Ten patients

(3.2% in non-dialysis patients) developed end-stage renal disease

(ESRD). The patients who developed ESRD demonstrated higher

prevalence of diabetes and hypertension.

Conclusions: Renal function did not influence the overall survival in

HCC patients. RFA may be a useful therapeutic tool for localized

HCC even in patients with decreased renal function.
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The effectiveness of transarterial chemoembolization
with miriplatin hydrate and lipiodol suspension for advanced
hepatocellular carcinoma patients

Takamasa Ohki1,2, Yasuhide Yamamoto1, Tomoharu Yamada1,
Mari Yamagami1, Takafumi Ohga1, Hiroaki Fujiwara1, Koki
Sato1, Michiharu Seki1, Nobuo Toda1, Yoshinobu Shioda3,
Kazumi Tagawa1
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3Surgery, Shioda Hospital, Katsuura, Japan

Background: Miriplatin hydrate (Miripla), a cisplatin derivative with

a high affinity for iodized oil, is a novel chemotherapeutic agent

designed for use in the transarterial treatment of hepatocellular car-

cinoma (HCC). We retrospectively analyzed the effectiveness of

transarterial chemoembolization (TACE) with Miripla compared to

conventional TACE with doxorubicin (DXR).

Methods: Between January 2008 and December 2011, 112 patients

were treated with TACE. These patients were divided into two

groups; Miripla-TACE group N = 58 and DXR-TACE group

N = 54. Miripla-TACE was performed with Miripla 70 mg + iodized

oil 4–10 ml suspension followed by embolization using gelatin

sponge. DXR-TACE was performed with DXR 30 mg + iodized oil

3 ml + iodinated contrast medium 3 ml emulsion followed by

embolization using gelatin sponge. We compared their clinical data

and time to progression (TTP). We also assessed the factors which

affect on TTP using multivariate Cox proportional hazard models.

Results: All patients were successfully treated with TACE. Mean

diameter of HCC was significantly larger in DXR-TACE group

(Miripla-TACE: 29 mm, DXR-TACE: 42 mm, P = 0.02). However,

there was no significant difference in tumor numbers between the two

groups. The number of past history treated with radiofrequency

ablation was significantly higher in Miripla-TACE group (Miripla-

TACE: 2.4 times, DXR-TACE: 1.4 times, P\0.01). However, the

number of past history treated with TACE had no statistically sig-

nificance between the two groups. There was no statistically

significance about other parameters. TTP was significantly longer in

Miripla-TACE group (Miripla-TACE: 190 days, DXR-TACE:

109 days, P\0.01). Adjusting for significant factors in univariate

analysis, multivariate analysis indicated that Miripla-TACE (OR: 0.41

P\0.01), and DCP level [ 100 mAU/mL (OR: 1.75 P = 0.02) as

independent risk factors which affect on TTP.

Conclusion: Miripla-TACE significantly improved TTP compared to

DXR-TACE.
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Pain free radiofrequency ablation for hepatocellular carcinoma
using pentazocine, hydroxyzine pamoate, and midazolam
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Shioda Hospital, Katsuura, Japan

Background: Radiofrequency ablation (RFA) is widely used as an

initial treatment for early-stage hepatocellular carcinoma (HCC)

because of its simplicity and less invasiveness. We elucidate the

safety and efficacy of pain free RFA using pentazocine, hydroxyzine

pamoate, and midazolam in addition to local anesthesia.

Methods: Between April 2010 and January 2012, 195 HCC patients

were curatively treated with RFA. Before the procedure, normal

saline 100 ml with pentazocine 30 mg and hydroxyzine pamoate

25 mg was drip infused in five minutes. After administration of the
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premedication, we injected mixture of normal saline 18 ml and

midazolam 10 mg (total 20 ml) 2 ml by 2 ml to achieve best

sedation. If the total amount of midazolam exceeded 5 mg, we

added another pentazocine 30 mg and hydroxyzine pamoate 25 mg.

All patients used 100% nasal oxygen 2–3 L/min to keep appropriate

blood oxygen levels. Visual Analogue Scale (VAS) was applied to

evaluate the degree of pain, and the interview was performed at the

day after RFA.

Results: All patients were successfully treated with RFA. There were

195 patients (male 145: 74.4%) with the mean age of 70.8 years old.

The mean number of tumors was 1.9, and the mean diameter of

tumors was 20.1 mm. The average value of Visual Analogue Scale

(VAS: value 0–10) was 0.20, and 183 of 195 patients (93.8%) had no

pain. There were 3 complications due to RFA (1 hemobilia, and 2

hemoperitoneum: 1.5%). These complications did not need any

interventions. There were no complications related to the use of

pentazocine, hydroxyzine pamoate, and midazolam.

Conclusion: We could safely perform pain free RFA and achieved

painless in 93.8% of the patients. The cumulative recurrence rate of

HCC is still high. Thus, this method has great advantage for patients,

and all medical stuffs.
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The features of HBV and HCV dual infected hepatocellular
carcinoma patients treated with radiofrequency ablation
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Background: The features of hepatocellular carcinoma (HCC)

patients who had dual infection of HBV and HCV are not well known.

We elucidated the features of HBV and HCV co-infected HCC

patients (B + C-HCC).

Methods: Between January 2000 and December 2011, 332 naı̈ve

early-stage HCC patients were curatively treated with RFA. These

patients were divided into four groups: HCV infected HCC group (C-

HCC; N = 242), HBV infected group (B-HCC; N = 25), non-viral

HCC group (nBnC-HCC; N = 59), and dual infected HCC group

(B + C-HCC; N = 6). Their clinical data, recurrence rates, and sur-

vival rates were compared. We also assessed the significant values

which affect on recurrence and survival rates.

Results: All patients were successfully treated with RFA. Serum

albumin level was significantly lower in B + C-HCC group. AST

and ALT level were significantly higher in B + C-HCC group.

Platelet counts was significantly differed among the four groups.

There were no significant differences in other liver function-related

factors, and tumor-related ones among the four groups. Although

the cumulative recurrence rates did not differ among the four

groups, B + C-HCC group had tendency to be less recurred than

other groups (P = 0.09). The cumulative survival rates neither

differ among the four groups (P = 0.79). Multivariate analysis

indicated HBs-Ag negative (HR 1.95, P = 0.02) as an independent

risk factors of HCC recurrence, and indicated lower platelet counts

(HR 0.97, per 1.0 x 104/lL, P = 0.03) as an independent risk

factor of survival.

Conclusions: Dual infected HCC patients had lower liver function

compared to other HCC patients. However, recurrence and survival

rate did not differ and dual infection was not an independent risk

factor for HCC recurrence and survival.
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The prognosis of HBV and HCV dual infected patients
with hepatocellular carcinoma
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Background: The prognosis of hepatocellular carcinoma (HCC)

patients who had dual infection of HBV and HCV are not well known

in Japan. We investigated the features and prognosis of HBV and

HCV co-infected HCC patients.

Methods: Between January 2000 and December 2011, 11 dual

infected HCC patients were referred to our hospital. Their features

including clinical data, treatment modalities, and survival rates were

investigated.

Results: The mean age was 68.4 years and 9 patients were male

(81.8%). Four patients were treated with surgical resection, 4 patients

were treated with radiofrequency ablation, and 3 patients were treated

with transarterial chemoembolization. All patients had low HBV viral

road (less than 5.0 log IU/ml), and 10 patients were HBe sero-

conversioned (90.9%). The mean value of HCV viral road was 5.7 log

IU/ml and 9 patients were genotype 1b (81.8%). The liver function

was Child-Pugh class A in 10 patients (90.9%). Mean diameter of

tumor was 30.0 mm and mean number of tumor was 1.6. The

cumulative survival rate was 100%, 78.7%, and 65.6% at 1, 3, and

5 years, respectively, comparable to the 5 years survival rate (65.6%)

of overall Japanese HCC patients.

Conclusions: Dual infected HCC patients had low HBV viral road

and almost patients were negative for HBe-Ag. The 5 years survival

rate was 65.6%, comparable to the 5 years survival rate of overall

Japanese HCC patients.
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Validity of alpha fetoprotein for diagnosis of hepatocellular
carcinoma in patients with cirrhosis: A case control study

Shahid Sarwar

Medicine, King Edward Medical University, Lahore, Pakistan

Objective: To determine the accuracy of serum alpha fetoprotein

(AFP) for diagnosis of hepatocellular carcinoma (HCC) in patients

with cirrhosis.

Design: Case control, observational study.

Patients and methods: Consecutive patients, diagnosed with HCC by

contrast enhanced CT, MRI or biopsy were included as cases. Patients

of cirrhosis with no evidence of HCC were enrolled as control.

Demographic, laboratory and radiological data were recorded. Serum

AFP was determined in all patients at outset and was analyzed using

ROC curve for its accuracy in diagnosing HCC.

Results: Total 275 patients were included, of these, 173 had HCC and

102 had cirrhosis, as control group. Predominant etiology of cirrhosis

with HCC was hepatitis C, 139 (80.3%) of HCC and 86 (84.3%) in

control group had Cirrhosis due to HCV. Stage of liver disease, as

determined by Child Turcotte Pugh (CTP) score, was comparable

among cases and control groups [mean CTP value 7.97 in HCC and 7.75
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in control group (p value 0.51)]. Area under curve (AUC) for AFP was

0.85 (95% CI 0.80–0.90) with optimum cut off value of 20.85 ng/ml

which showed 72% sensitivity, 86.2% specificity, 94.6% positive pre-

dictive value (PPV), 47.8% negative predictive value (NPV) and 75.4%

overall accuracy in diagnosing patients with HCC (Table 1).

Conclusion: Alpha fetoprotein is still a valid screening test for

diagnosis of hepatocellular carcinoma.
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Ambovex� oral sublingual spray as immuno-therapy trial
for HCC among Egyptian Patients

Hosny Salama

Hepatology, Cairo University, Egypt, Cairo, Egypt

Introduction: Novel immunotherapy strategies that may be employed

to render a cancer more immunogenic, generate antigen-specific or

nonspecific immune activation, and/or manipulate the tumour micro-

environment. A number of immunotherapeutic trials have been

performed to evaluate the efficacy of immunotherapy for the treatment

of HCC. Ambovex�—is a botanical medicine derived from the plants

belonging to the family Ranunculaceae and having immune- modulating

effect. In this pilot study we used Ambovex� as an immunotherapy trial

for treating Egyptian patients with un-resectable HCC.

Patients and Methods: We included 148 patients with post-HCV

liver cirrhosis and HCC. Their HCC was diagnosed by Ultrasound/CT

and AFP [ 400 ngm and was unfit for any of the available treatment

modalities. They were divided into 2 groups: Group 1 (88 patients) for

treatment and group 2 (60 patients) as a control group. After getting

their informal consent, we gave for group 1 Ambovex� sublingual

oral spray (20 buffs sublingual tid) for 4 months. For group 2, sub-

lingual glucose-saline sublingual spray as a placebo. Both groups

were followed up for one year.

Results: There were no side effects apart from taste changes in 25%

of patients in Group I. In group I there was tumor regression and

significant decrease in AFP in 36 patients (40.9%), and 25 patients

(28.4%) showed stable tumor size and AFP level and 27 patients

(30.7%) showed disease progression. In group II, no patients showed

tumor stabilization. At one year follow-up 61 patients (69.3%) were

still living in group I compared to only 21 patients (35%) in group II.

Conclusion: From this pilot study, we could conclude that Ambo-

vex� with its immune- modulating effect have initial promising

results in treating Egyptian patients with HCC. Further controlled,

randomized, multicenter studies are needed to confirm these results.
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Post-operative peak serum C-reactive protein predicts outcome
of hepatic resection for hepatocellular carcinoma

Hiroaki Shiba, Kenei Furukawa, Yuki Fujiwara,
Yasuro Futagawa, Nobuhiro Tsutsui, Hiroaki Kitamura,
Koichiro Haruki, Ryota Iwase, Shigeki Wakiyama,
Yuichi Ishida, Takeyuki Misawa, Katsuhiko Yanaga

Department of Surgery, Jikei University School of Medicine,

Tokyo, Japan

Background: In spite of improvements in surgical techniques,

instruments, and perioperative managements, hepatocellular carci-

noma (HCC) recurs after hepatic resection in as much as 60–70% of

patients. Therefore, it is important to predict the tumor recurrence and

prognosis for decision making in additional adjuvant treatment after

surgery. We investigated the relation between post-operative serum

C-reactive protein (CRP) and tumor recurrence as well as survival in

patients with HCC after elective hepatic resection.

Methods: The subjects were 77 patients who underwent elective

hepatic resection for HCC between January 2001 and December

2008. We retrospectively examined the relation between post-opera-

tive serum CRP, clinical variables, and recurrence of HCC as well as

overall survival.

Results: In disease-free survival, pre-operative ICGR15 more than

15% (p = 0.0039, p = 0.0026), and advance tumor stage (p = 0.0380,

p = 0.0203) were significant and independent predictors of worse

survival rate in univariate and multivariate analyses. In overall survival,

female (p = 0.0052, p = 0.0021), pre-operative ICGR15 above 15%

(p = 0.0043, p = 0.0153), advance tumor stage (p = 0.0063, p =

0.0023), and post-operative peak serum CRP above 10 mg/dl

(p = 0.0309, p = 0.0116) were significant and independent predictors

of worse survival rate in univariate and multivariate analyses.

Conclusion: Elevated post-operative serum CRP may be a prognostic

indicator after elective hepatic resection for patients with HCC.
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Comparison between Gd-EOB-DTPA MRI and CTHA/CTAP
for detection of hypervascular hepatocellular carcinoma: efficacy
of diffusion weighted image and hepatobiliary phase

Seishin Azuma1, Yasuhiro Asahina2, Yuki Sakurai1,
Satoshi Ootani1, Hideto Yamanaka1, Fukiko Kawai1, Junko
Fujiki1, Sayuri Nitta1, Kitazume Akiko1, Miyako Murakawa1,
Mina Nakagawa1, Sei Kakinuma2, Mamoru Watanabe1

1Gastroenterology and Hepatology, 2Hepatitis Control, Tokyo

Medical and Dental University, Tokyo, Japan

Background and aim: Gd-EOB-DTPA is a recently developed liver-

specific contrast agent for MRI. But its clinical significance and

usefulness are still uncertain. To evaluate these, we compared

between Gd-EOB-DTPA MRI and CT during hepatic arteriography

(CTHA) and arterioportography (CTAP), which is one of the most

accurate diagnostic modality to detect hypervascular HCC.

Methods: Gd-EOB-DTPA MRI was performed in 467 patients from

July 2010 to November 2011. Of them, 103 nodules which were

diagnosed as HCC by either Gd-EOB-DTPA MRI or CTHA/CTAP

were included in the present study. Diagnostic criteria of a hyper-

vascular HCC in each modality are following: for Gd-EOB-DTPA

Table 1 Diagnostic value of serum alpha fetoprotein

Cut

off

value

of

AFP

ng/ml

Sensitivity

%

Specificity

%

Negative

predictIve

value %

Positive

predictive

value %

Accuracy

%

10 79.1 70.5 66.6 82.03 76

20 72.2 86.2 64.7 89.9 77.45

50 59.5 98.09 58.82 98.09 73.8

100 50.2 100 54.25 100 68.7

200 45.6 100 52.04 100 65.8

400 42.7 100 50.7 100 64

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S583

123



MRI, an early enhancement on arterial phase with a low or high

intensity on hepatobiliary phase; for CTHA/CTAP, early enhance-

ment on CTHA and perfusion defect on CTAP.

Results: When CTHA/CTAP was used as the diagnostic reference, 92

nodules were diagnosed as hypervascular HCC. Of 92 nodules, 85

nodules (92.4%) were diagnosed as hypervascular HCC by Gd-EOB-

DTPA MRI. Although the remaining 7 nodules were not diagnosed as

HCC by Gd-EOB-DTPA MRI because there were no early

enhancement during arterial phase, five of these 7 nodules were

depicted as high intensity areas on diffusion weighted image (DWI).

On the other hand, when Gd-EOB-DTPA MRI was used as the

diagnostic reference, 96 nodules were diagnosed as hypervascular

HCC. Eleven of 96 nodules did not show hypervascular HCC by

CTHA/CTAP because of arterioportal shunt and hepatofugal portal

venous flow.

Conclusion: For hypervascular HCC, diagnostic performance of Gd-

EOB-DTPA MRI in combination with DWI and hepatobiliary phase

is comparable to that of CTHA/CTPA. Nodules showing high

intensity by DWI with low intensity by hepatobiliary phase can be

diagnosed as HCC even without early enhancement on arterial

phase.
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Prognostic factors associated with HCC recurrence after HCC
treatments

Xavier Adhoute1, Paul Castellani1, Herve Perrier1, Bernard Pol1,
Christian Boustiere1, Olivier Monnet1, Olivier Bayle1,
Monique Julien1, Patrick Beaurain1, Olivier Lebars1,
Arthur Laquiere1, Guillaume Penaranda2, Jean Luc Raoul3,
Marc Bourliere1

1Fondation Saint Joseph, 2Alphabio Laboratory, 3Institut Paoli

Calmettes, Marseille, France

HCC recurrence after initial treatment of HCC is frequent. The aim of

this study is to determine initial prognostic factors associated with

HCC recurrence.

Methods: 353 consecutive patients with HCC were treated in our

center between 01/2007 and 04/2012: 185 pts (52%) by TACE

including 73 pts within Milan criteria deemed inoperable, 64 pts

(18%) by surgical resection or RF. 107 pts (30%) had HCC recurrence

after a median of follow up of 12.9 months.

Results: HCC extra-hepatic recurrence occurred in 16% of patients

and 35% were within Milan criteria. 50% of patients with HCC

recurrence were initially within Milan criteria and 41% had recur-

rence beyond Milan criteria. 39 patients had a second HCC relapse

after surgery or RF and 41% had recurrence beyond Milan criteria.

Factors associated with HCC recurrence in univariate analysis were a

second relapse after surgery or RF, a BMI \ 25, Child B cirrhosis,

vascular invasion, infiltrating tumor, HCC BCLC B or C, elevated

AFP. Patients without recurrence were more frequently treated by

surgery or RF, less frequently by TACE (p \ 0.001). Types 2 dia-

betes, male gender, esophageal varices and the mode of first HCC

discovery (screening program versus incidental) were not significant

prognostic factors.

Conclusion: In our study 41% of patients with initial limited HCC

had HCC recurrence beyond Milan criteria. Therefore Transplan-

tation should be considered for HCC in relapse after surgery or

RF and in patients with infiltrative limited tumors. It must be

discussed earlier for unresectable limited HCC controlled after

TACE.
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Repeated chemoembolizations and single hepatic artery
90Yttrium particle therapy confer similar benefits
for unresectable HCC

Brian Irving Carr

Liver Oncology, IRCCS de Bellis, National Institute for Digestive

Diseases, Castellana Grotte, Italy

Background: Repeated chemoembolization (TACE) has long been a

standard therapy for unresectable, non-metastatic HCC. Hepatic

arterial 90Yttrium particle therapy has been increasingly used in

recent years, as an out-patient, single-use therapy that is safe in the

presence of PVT.

Aims: To compare 2 large cohorts of HCC patients treated with these

2 therapies.

Methods: Consecutive cohorts of patients (total = 932) with unre-

sectable hepatocellular carcinoma (HCC) were treated with repeated

cisplatin- based trans-hepatic arterial chemoembolization (TACE)

(n = 691) every 10–12 weeks or a planned single dose of intra-

hepatic arterial 90Yttrium microspheres (Y90 or Theraspheres)

(n = 99) or no therapy (n = 142) and were followed up to time of

death.

Results: Average # of therapies: TACE: 2.5 and Y90: 1. Tumor

responses (PR, CR, stable) were: TACE 5, 55, 29 % patients; Y90 3,

38, 35% of patients. Median overall survival was: TACE 8.5 vs. Y90

11.5 months, p \ 0.05 and no therapy: 2 months. Median survival in

absent of PVT: TACE 12 vs. Y90 15 months, p \ 0.05. Toxicities

were similar, but with virtual absence of post-embolization syndrome

for Y90. Following stratification of patient groups into subsets,

defined by liver function (bilirubin \ or C 1.5 mg/ml), tumor

extension (presence or absence of portal venous thrombosis, PVT) or

presence or absence of elevated alpha-fetoprotein [ 25 ng/ml, there

was evidence for therapeutic equivalence in survival.

Conclusions:. Y90 is equivalent to TACE for regional treatment of

unresectable HCC.
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LAPTM4B allele *2 is a marker of poor prognosis following
hepatic tumor resection for hepatocellular carcinoma

Hua Yang1, Guojun Zhai2, Xiaoxu Ji3, Jing Su4,
Michael A. McNutt4

1Department of Cell Biology, School of Basic Medical Sciences,

Peking University, 2Department of General Surgery, 3Department of

Interventional Radiology and Vascular Surgery, Peking University

Third Hospital, 4Department of Pathology, School of Basic Medical

Sciences, Peking University, Beijing, China

Background/Aims: Lysosomal protein transmembrane 4 beta

(LAPTM4B) is a gene related to hepatocellular carcinoma that has

two alleles designated LAPTM4B*1 and LAPTM4B*2. This study

aimed to investigate the correlation of LAPTM4B genotype with

prognosis and clinicopathologic features in patients who have

undergone resection for hepatocellular carcinoma (HCC).

Methods: The LAPTM4B genotype was analyzed by PCR in 68

patients who had undergone curative hepatic resection for hepato-

cellular carcinoma. The correlation of LAPTM4B genotype with

clinicopathologic parameters was assessed with the Chi-squared test.
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Differences in patient survival were determined by the Kaplan-Meier

method. Multivariate analysis of prognostic factors was carried out

with Cox regression analysis.

Results: Patients with LAPTM4B *2 had both significantly shorter

overall survival (OS) and shorter disease-free survival (DFS) (both

P \ 0.001). Multivariate analysis showed that LAPTM4B genotype is

an independent prognostic factor for OS and DFS (both P \ 0.001).

Conclusions: Allele *2 of LAPTM4B is a risk factor associated with

poor prognosis in patients with resected HCC. LAPTM4B status may

be useful preoperatively as an adjunct in evaluation of the operability

of HCC.
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Prediction of 5-year mortality after surgery for hepatocellular
carcinoma with an artificial neural network model: a nationwide
study of Taiwan

Chong-Chi Chiu1,2, King-Teh Lee3, Jhi-Joung Wang4,
Ding-Ping Sun1, Hao-Hsien Lee2, Tsung-Chih Tsai2, Hon-Yi Shi3

1Department of General Surgery, Chi Mei Medical Center, Tainan,
2Department of General Surgery, Chi Mei Medical Center,

Liouying, 3Department of Healthcare Administration and Medical

Informatics, Kaohsiung Medical University, Kaohsiung,
4Department of Medical Research, Chi Mei Medical Center,

Tainan, Taiwan R.O.C.

Background and aims: To validate the use of artificial neural net-

work (ANN) models for predicting 5-year mortality in Hepatocellular

Carcinoma (HCC) and to compare their predictive capability with that

of logistic regression (LR) models.

Methods: This study retrospectively compared LR and ANN models

based on initial clinical data for 22,926 HCC surgery patients from

1998 to 2009 in Taiwan. A global sensitivity analysis was also per-

formed to assess the relative significance of input parameters in the

system model and to rank the importance of variables.

Results: Compared to the LR models, the ANN models had a better

accuracy rate in 96.57% of cases, a better Hosmer-Lemeshow statistic

in 0.34 of cases, and a better receiver operating characteristic curves

in 88.51 % of cases. Surgeon volume was the most influential (sen-

sitive) parameter affecting 5-year mortality followed by hospital

volume and Charlson co-morbidity index.

Conclusions: In comparison with the conventional LR model, the

ANN model in this study was more accurate in predicting 5-year

mortality. Further studies of this model may consider the effect of a

more detailed database that includes complications and clinical

examination findings as well as more detailed outcome data.
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Safety and efficacy of telbivudin in patients with HCC undergoing
to ablative procedures

Alessandro Perrella, Costanza Sbreglia, Pasquale Bellopede,
Oreste Perrella

Hospital D. Cotugno, Naples, Italy

HCC on HBV related cirrhosis can be treated, excluding antivirals,

with: chemotherapy, surgical procedures, chemioembolization and

physical or chemical ablations. However these procedures may

compromise the residual liver function as well as renal function. In

the present study we aimed to evaluate the safety and efficacy of

Telbivudin and Entecavir in patients with HCC on HBV related cir-

rhosis undergoing procedures to ablate HCC. We enrolled 40 HBsAg

patients from June 2009 to January 2012 underwent to RF or TACE

and divided as follows: Group A (20 patients under Telbivudin

treatment - 18 M/7F- 8 RF and 12 TACE; CHILD B7; NO-HCC

modified MELD 12; HBV-DNA \ 100.000 IU/mL); Group B (20

patients under Entecavir therapy 14 M/6F—10 RF and 10 TACE;

CHILD B7; NO-HCC modified MELD 11; HBV-DNA \
100.000 IU/mL). All patients were followed-up for 6 months after

procedures, evaluating HBV-DNA, Liver and Renal function, CPK

was also evaluated in those patients undergoing Telbivudin. Non

parametric tests for statistical analysis were used.

Results: HBV-DNA was negative in both groups during follow-up.

Four patients in Group B showed an increase in Creatinine serum

levels and a reduction in Creatinine Clearance after procedures, not

requiring dose adjustment and recovering in four weeks. No differ-

ences were found in CHILD while patients in Group B had a No-HCC

corrected MELD score increasing throughout 3 weeks follow-up

compared to those in Group A that showed a decrease of MELD (U

Mann-Whitney p \ .05). CPK did not increase in Group A. In con-

clusion, Telbivudin seems to be safe and efficacy at six months

follow-up in patients undergoing procedures for HCC without any

influence on liver or renal function as CHILD and MELD scores

suggest. Further studies are required to understand of the possible role

of Telbivudin on improving MELD score in those patients.
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Efficacy and safety of three-dimensional conformal radiotherapy
in the treatment of malignant portal vein thrombosis
in hepatocellular carcinoma

Mohamed Elhasafi Beltagi1, Yousery Abdelmegeed Rostum2,
Ammany Saleh Ellyamany, Sameh Eldosoky.

1Hepatology Unite, 2Oncology & Radiotherapy, Alexandria Faculty

of Medicine, Alexandria, Egypt

HCC is associated with a high risk of portal vein thrombosis, which is

reportedly observed in 34% to 84% of cases at autopsy. Portal vein

thrombosis has been considered to be an important risk factor for poor

prognosis in primary HCC where it can lead to wide spread of the

tumor inside the liver and deterioration of the liver functions through

compromised liver perfusion. Total liver irradiation cannot be used

for treatment of HCC or PVTT because the liver has a low tolerance

for whole-organ irradiation. However, recently, localized (partial)

hepatic irradiation performed by several investigators using 3

dimension conformal radiotherapy (3DCRT), have shown that high

doses of radiation can be safely delivered to a localized portion of the

liver (with exclusion of non tumorous part) allowing tumoricidal dose

of radiation (much higher than whole-liver tolerance) to be admin-

istered with acceptable complications. The aim of the present work is

to evaluate the efficacy and safety of 3DCRT in treatment malignant

portal vein thrombosis in HCC patients. Thirty patients with CT and

Doppler proven PVTT involving the first branches of the portal vein

with HCC were enrolled in the study. The enrolled patients were at

the age B70 years with HCC mass measures B 10 cm in largest

diameter, at Child-Pugh class A or B, with Karnofsky performance

status C60% and who will get benefit from TACE. Patients with

age [ 70 years, Child-Pugh class C, KPS \ 60%, non tumorous PVT

or with tumor mass [10 cm were excluded from the study. Response
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to RT was found in 16 cases (53.3%) where CR occurred in 8 (26.7%)

cases, PR in 8 (26.7%) cases. No response was found in 14 (46.7%)

cases where SD was in 11 (36.7%) cases and PD in 3 (10%) cases.
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Outcomes in patients with small hepatocellular carcinoma
and chronic hepatitis C infection treated with RFA and
antiviral therapy

Ningning Zhang1,2, Wei Lu1,2, Guy Neff3

1Tianjin Infectious Disease Hospital, 2Tianjin Liver Disease Medical

Institute, Tianjin, China, 3Tampa General Medical Group, Tampa, FL,

USA

Objective: To determine the tumor recurrence, safety, and survival

outcomes of HCC patients with chronic hepatitis C (genotype 1)

infection after receiving radiofrequency ablation (RFA) and antiviral

therapy using peg-alfa interferon and weight based ribavirin.

Methods: Using our institution’s database, we identified all patients

with chronic Hepatitis C (HCV) genotype 1 and small HCC (less than

3.0 cm) between December 2007 - December 2010. The following

data was extracted; sustained virological rate (SVR), tumor necrosis

rate and tumor recurrent rate, and 1-year survival rate. HCC recur-

rence and monitoring was done using serum a-fetoprotein (AFP) test

and radiological findings.

Results: During the study period, there were 75 patients (42 males, 33

females, age 43 years (32-54) with HCC (B 3 cm) and HCV (geno-

type 1). We divided the patients into two groups: control group

(n = 33) received RFA only and treatment group (n = 42) received

RFA and peg-alfa interferon with weight based ribavirin. The tumor

complete necrosis rate at three months in the control group was

24.24% versus Rx group was 50% (P \ 0.05). The one-year viral

suppression in the control group was 30.3% versus Rx group 64.28%

(P \ 0.05). The HCC recurrence rate in the control group was 38.39%

versus Rx group 7.1% (P \ 0.05). The one-year survival rate was

30.3% in control group versus Rx group 61.9% (P \ 0.05).

Conclusion: The above results demonstrate potential benefits of

adding antiviral therapy and suppressing HCV virus in patients with

compensated cirrhosis and small HCC undergoing RFA. Further trials

involving larger number of patients are needed to delineate the overall

impact of HCV eradication in the patient with compensated cirrhosis

and HCC. As the antiviral therapies continue to evolve future trials

may offer an opportunity at viral eradication prior to LTx thus

improving long term outcomes.
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Evaluation of serum nitric oxide before and after local
radiofrequency thermal ablation for hepatocellular carcinoma
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Introduction: HCC is one of the leading cause of world wild of

cancer mortality due to late diagnosis. Chronic hepatitis C virus is

one of the main risk factor for the development of Hepatocellular

carcinoma HCC, which is a multi-step process involving different

genetic alteration that lead to malignant transformation of hepato-

cyte. Genetic and molecular abnormalities associated with viral

infection or due to inflammatory condition represent an early step

in hepatocarcinogenesis. HCC is a hypervascular solid cancer.

Tumor growth depends on angiogenesis, and the ‘‘angiogenic

switch’’ of preexisting vessels is required to allow tumor progres-

sion, growth, and propagation to supply nutrients and oxygen.

Inducible nitric oxide synthase iNOS also play an important role in

angiogenesis, regulating several biological processes crucial for

tumor growth.

Aim: Evaluation of serum nitric oxide before and after local radio-

frequency thermal ablation for hepatocellular carcinoma.

Subjects: 20 patients with proven hepatocellular carcinoma and 15

healthy as controls were enrolled in the study.

Methods: History taking, clinical examination, laboratory testing

ALT, AST, Bil cGT, ALP, Albumin, AFP, NO, ultrasound and Spiral

CT. Evaluation was done initially and repeated after 2 weeks of tumor

ablation by local radiofrequency thermal ablation.

Results: Median of Serum Nitric oxide was statistically significantly

higher among HCC patients before radiofrequency thermal ablation

1200 lmol/l compared to controls 22 lmol/l were p \ 0.001, also the

median of NO was statistically significantly declined after radiofre-

quency thermal ablation compared to before 160, 1200 lmol/l

respectively were p \ 0.001. Conclusion: The data suggest that there

is elevation in serum nitric oxide in HCC pateints and that is locally

produced from the tumor and hence its level significantly drops after

local radiofrequency thermal ablation.
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Clinicopathological features of recurrence in patients after
10-year disease-free survival following curative hepatic resection
of hepatocellular carcinoma
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1Surgery, Kansai Medical University, Hirakata, 2Hepato-Biliary-
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Medicine, Osaka, 3Gastroenterological Surgery, Osaka University

Graduate School of Medicine, Suita, 4General and

Gastroenterological Surgery, Osaka Medical College, Takatsuki,
5Surgery, Kinki University School of Medicine, Sayama, Japan

Background: This study aimed to clarify the clinicopathologic features

of long-term disease-fee survival after resection of hepatocellular car-

cinoma (HCC).

Methods: This retrospective study identified 940 patients who

underwent curative resection of HCC between 1991 and 2000 at five

university hospitals. Seventy-four patients with 10 years of recur-

rence-free survival were identified and followed up. They were

divided into two groups, 60 recurrence-free and 14 with recurrence

after a 10-year recurrence-free period.

Results: Overall survival rates of recurrence and non-recurrence

groups were 68% and 91% at 16 years, and 34% and 91% at 20 years

(p = 0.02), respectively. There were five (36%), and two deaths

(3%), respectively, after 10 years recurrence-free. A second resection

for recurrence was performed in four patients (29%), and mean

S586 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



survival was 15.3 years after the first hepatectomy. Although three

patients (5%) developed esophageal and/or gastric varices in the non-

recurrence group, seven patients (50%) developed varices during

10 years in the recurrence group (p \ 0.0001). In multivariate anal-

ysis, preoperative and 10-year platelet count was identified as a

favorable independent factor for maintained recurrence-free survival

after a 10-year recurrence-free period following curative hepatic

resection of HCC.

Conclusions: Recurrence of HCC may occur even after a 10-year

recurrence-free period. Long-term follow-up after resection of HCC is

important, and should be life-long. Patients with higher preoperative

and 10-year platelet counts are more likely to have long-term survival

after resection. A low platelet count, related to the degree of liver

fibrosis, is a risk factor for recurrence and survival of HCC after

curative resection.
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Transcatheter arterial infusion for advanced hepatocellular
carcinoma: Who are candidates for this treatment?
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Aim: The aim of this study was to investigate the survival and the

antitumor efficacy of treatment, identify prognostic factors, and

construct a prognostic index in patients with hepatocellular carcinoma

treated by transcatheter arterial infusion chemotherapy (TAI).

Methods: We analyzed the outcomes in a total of 96 consecutive

patients with advanced hepatocellular carcinoma who were treated by

TAI.

Results: Two patients (2%) showed complete response and 23 patients

(24%) showed partial response, with an overall response rate of 26%.

The median survival time was 2.3 years and the proportions of survi-

vors at 1, 2, and 5 years were 70.8, 54.8, and 18.7%, respectively. The

results of multivariate analysis indicated a significant association of no

prior transcatheter arterial chemoembolization, lactate dehydroge-

nase \230 IU/L, and platelet [100000/mm2 with a favorable survival.

For clinical application, we also propose a prognostic index based on a

combination of these prognostic factors. Based on this index, the

patients were classified into three groups: those with good, intermedi-

ate, and poor prognosis. The median survival times in these three groups

were 3.3, 2.3, and 0.7 years, respectively (p \ 0.01).

Conclusions: TAI exhibited favorable tumor efficacy and survival in

patients with hepatocellular carcinoma. The prognostic factors iden-

tified and the index proposed based on these factors may be useful for

predicting life expectancy, determining treatment strategies, and

designing future clinical trials in the molecularly targeted therapy era.
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Outcome after hepatectomy versus percutaneous radiofrequency
ablation for treatment of solitary hepatocellular carcinoma
in Childs A cirrhotic patients

Mohammad Salah Abdelbary

Tropical medicine, Cairo University, Egypt, cairo, Egypt

Aim: Is to compare the short-term outcome of hepatic resection and

radiofrequency ablation (RFA) in two groups of patients with a sol-

itary hepatocellular carcinoma (HCC) less than 5 cm in Childs A

cirrhotic patients.

Patients and methods: The study comprised 60 patients; 52 (86.7%)

males and 8 (13.3%) females, with mean age 45.2 ± 9.6, range

26–67 years. The patients were randomized into 2 groups: Resection

group (n = 28 patients) assigned to undergo hepatic resection and

radiofrequency group (n = 32 patients) assigned to undergo RFA.

The morbidity; hospital stay; overall survival; disease-free survival;

psychological and physical welfare of the patients were assessed

during the follow up period.

Results: There was non-significant difference (P [ 0.05) in both groups

as regards the morbidity (21.4% in resection group versus 15.6 % in RFA

group). The mean hospital stay was 7 ± 2.9 in resection group and

1 ± 1.2 in RFA group; with a significant shorter stay (P \ 0.001) in RFA

group. Patients included in RFA group showed significantly increased

scores of psychological and physical welfare compared to resection

group (P \ 0.001). Subgroup analysis showed non significant difference

between both groups as regards the 2 years overall survival & recurrence-

free survival in tumours less than 3 cm. On the other hand, surgical

resection was superior to RFA for 2 years overall survival & the recur-

rence-free survival in subgroup analyses for lesions [3 cm, \5 cm.

Conclusion: In patients with Child A cirrhosis with solitary

HCC [ 3 cm, RFA provided results with non-significant difference to

surgical resection with the advantages of being less invasive, shorter

hospital stay, and better quality of life. While in tumours between 3

and 5 cm, surgical resection was superior to RFA having better

overall survival and tumour-free recurrence.
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The influence of lifestyle and lifestyle-related disorders on age
at onset and prognosis of hepatocellular carcinoma with HCV
infection

Satoshi Oeda1, Yuichiro Eguchi1, Yasunori Kawaguchi1,
Iwata Ozaki2, Toshihiko Mizuta2
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Medicine, Saga University, Saga, Japan

Background and aim: Obesity, diabetes mellitus and alcohol intake

are well known to influence the clinical course of hepatitis C virus

(HCV) infection, but little is known about how they are associated

with carcinogenesis and prognosis. We investigated relationships

between alcohol, smoking, obesity and diabetes, and the age at onset

of hepatocellular carcinoma (HCC) and subsequent survival in HCV-

infected patients.

Patients and methods: Of 857 HCV antibody-positive HCC patients

initially treated between 1990 and 2011, 780 without uncontrollable

ascites and with complete data for evaluation were included. Their

clinical characteristics were: males/females, 542/238; mean age at

HCC onset, 67.5 years (range, 39–92); tumor stage (I/II/III/IV) and

Child-Pugh class (A/B/C) at HCC onset, 172/284/237/82 and

564/202/14, respectively; and initial treatment (surgical resection/

locoregional ablation/others), 153/321/302. We recorded their alcohol

and smoking habits, body mass index (BMI) and presence/absence of

diabetes, and analyzed factors associated with age at onset of HCC

and survival period after initial treatment using the Kaplan-Meier

method and Cox proportional hazards models.
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Results: The mean age at onset of HCC without/with alcohol inta-

ke C 50 g/day, smoking C 1 pack/day, obesity (BMI C 30) and

diabetes was 69.0 ± 8.1/64.0 ± 8.7, 69.4 ± 8.1/65.5 ± 8.7, 67.5 ±

8.6/59.7 ± 7.0 and 68.0 ± 8.8/66.0 ± 7.9, respectively. There were

significant differences between age at onset with and without each

factor. Alcohol (OR, 1.54; p \ 0.001), smoking (OR, 1.35;

p = 0.001), obesity (OR, 2.77; p = 0.001), diabetes (OR, 1.35;

p \ 0.001) and Child-Pugh B/C (OR, 1.42; p \ 0.001) were inde-

pendent factors for younger age at onset. Child-Pugh class, tumor

stage and treatment, but not lifestyle factors, exhibited significant

relationships with survival period.

Conclusion: Lifestyle and lifestyle-related disorders were related to

carcinogenesis in HCV-infected patients, but not to survival after the

occurrence of HCC. These results suggest that lifestyle interventions

must be performed before HCC arises to achieve longer life for

chronic HCV patients.
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Radioembolization with Yttrium-90 resin microspheres
in hepatocellular carcinoma: A phase II multi-center study
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Background and aim: Yttrium-90 (90Y) microspheres radioemboli-

zation is a novel cathether-directed treatment modality for

unresectable hepatocellular carcinoma (HCC). The aim of this phase

II study is to reveal the efficacy and safety of 90Y radioembolization

in Korean patients.

Methods: A total of 40 HCC patients were prospectively recruited

from 7 centers. The response to treatment was assessed based on the

modified Response Evaluation Criteria in Solid Tumors (RECIST)

criteria. The time to progression (TTP) and overall survival (OS) were

also evaluated, and the assessment of safety was done according to

National Cancer Institute Common Terminology Criteria, Version

3.0.

Results: Forty-two treatments of 90Y radioembolization were per-

formed. Median follow-up was 29 months. Four (10.0%) patients

achieved complete response (CR) at 3 months. Partial response (PR)

and stable disease was seen in 19 (47.5%) and 15 (37.5%) patients,

respectively. The response rate (RR) was 57.5% (23/40) and disease

control rate (DCR) was 95% (38/40). The RR at 6 months was 63.9%

(23/36) and DCR was 83.3% (30/36). Approximately 50% of CR or

PR was achieved within 120 days after treatment. The median time to

progression was 18 months. During follow-up, 10 HCC-related deaths

occurred and 3-year survival rate was 75%. In 19 patients with

BCLC-B stage, the 3-year survival was 50%. The tumor number ([ 5)

was the only significant predictor associated with survival. The most

common adverse event was abdominal pain and all the complications

were manageable. Twenty-six (26%) patients underwent other treat-

ments such as transarterial chemoembolization due to local

progression or remnant viable lesion within initial tumor.

Conclusions: 90Y radioembolization might be a safe and effective

treatment modality in intermediate to advanced stage HCC.
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Early diagnosis value of serum GPC3, GS, HSP70 for HCC
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Background and aims: Glypican 3 (GPC3), heat shock protein 70

(HSP70), glutamine synthetase (GS) in liver tissue by immunohisto-

chemical staining of HCC has a high diagnostic value. We here

explore the early diagnosis value of glypican 3 (GPC3), heat shock

protein 70 (HSP70), glutamine synthetase (GS) in serum for HBV

related HCC.

Patients and methods: HBV related HCC patients and the control

group which were divided into liver cirrhosis, chronic hepatitis B

without cirrhosis group, were collected from surgical department and

infectious department of third Affiliated Hospital of Sun Yat-sen

university; negative control group from physical examination center

of the Third Affiliated Hospital of Sun-yat Sen University. Serum

samples were collected from 100 cases of HBV related HCC, 20

cirrhosis cases, 20 cases of chronic hepatitis B(without cirrhosis) and

20 healthy person. Enzyme-linked immunosorbent assays (ELISA)

were used to assess the significance of GPC3, GS, HSP70 clinically.

Result: Serum GPC3 level shows a significant difference between the

HCC and non-HCC group, the AOC curve shows AUC = 0.697, the

accuracy was 84.21% with sensitivity and 55.1% with specificity;

differences of serum GS level in HCC and cirrhosis and chronic

hepatitis B show no statistically significant, the AOC curve shows

AUC = 0.603, 46.67% with sensitivity and 79.66% with specificity;

serum HSP70 levels of HCC and non-liver cancer were significantly

different, the AOC curve shows 0.725, 58.06% with sensitivity, 89.55

% with specificity; In serum of HCC patients with negative AFP level,

only HSP70 with AUC up to 0.725. For small hepatocellular carci-

noma, the AUC did not reach 0.7.

Conclusion: The early diagnostic value of serum GPC3, GS, HSP70

level by ELISA in HBV-related HCC is unpractical clinically.
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Effects and safety of TACE combined with PELT on unresectable
HCC: a non-randomized control study of 122 cases

Yong-Song Guan

West China Hospital of Sichuan University, Chengdu, China

Objective: To determine the effectiveness of TACE combined with

Percutaneous Ethanol-Lipiodol Injection (PELI) in the treatment of

unresectable HCC with respect to local response, survival, toxicity

through nonrandomized clinical controlled trials.

Materials and methods: Between October 2007 and June 2008, 122

consecutively enrolled patients (104 men and 18women; mean age,

52 years) with histopathologically proven hepatocellular carcinoma

were enrolled in the study.all the cases were allocated to TACE-PELI

or TACE alone after Staging. The effect of combination therapy on

survival rates, PFS, local response, toxicity were evaluated.

Results: In our study, the experiment group had better local response

than control group in stages II (P = 0.023, Wilcoxon rank test) and
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stage III (P = 0.046, Wilcoxon rank test), the total objective response

in Stage I, StageII and Stage III were 84.6%, 78.6% and 59.3% in

experimental group (TACE-PELI), and 66.7%, 45.8%, 31.0% in

control group (TACE) respectively. Both PFS and cumulative sur-

vival rate curves showed experimental group were better than control

group (Log-Rank test, p \ 0.05),and this was true in Subgroup

analysis of stage II (Log-Rank test, p\0.05). Moreover, in stageIand

stage III it showed no statistically significant difference. In EP, PFS

curve showed stageIand StageIIboth had longer PFS than stage III

(Log-Rank test, p\0.05), but the comparison of StageIand stageIIhad

no statistical difference (Log-Rank test, p = 0.073), respectively.

Survival curve showed stageIIhad better survival rates than stage III

(Log-Rank test, p\0.05), but the comparison of StageIand stage III,

StageIand stage III had no statistical difference (Log-Rank test,

p = 0.664; Log-Rank test, p = 0.091).

Conclusion:Our results show that The combination TACE-PELI

improved survival time compared to TACE alone. Side effects

were minor and delayed the disease progression. A further study to

better determine the efficacy of this combination therapy is

warranted.
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Adenovirus-mediated miRNA against human fibrinogen
like protein 2 inhibits hepatocellular carcinoma
growth

Ming Wang1, Junhui Liu1, Dong Xi1, Wenwen Ma1,
Zhenmin Tan1, Xiaoping Luo2, Qin Ning1
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of Science & Technology, Wuhan, China

Background: We reported human fibrinogen-like protein 2 (hfgl2)

was overexpressed in various human solid tumors and associated with

tumor growth, invasion and angiogenesis of hepatocellular carcinoma

(HCC) LM6 cells. In this study, an adenoviral vector expressing

miRNA against fgl2 (Ad-hfgl2-miRNA) was used to evaluate the

effect of fgl2 knockdown on cell proliferation and tumor growth of

HCCLM6 xenografts.

Methods: Ad-hfgl2-miRNA was constructed and its effect on hfgl2

expression and cell proliferation was analyzed. The xenograft tumor

model was established in nude mice, and this was accompanied with

intratumoral injection of Ad-hfgl2-miRNA when tumor volume had

reached 100 mm3. The volume of tumor xenograft was recorded and

angiogenesis in the tumor xenograft was assessed.

Results: Our results showed Ad-hfgl2-miRNA significantly down-

regulated hfgl2 expression at both mRNA and protein level and

exerted an inhibitory effect on proliferation in HCCLM6 cells. In

HCCLM6 tumor-bearing mice, tumor volume significantly decreased

following the intratumoral injection of Ad-hfgl2-miRNA compared

with control groups. Additionally, Ad-hfgl2-miRNA also exhibited

potent anti-angiogenic effects.

Conclusions:These data suggested that hfgl2 might be a potential

target for controlling angiogenesis in HCC and that hfgl2 gene

silencing via miRNA may be an alternative strategy for management

of HCC.

Acknowledgments This work was supported by the Innovation

Team Development Plan of the Ministry of Education of China

(IRT1131).
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Background: Approximately 80% of patients with hepatocellular

carcinoma (HCC) are untreatable because of advanced tumor stages at

presentation. Therefore, finding newer markers for screening and

diagnosing HCC especially at early stages is of utmost importance.

Clusterin is a secreted glycoprotein involved in carcinogenesis.

Functionally, clusterin exerts a chaperone-like activity with action

like small heat shock proteins, by binding to misfolded stressed

proteins. We aimed to evaluate the clinical significance of serum

clusterin level in diagnosing HCC on top of hepatitis C virus - related

liver cirrhosis.

Methods: Twenty cases of apparently healthy subjects, 30 cases of

hepatitis C virus-related liver cirrhosis (CHC cases), and 44 HCC

cases on top of hepatitis C virus were included in this study. The

following was done, clinical examination, ultrasonography, dynamic

magnetic resonance imaging, fine needle biopsy. Laboratory investi-

gations including liver function tests and serum alpha fetoprotein.

Serum clusterin concentration was determined using a quantitative

sandwich enzyme immunoassay technique.

Results: Serum clusterin level showed a significant increase in HCC

cases compared to both the control group and CHC cases, while a

significant decrease in serum clusterin level was found in CHC cases

compared to control group. A significant increase in serum clusterin

level was found in early stage HCC (According to Milan criteria those

with one nodule \ 5 cm, or three nodules each \ 3 cm in diameter)

when compared to both control group and CHC group. The optimal

cut off value for serum clusterin was 135.4 ng/ml, offering a diag-

nostic sensitivity of 70.5 % and a diagnostic specificity of 90%.

Conclusion: Our present findings demonstrate that serum clusterin

holds promise as an adjuvant tumor marker for detecting HCC related

to hepatitis C viral cirrhosis with reliable sensitivity and specificity.
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Serum transferrin as a predictor of prognosis for hepatic arterial
infusion chemotherapy in advanced hepatocellular carcinoma
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Yamaguchi University Graduate School of Medicine, Ube, Japan

Background/aims: We recently reported that the iron chelator

deferoxamine (DFO) is efficacious in advanced hepatocellular carci-

noma (HCC) patients. Iron regulation may thus have an important

impact in HCC therapy. Because transferrin is a native chelator that

regulates iron homeostasis, it may act as an anti-cancer agent in a
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similar manner as DFO. The objective of this study was to evaluate

serum transferrin as a prognostic predictor in advanced HCC patients

undergoing hepatic arterial infusion chemotherapy (HAIC).

Methods: We retrospectively studied 44 patients receiving HAIC and

analyzed 16 parameters (gender, age, etiology, Child-Pugh score,

tumor stage, portal vein tumor thrombosis rating, extrahepatic spread,

maximum tumor size, AFP, AFP-L3, DCP, previous treatment, dia-

betes mellitus, immunoreactive insulin, albumin, serum transferrin)

for their possible use as prognostic predictors.

Results: The 1-, 2-, and 3-year cumulative survival rates were 36.4%,

18.2%, and 9%, respectively, and the median survival time (MST)

was 7.0 months. The survival rates of patients who had serum

transferrin C 190 mg/dL (MST, 12.0 months) were significantly

better than those of patients who had serum transferrin \ 190 mg/dL

(MST, 4.9 months). Multivariate analysis identified serum transfer-

rin C 190 mg/dL [hazard ratio (HR), 0.282; 95% confidence interval

(CI), 0.132–0.603; P = 0.001] and Child-Pugh score B (HR, 1.956;

95% CI, 1.034–3.700; P = 0.039) as independent prognostic predic-

tors. There was a significant correlation between serum transferrin

level and therapeutic effect (P \ 0.001). Additionally, there was a

significant difference in serum transferrin levels between patients who

achieved CR or PR and those who achieved SD or PD (P = 0.017)

(CR and PR, 251.2 ± 37.3 mg/dL; SD and PD, 207.9 ± 61.6

mg/dL).

Conclusions: Serum transferrin could be useful as a prognostic pre-

dictor in advanced HCC patients before HAIC treatment.
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Introduction: Transarterial chemoembolization (TACE) is the rec-

ommended treatment option for patients with BCLC stage B

hepatocellular carcinoma (HCC). However, not all the patients

respond to this treatment modality. This study aims to determine the

factors predicting TACE failure.

Methods: All the patients who underwent TACE from 2009 to July

2012 were included. Baseline data included age, gender, etiology of

liver disease, CTP and MELD scoring, tumor characteristics and

alpha fetoprotein levels. TACE failure was defined as by Kudo, et al:

more than 2 consecutive incomplete necrosis on CT within the treated

tumor 4 weeks after TACE or more than 2 consecutive appearances

of new lesions, appearance of vascular invasion, appearance of extra

hepatic spread or continuous elevation of tumor marker after TACE.

Patients were divided into two groups according to the presence or

absence of TACE failure.

Results: Total number of patients who under went TACE during the

study period were 80 out of which 69 were male (86%) and median

age was 52 years (range 18–76). Eleven patients decompensated after

the first or within four weeks of second session of TACE. Final

analysis was done on 69 patients. Univariate analysis showed that size

of the tumor, MELD score and serum bilirubin were the predictors of

TACE failure. Multivariate analysis showed that only size of the

tumor was the independent factor predicting TACE failure.

Conclusion: Size of the tumor is an important predictor of response

to TACE and should be looked into when planning TACE for HCC

patients.
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Background: Patients with end stage hepatocellular carcinoma

(HCC) usually take rapidly progressing downhill course, especially in

resource-constrained countries. The study (NTC01392131) presented

here was undertaken to assess if dietary supplement may improve

their quality of life in Bangladesh, a developing country of Asia,

where there is hardly any management strategy for these patients. All

patients were followed till their death.

Materials and methods: Nineteen patients with end stage HCC were

enrolled in this study after physicians, surgeons and oncologists

abandoned these patients completely with a ‘nothing to do’ approach.

The patients had multiple HCC with features of decompensation. The

patients were given 25 ml of ONCOXIN�, a dietary supplement,

containing high levels of amino acids (glycine; 2000 mg; glucosa-

mine; 2000 mg; malic acid, 1200 mg; arginine, 640 mg; cystine,

204 mg with zinc, green tea extract and folic acid), twice daily along

with tablet ONCOXIN� twice daily for maximum 3 months.

Results and discussion: 12 of 19 patients died within three months

after starting OnCOXIN� and 3 patients survived for 6 months after

enrollment in this study. 4 patients are still surviving with multiple

HCC, ascites and evidences of liver failure. Although a comparable

group of patients of HCC could not be compared due to ethical

concern, the average life span of these patients was originally pre-

sumed to be around 1 month. The patients who died early showed

comparatively higher levels of alpha feto protein compared to those

who survived longer.

Conclusion: This study provides a scientific and ethical basis for

undertaking a controlled clinical trial to assess the real clinical utility

of ONCOXIN� in patients with end stage HCC and to explore

underlying mechanisms.
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Background and aims: Entecavir is a potent antiviral agent with

high genetic barrier to resistance, hence is currently recommended as

first-line antiviral therapy for chronic hepatitis B (CHB). The aim of

this study was to investigate the efficacy of entecavir on clinical

outcomes and deaths.

Methods: It was a retrospective-prospective cohort study based on

two cohorts of patients. Entecavir cohort included consecutive CHB

patients who had received entecavir 0.5 mg daily for at least

12 months. Historical control cohort included untreated patients

recruited since 1997 who underwent routine clinical care. The pri-

mary outcome was the 5-year cumulative probability of hepatic

events, defined as any cirrhotic complications, hepatocellular carci-

noma (HCC) and/or liver-related mortality.

Results: 1446 entecavir-treated patients (72% male, age

51 ± 12 years, follow-up for 36 ± 13 months) and 424 treatment-

naı̈ve patients (65% male, age 41 ± 13 years, follow-up for

114 ± 31 months) were studied. Overall, there was no difference in

hepatic events between the entecavir and control cohorts. Among

patients with liver cirrhosis (482 entecavir-treated, 69 treatment-

naı̈ve), entecavir-treated patients had reduced risks of all clinical

outcomes when compared to treatment-naı̈ve cirrhotic patients after

adjusted for MELD score: hepatic events (HR = 0.51, 95%

CI = 0.34–0.78, P = 0.002); HCC (HR = 0.55, 95% CI = 0.31–

0.99, P = 0.049); liver-related mortality (HR = 0.26, 95% CI =

0.13–0.55, P \ 0.001); and all-cause mortality (HR = 0.34, 95%

CI = 0.18–0.62, P \ 0.001). Entecavir-treated cirrhotic patients who

failed to achieve undetectable HBV DNA (105/482, 22%) had com-

parable risk of hepatic events as the untreated patients.

Conclusions: Entecavir therapy reduces the risks of hepatic events,

HCC, liver-related and all-cause mortality of CHB patients with liver

cirrhosis in 5 years, particularly among those who had maintained

viral suppression.

Acknowledgements This study was supported by the Direct Grant of

the Chinese University of Hong Kong (Ref 2041703).
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Introduction: Hepatocellular carcinoma develops mainly in liver cir-

rhosis. In Algeria, cirrhosis is associated with a chronic viral infection B

or C in 90% of cases. The prevalence of HBsAg is about 2.15% and that

of HCV infection at least 1%. The aim of our study was to determine the

epidemiological, etiological CHC to provide an optimal care.

Materials and methods: From January 1988 to March 2012, 200

HCC were collected, this study distinguishes two periods: before

2009 a retrospective study (n = 120) and prospectively from 2009 to

March 2012 (n = 80). The diagnosis of HCC was selected according

to the criteria of Barcelona.

Results: Collected on 200 cases, 142 men and 58 women (sex ratio

2.4), the average age is 61 years. The diagnosis is revealed by pain in

the right hypochondrium (39%), impaired general condition (37%),

liver tumor (31%), jaundice (7.3%). It is revealed by a screening

ultrasound in 9.6% of cases during the period before 2009 and 21%

after 2009. Underlying cirrhosis was found in 71% of cases, chronic

liver disease in 15% and a healthy liver 7% of cases. B and C viruses

are implicated in 21% and 39% respectively. Our CHC were in most

cases stages C and D (BCLC classification). The treatment consisted

of liver transplantation (n = 1), hepatic resection (n = 23), alcohol/

radio frequency (n = 4), chemoembolization (n = 20) sorafenib

(n = 8). The median survival of 12 months was 13%.

Conclusion: This study reveals the late diagnosis of HCC, the time has

changed little despite the application of screening recommendations

and the necessity of a national program to fight against viral hepatitis.
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Background: Prognosis of hepatitis B- and hepatitis C-related

hepatocellular carcinoma (HCC) remains debatable. This study aimed

to assess the impact of viral etiology on the prognosis of HCC patients

undergoing radiofrequency ablation (RFA).

Methods: One hundred and ninety-two patients with positive serum

HBV surface antigen (HBsAg) and negative serum antibody against

HCV (anti-HCV) were enrolled as the B-HCC group and 165 patients

with negative serum HBsAg and positive anti-HCV as the C-HCC

group. Post-RFA prognoses were compared between the two groups

using multivariate and propensity score matching analyses.

Results: The B-HCC group had higher male-to-female ratio and

better liver functional reserve than the C-HCC group. After a median

follow-up of 23.0 ± 22.7 months, 55 patients died and 189 patients

had tumor recurrence after RFA. The cumulative five-year survival

rate was 75.9% and 69.5% in the B-HCC and C-HCC groups,

respectively (p = 0.312), while the five-year recurrence-free survival

rate was 19.0% and 26.6%, respectively (p = 0.490). After propen-

sity-score matching, the B-HCC group still had comparable overall

survival rate (p = 0.679) and recurrence-free survival rate

(p = 0.689) to the C-HCC group. For 132 patients with Barcelona-

Clinic Liver Cancer stage 0, the five-year overall survival and

recurrence-free survival rates were also comparable between the two

groups (p = 0.559 and p = 0.872, respectively).

In Conclusion, viral etiology is not essential for determining outcome

in HCC patients undergoing RFA.
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Background/Aims: Sorafenib treatment has shown to improve the

survival in patients with advanced hepatocellular carcinoma (HCC)

when compared with placebo. However, whether sorafenib controls

advanced stage HCC better than systemic cytotoxic chemotherapy has

not been elucidated. The efficacy and safety of sorafenib with those of

systemic cytotoxic chemotherapy were compared.

Methods: We reviewed the medical records of 220 patients with

measurable advanced HCC who had not previously received systemic

treatment between January 2007 and April 2012. Among these

patients, 78 had been treated with sorafenib. Another 14 patients who

were treated with a triweekly-regimen of adriamycin, cisplatin, and

capecitabine were included as historical control group for compari-

son. Median overall survival, progression-free survival, response rates

and safety profiles were evaluated.

Results: Baseline characteristics were similar between the treat-

ment groups. The median overall survival was 7.2 months (95%

C.I., 5.6–8.8) in the sorafenib group and 11.2 months (95% C.I.,

8.1–14.2) in the cytotoxic chemotherapy group, however the dif-

ference was not significant (P = 0.10). The median progression-

free survival was 3.2 months (95% C.I., 2.2-4.3) in the sorafenib

group and 5.9 months (95% C.I., 3.6–8.2) in the cytotoxic che-

motherapy group (P = 0.07). The objective response rates in the

sorafenib group and cytotoxic chemotherapy groups were similar

(12.8% (10/78) vs. 14.3% (2/14), respectively, P = 0.289). The

disease control rates were 44.9% (35/78) in the sorafenib group

and 78.6% (11/14) in the cytotoxic chemotherapy group

(P = 0.052). The deterioration of liver function and neutropenia

were the most frequent serious adverse events in the sorafenib and

systemic chemotherapy group.

Conclusions: Although a direct head-to-head comparison could not

be done, there were some patients who showed a good response to

systemic cytotoxic chemotherapy. Further assessment is necessary to

study the role of chemotherapy in patients who are intolerable or

intractable to sorafenib.
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Therapeutic efficacy of combination therapy with intra-arterial
5-fluorouracil and systemic pegylated interferon a-2b
for advanced hepatocellular carcinoma
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Medicine, Iwate Medical University, Morioka, Japan

Background: The prognosis of advanced hepatocellular carcinoma

(HCC) remains poor, particularly among patients with portal vein

tumor thrombosis (PVTT). This study evaluated the efficacy of

combined hepatic arterial infusion chemotherapy of 5-fluorouracil

(5-FU) and systemic pegylated interferon (PEG-IFN) a-2b in patients

with advanced HCC.

Methods: Subjects comprised 59 HCC patients with PVTT treated

using subcutaneous administration of PEG-IFNa-2b (50–100 mg on

day 1 of every week, for 4 weeks) and intra-arterial infusion of 5-FU

(250 mg/day for 5 h on days 1-5 of every week, for 4 weeks). One

treatment cycle lasted 4 weeks. Response to treatment was evaluated

according to the Response Evaluation Criteria in Solid Tumors. The

current therapy was discontinued in patients with progressive disease

(PD). For responses other than PD, treatment was repeated for 31

cycle. The primary efficacy endpoint was the objective early response

rate. Secondary efficacy endpoints were progression-free survival

(PFS) and overall survival (OS).

Results: Objective early response rate was 73.0%. Cumulative PFS

rates were 67.4% at 6 months, 30.2% at 12 months, 25.9% at 18 months

and 20.7% at 24 months. Median PFS was 9.7 months. Cumulative

survival rates were 82.4% at 6 months, 73.6% at 12 months, 52.8% at

24 months, and 44.0% at 36 months. Median survival time was

29.9 months. Prognostic factors affecting patient survival were analyzed

by examining 21 potential parameters. Univariate analysis revealed two

significant prognostic factors related to survival: PVTT grade

(P = 0.038); and therapeutic effect (P \ 0.001). All adverse reactions

were controllable by temporary suspension of treatment. Serious com-

plications and treatment-related deaths were not observed.

Conclusion: Although a prospective randomized controlled trial

using a larger population of patients with advanced HCC is needed to

evaluate combination therapy with 5-FU and PEG-IFNa-2b, this new

combination therapy may be useful for patients with advanced HCC.
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Factors predicting survival after transarterial chemoembolization
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Background: Transarterial chemoembolization (TACE) is the pre-

ferred treatment for unresectable, intermediate-stage hepatocellular

carcinoma (HCC). However, survival after TACE can be highly

variable. The purpose of this study was to evaluate the efficacy of the

factors as a predictor of overall survival with unresectable HCC

undergoing TACE as initial therapy.

Methods: Patient who underwent TACE in the last 2 years were

included in study. Patient’s age, gender, cause of cirrhosis, Child class

(CTP), Model of End stage Liver disease (MELD) score, alpha

fetoprotein level, number, site and size of tumor was recorded.

Radiological response of TACE was assessed by computer tomog-

raphy scan after 1 month and then 3 monthly thereafter. Repeated

sessions of TACE were done according to the response. Sur-

vival assessment was done and patients were censored at the last

follow-up.

Results: Included in this study were 71 patients; male 57, median age

52 (range 18 -76). Median follow-up 8 months. Thirty-one patients

had only one session of TACE, 17 2 sessions and rest 3 or more. On

univariate analysis serum bilirubin (p = 0.02), varices (p = 0.002),

CTP class (p = 0.010) and size of tumor (p = 0.014) were signifi-

cant. Cox regression analysis showed that tumor size less than 5 cm

(p = 0.019), absence of varices (p = 0.004), Child class A

(p = 0.009) were associated with better survival.

Conclusion: Our study demonstrates that survival after TACE may be

predicted by tumor size, child class and absence of varices.

S592 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Topic: 13.b Clinical

Absno: 622

Viral and host markers predictive for hepatocellular carcinoma
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1Department of Medicine, 2Department of Parasitology, Faculty

of Medicine, University Malaya, Kuala Lumpur, 3Department of

Hepatology, Selayang Hospital, Batu Caves, 4Faculty of Medicine

and Health Sciences, University Tunku Abdul Rahman (UTAR),

Sungai Long, 5Department of Medical Microbiology, Faculty

of Medicine, University Malaya, Kuala Lumpur, Malaysia

Background/aims: Chronic HBV infection is a major cause of

hepatocellular carcinoma (HCC). The role of precore wild-type and

serum iron markers in HCC has not been well studied. Hence, the aim

of this study is to evaluate the combined use of host and viral markers

in predicting the risk of HCC.

Methods: Demographic data and sera of 39 HCC cases and 216

controls were collected. Hemi-nested PCR targeting region at

nucleotide position 1776–2325 was carried out to amplify the precore

region.

Results: Older age, male gender, cigarette smoking, ALT level,

HBeAg positivity, presence of precore wild-type, serum iron and

serum ferritin were found to be significantly associated with HCC, but

not ethnicity, family history of HBV infection and family history of

cirrhosis/HCC. Stepwise logistic regression analysis indicated that

older age, family history of cirrhosis or HCC, pre-core wild-type and

serum ferritin above the upper limit of normal (ULN) are associated

with a higher likelihood of HCC progression. In contrast, high serum

iron was inversely associated with progression to HCC.

Conclusion: The combined use of precore wild-type and serum iron

markers can potentially be used to predict the risk of HCC in patients

with chronic hepatitis B.
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Evaluation of the Japanese surveillance program
for hepatocellular carcinoma
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Background/aims: The clinical guidelines for the diagnosis of

hepatocellular carcinoma (HCC) are developed and managed in

Japan. We examined compliance and efficacy of these guidelines.

Methods: 171 patients with HCC were classified into three catego-

ries; 60 of surveillance, 29 of non-surveillance, and 82 of incidental

groups.

Results: Patients from affiliated hospitals included more non-surveil-

lance and incidental groups compared to university. HCC was

diagnosed at earlier stages in the surveillance group than the incidental

group, and the surveillance group revealed better prognosis than the

incidental group. There was no significant difference in HCC stages and

prognosis between surveillance and non-surveillance groups.

Conclusions: The guidelines appeared to be useful for early diagnosis

and better prognosis of HCC, except those issues that some in the

surveillance group were diagnosed at advanced stage and the majority

of nonB nonC patients had excessive alcohol consumption. Surveyors

must improve their skills for early diagnosis of HCC and both doctors

and patients must increase compliance to the guidelines.
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Lower quantitative HBsAg level in patients with hepatocellular
carcinoma than in patients without hepatocellular carcinoma
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Byung Chul Yoo2, Yong Han Paik2

1Department of Medicine, Samsung Changwon Hospital,
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University School of Medicine, Seoul, Republic of Korea

Background: Recently, quantitative hepatitis B surface antigen

(qHBsAg) levels in chronic hepatitis B (CHB) have been described.

However, data on qHBsAg levels according to the presence of

hepatocellular carcinoma (HCC) is insufficient. We aimed to describe

and compare qHBsAg levels in CHB patients with or without HCC.

Methods: We retrospectively enrolled 739 treatment naı̈ve CHB

patients from January 2009 to December 2010. We reviewed their

medical record collected data including qHBsAg level, hepatitis B

virus (HBV) DNA, and disease status when HBsAg level was quan-

tified. Presence of HCC was defined as described in KASL guideline.

qHBsAg levels were compared using student’s t- test or ANOVA

between HCC and non-HCC patients.

Results: Two hundred eighteen patients (29.5%) had HCC. Mean

value of qHBsAg (log IU/mL) level was 2.53 ± 1.17 in patients with

HCC and 3.03 ± 1.32 in non-HCC patients (P \ 0.000) and HBV

DNA (log IU/m) level was 4.13 ± 2.25 and 4.3 ± 2.71 (P = 0.419),

respectively. qHBsAg level was compared in patients with HCC vs

without HCC according to each phase of CHB: 3.20 ± 0.58 (n = 36)

vs 4.10 ± 0.68 (n = 146) in HBeAg positive hepatitis (P \ 0.000),

2.26 ± 1.13 (n = 60) vs 2.66 ± 1.27 (n = 277) in HBeAg negative

hepatitis (P = 0.027), 3.30 ± 0.35 (n = 12) vs 3.49 ± 0.77 (n = 28)

in HBeAg positive hepatitis with liver cirrhosis (LC) (P = 0.059),

and 2.37 ± 1.27 (n = 110) vs 2.09 ± 1.29 (n = 70) in HBeAg

negative hepatitis with LC. In 218 patients with HCC, qHBsAg level

was 2.46 ± 1.24 in patients with LC (n = 122) and 2.61 ± 1.06

without LC (P = 0.346).

Conclusions: In this study, qHBsAg level was not higher in patients

with HCC than in patients without HCC. This tendency was observed

regardless of the phase of CHB.
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JX-594, an oncolytic immunotherapy, is well-tolerated
and exhibits anti-tumor activity in patients with hepatocellular
carcinoma
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Background: JX-594 is an oncolytic immunotherapy designed to

selectively replicate in and destroy cancer cells with epidermal

growth factor receptor (EGFR)/ras pathway activation, while simul-

taneously expressing granulocyte macrophage - colony stimulating

factor (GM-CSF). The resulting mechanisms-of-action are direct

oncolysis, tumor vascular disruption and anti-tumor immunity

(Reviewed in Nat Rev Cancer 2009).

Methods: Patients with advanced hepatocellular carcinoma (HCC)

were treated with JX-594 by intravenous infusion and/or intratumoral

injection. Over 85 HCC patients have been treated on Phase 2 or

Phase 2b trials to date. Compiled safety and efficacy data have been

analysed.

Results: Treatment of patients with advanced HCC by direct intra-

tumoral injection or intravenous infusion of doses up to 1 x 109

plaque forming units (pfu) has been well-tolerated to date. Patients

generally experienced Grade 1-2 flu-like symptoms, with no signifi-

cant transaminitis or liver function toxicities. Acute tumor necrosis

and durable anti-tumor immunity were demonstrated. Across multiple

trials, [ 50% of patients exhibited signs of target tumor necrosis and

responses by Choi criteria (decreased tumor density). Choi responses

have also been documented in non-injected tumors, consistent with

virus replication and systemic spread. Five (5) patients also exhibited

objective response by modified RECIST criteria for HCC which were

durable up to 21 months following treatment initiation. A randomized

Phase 2 study of high vs low-dose JX-594 in advanced HCC (n = 29)

demonstrated a median overall survival of 14.1 vs 6.7 months (hazard

ratio 0.39; P = 0.020) for high and low-dose JX-594, respectively.

Conclusions: JX-594, an oncolytic immunotherapy, shows promise

as a novel agent for the treatment of HCC. TRAVERSE, a Phase 2b

randomized study of JX-594 plus best supportive care versus placebo

plus best supportive care in patients with HCC who have failed so-

rafenib therapy is currently enrolling in South Korea, Taiwan and

Hong Kong, in addition to Western countries.
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Hepatocellular carcinoma and possible related risk factors
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Aim: for hepatocellular carcinoma (HCC) in Egypt over last 15 years.

All HCC patients attending Agouza Liver Center between January

1996 and December 2010 were enrolled in the study. Trend, demo-

graphic features of patients (age, gender, and residence), risk factors

(HBsAg, HCV-Ab, schistosomiasis and others). Chronic liver disease

patients were diagnosed with an overall proportion of 6.1%. The

annual proportion of HCC showed a variation ranged from 5.3% to

6.5%. It was evident that the male proportion was significantly

increased 84% (P-value = 0.0001). M/F was about 5:1 with

high significant increase among age group of 45–60 years

(P-value = 0.0001). The distribution of viral hepatitis among HCC

patients was: Hepatitis C virus (HCV) infection proportion was

89.8%, hepatitis B virus infection proportion was 1.8%, co infection of

HCV and HBV proportion was 1.3%, none B none C proportion was

7.1%. As regards distribution of non viral causes among HCC patients:

8 (0.5%) patients suffered from autoimmune hepatitis, 94 (5.3%) cases

were due to non alcoholic steatohepatitis (NASH), and the remaining

cases were due to idiopathic causes. an increasing problem. The most

related risk factors are viral hepatitis infections; older ages and male

gender. NASH is a health problem that must be not ignored as a risk

factor for developing HCC. To identify the prevalence, related viral and

non viral risk factors. Methods: Results: Over 15 years, 1,759 HCC

patients out of 29,000. Conclusion: HCC is
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Hepatocellular carcinoma treated with multidisciplinary therapy
resulting in prolonged patient survival: A case report
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Introduction: Hepatocellular carcinoma (HCC) with portal vein

tumor thrombus (PVTT) is a disease with a high recurrence rate.

Several therapeutic strategies have been introduced to control the

recurrence. We witnessed a patient who survived for 6 years after

being treated with multidisciplinary therapy including trans-arterial

chemo-embolization (TACE), hepatic arterial infusion (HAI) therapy,

and sorafenib therapy combined with surgical resection. Finally, the

recurrent tumor was curatively resected, and the patient survived

without any subsequent recurrence of the tumor.

Case description: A 68-year-old man was admitted to our hospital

with a diagnosis of a HCC located in segment 8 of the liver with

PVTT extending to the main trunk of the right portal vein. Right

anterior segmentectomy was performed. Three months after the sur-

gery, intrahepatic recurrence of the tumor was found. The patient

underwent TACE twice, but this technique failed to control the tumor

recurrences. Therefore, HAI therapy using fluorouracil (5FU) and

cisplatin was administered for 15 months. Intrahepatic metastasis was

well controlled by HAI therapy, and the tumor localized in the cau-

date lobe. The caudate lobe was resected 4 years after the first

surgery. However, 10 months after the re-resection was carried out,

right adrenal metastasis with inferior vena cava (IVC) tumor throm-

bus was detected. Sorafenib was administered at this time. Three

months of sorafenib therapy resulted in shrinkage of the IVC

thrombus, and the right adrenal metastasis with tumor thrombus was

resected. Since then, the patient survived for 6 months without any

tumor recurrence.
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Bone metastasis in hepatocellular carcinoma
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Bone is an uncommon site of metastasis in patients with hepatocel-

lular carcinoma (HCC), and often overlooked. We report two cases

that had isolated bone metastasis.
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(1) A 65-year-old female presented with symptoms of pain abdo-

men. The evaluation sowed multiple hypoechoic lesions in the

liver. The histology was suggestive of HCC. She was HBV

positive and HCV negative. X-ray chest revealed lytic lesions in

the ribs and in the clavicles. A Tc 99 -labeled bone scan showed

metastasis in the humerus, right femur, and left tibia. Because of

the advanced (stage IV) disease and the inoperability of the

primary lesion, because of involvement of the inferior vena cava

and the presence of multiple lesions involving both lobes, the

patient was treated with combination chemotherapy. After six

courses, the primary lesion regressed by 90% and the bone

lesions showed decreased activity on Tc 99 scan (indicating

healing). She remained asymptomatic for the next 15 months.

Later, she had seizures and was diagnosed as having brain

metastasis. She died of progressive disease.

(2) A 54-year-old male presented with pain abdomen, progressively

deepening jaundice, anorexia, and a weight loss of 15 kg over

the last 5 months. He had liver cirrhosis due to HBV. Histology

of the liver mass was suggestive of HCC. CT scan of the

abdomen showed multiple hypodense lesions involving both

lobes of the liver and lytic lesions in the lumbar as well as lower

thoracic vertebra. A Tc 99 -labeled bone scan showed that the

patient had metastasis (increased uptake of the isotope) in the

right iliac bone, and T 10 -L 2 vertebrae. Only symptomatic care

offered. He died of progressive disease the following month.

Our cases reinforces the view that HCC should be considered in

the differential diagnoses in patients presenting with bone metastasis.
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The effectiveness of transarterial chemoembolization prior
to radiofrequency ablation therapy as an initial treatment
for naı̈ve hepatocellular carcinoma patients
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Fuziwara, Koki Sato, Kentaro Kozima, Toshihiko Arizumi,
Michiharu Seki, Nobuo Toda, Kazumi Tagawa

Mitsui Memorial Hospital, Tokyo, Japan

Background: Recently, the combination use of radiofrequency

ablation therapy (RFA) and transarterial chemoembolization (TACE)

was reported to improve the overall recurrence and survival rate in

patients with early HCC.

Aims: The aim of this study is to elucidate the effectiveness of TACE

prior to RFA as an initial treatment for naı̈ve HCC.

Methods: This study is a retrospective cohort study. We enrolled 304

naı̈ve HCC patients who were treated with RFA from January 2001 to

December 2010. The primary endpoint was recurrence-free survival

(RFS) and the secondary endpoint was overall survival (OS). The

adjusted hazard ratio (HR) which affect on RFS and OS were cal-

culated by using Cox hazard multivariate regression analysis.

Results: Two hundred fifty three patients were treated with RFA

alone (group A) and 51 patients were treated with TACE followed by

RFA (group B). Tumor related factors were more progressive in

group B (Tumor sizes, tumor number and AFP level). The cumulative

RFS significantly differed between the two groups; 80.5%, 47.5%,

28.1% at 1, 3and 5 years in group A, and 61.4%, 21.6%, 16.2% in

group B, respectively (P = 0.01). The cumulative OS also signifi-

cantly differed between the two groups; 94%, 77%, 56% at 1, 3 and

5 years in group A and 96%, 72% and 49 % in group B, respectively

(P = 0.01). Multivariate analysis indicated that age (HR, 1.02,

P = 0.04) and serum albumin (HR, 0.70, P \ 0.01) as independent

factors which affect on RFS and age (HR, 1.04, P \ 0.01), platelet

counts (HR, 0.94, P \ 0.01) and tumor numbers (HR, 1.04, P = 0.02)

as independent factors which affect on OS. TACE prior to RFA did

not retain statistically significance both in RFS and OS.

Conclusions: TACE prior to RFA neither affect RFS nor OS.
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Efficacy of sorafenib in patients with TACE-refractory
intermediate-stage hepatocellular carcinoma
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Aims: The recommended treatment of intermediate-stage hepatocel-

lular carcinoma (HCC) is transarterial chemoembolization (TACE).

There have been several recent suggestions that sorafenib may have a

benefit in the treatment of intermediate-stage HCC in ‘‘TACE-

refractory’’ patients.

Methods: The definition of ‘‘TACE-refractory’’ was judged based on

‘‘JSH consensus guideline 2010’’. We compared ‘‘sorafenib’’ with

‘‘continued TACE’’ for the patients within intermediate-stage HCC

who defined as ‘‘TACE-refractory’’.

Results: Between April 2002 and March 2011, 239 patients with inter-

mediate-stage HCC were treated with TACE in our institution. During

the follow-up period, 109 patients were defined as ‘‘TACE-refractory’’.

33 patients had macrovascular invasion or extra-hepatic metastasis. 22

patients received sorafenib and 35 patients continued TACE within

intermediate-stage. We excluded 7 patients who received hepatic-arterial

infusion (HAIC) or other systemic therapy, and 12 patients who treated as

best supportive care. The median time to decreased liver function, which

was defined as the period until the patients were judged to have Child-

Pugh C disease, in the sorafenib group was 27.3 months, and that in the

continued TACE group was 17.5 months (P = 0.0325). The median

overall survival of the sorafenib group was 25.4 months, and that of the

continued TACE group was 12.7 months (P = 0.0243).

Conclusions: Sorafenib significantly prolonged the median overall

survival of intermediate-stage HCC in ‘‘TACE-refractory’’ patients.
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Grading HCC risk of all 372 townships in Taiwan by database
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Background: Since prevalence of HCC have geographic difference,

resources of HCC prevention should be distribute by its geographic

difference.
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Aim: To grade HCC risk of all 372 townships in Taiwan.

Methods: An official nationwide database of Adult Preventive Ser-

vice of the National Health Insurance in 2010 was analyzed. It

included results of health examination of about 1,500,000 adults

aged [40 years. The database was linked to the Household Regis-

tration database to obtain the resident township of each participant.

Township-specific rats of AST elevation (R2), ALT elevation (R1)

and platelet decrease (R3) were calculated. High HCC endemic areas

which have been published were used as reference areas. Township-

specific HCC incidence (1999*2009) were used to validate the final

predication. A total of 109 (29.3%) townships with incidence rates of

HCC of [45/105 were defined as high HCC incidence townships.

Results: Based on R1, R2 and R3, the township-specific HCC risks

were graded into 4 levels, i.e. lower, low, high and higher. Lower risk

townships had R1 of 13% or lower. The low risk townships had R1

around 13*16% and R2 \ 10%. In other townships, those with

R3 \ 14% were graded as high risk and those with R3 ] 14% were

graded as higher. Among all 372 townships, 107(28.8%), 84 (22.6%),

124 (33.3%) and 57(15.3%) were graded as lower, low, high and

higher risk, respectively. Mean (median) HCC incidence of these four

grades of townships were 30.9(30.3), 38.8 (38.6), 45.1 (45.4) and 53.6

(55.2)/105, respectively. The proportions of high incidence townships

of HCC were increased with grade, i.e. 4.7% (5/107), 14.3% (12/84),

46.0% (57/124) and 61.4% (35/57).

Conclusion: Most (84%) townships of high HCC incidence were

included in 181 (48.6%) townships, which were predicted as high or

higher risk of HCC. Distributions resources of HCC prevention

should consider the geographic difference.
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Elective transjugular intrahepatic portosystemic shunt (TIPS)
in preventing recurrent bleeding from gastroesophageal varices
in patients with portal hypertension
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Background/aims: Recurrent bleeding from gastroesophageal vari-

ces is the most common life-threatening complication of liver

cirrhosis. The aim of this study was to compare elective TIPS and

endoscopic therapy (ET) with b-blockers in terms of their efficacy in

preventing recurrent bleeding in high risk patients with advanced liver

cirrhosis and portal hypertension.

Patients and methods: 126 patients (male: 80, female 46, average

55.5 years, SD ± 11.6) with portal hypertension and variceal reb-

leeding were included in the study, 70 patients were treated with

elective TIPS and 56 patients with ET and b-blockers.

Results: Recurrent variceal bleeding was significantly more frequent

in patients who received ET compared with TIPS (66.1% versus

21.4%, p \ 0.001). Incidence of new or worsening portosystemic

encephalopathy was less common in the ET group (10.7% versus

21.4%, p = 0.15). Incidence of death secondary to rebleeding was

higher in the ET group (28.6 % versus 10 %, p = 0.086). Cumulative

one, two and five year survival in the TIPS and ET groups was 85%

and 83%, 71 and 67% and 41% and 34%. There were no significant

differences in mortality rate. The cumulative survival rates in the

TIPS group for Child B patients after two and five years were 80%

and 67% and 41% and 24% in the ET group. Multivariate analysis

showed age of [60 years (p = 0.013) and Child0s class C cirrhosis

(p = 0.008) as independent predictors of death in both groups and

portal pressure over 40 mmHg (p = 0.001) in the TIPS group.

Median observation time was 47 months (range; 2–194 months) in

the TIPS group and 40 months (range; 1–168 months) in the ET

group.

Conclusion: The results of our study confirm that elective TIPS was

significantly more effective than ET in the prevention of recurrent

variceal bleeding and with significantly lower mortality due to

rebleeding.
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Transarterial radioembolization versus chemoembolization
for the treatment of hepatocellular carcinoma

Omer Ekinci1, Bulent Baran1, Asli Ormeci1, Ozlem Soyer1,
Suut Gokturk1, Adem Ucar2, Baris Bakir2, Arzu Poyanli2,
Cuneyt Turkmen3, Cetin Karaca1, Filiz Akyuz1, Kadir Demir1,
Fatih Besisik1, Sabahattin Kaymakoglu1

1Department of Gastroenterohepatology, 2Department of Radiology,
3Department of Nuclear Medicine, Istanbul University, Istanbul

Faculty of Medicine, Istanbul, Turkey

Background/Aim: Transarterial chemoembolization (TACE) is the

current standard treatment in advanced hepatocellular carcinoma

(HCC); however transarterial radioembolization (TARE) using

administration of Yttrium-90 loaded spheres is increasingly used in

locally advanced, liver restricted disease. In this study, we aimed to

compare the efficacy of TACE and TARE on survival of patients with

HCC.

Methods: We retrospectively analyzed patients with a diagnosis of

intermediate or earlier stage HCC who underwent TACE or TARE

between 2001 and 2011. Diagnosis was established by histopatholo-

gical and/or radiological examinations in accordance with the recent

EASL guideline. Clinical data, etiology of the liver disease and

imaging characteristics were recorded. Survival curves adjusted for

Child-Pugh score and Barcelona Clinic Liver Cancer (BCLC) stage

were generated to compare the efficacy of either treatment by using a

Cox regression model.

Results: 191 patients (157 male, mean age 61.6 ± 9.8 years) were

included in the analysis. There were 172 patients who underwent

TACE and the remaining patients received TARE. Primary etiology

Fig. 1 Adjusted survival probability
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of the liver disease was viral hepatitis in 166 (87%) patients. 126

(66%) patients had a single nodule and the remaining had multino-

dular or diffuse HCC. AFP level [ 1000 ng/ml significantly predicted

death (HR:3.66, 95% CI 2.21-6.03, p \ 0.001). Ninety-two (53.5%)

patients who underwent TACE and 9 (47%) patients who underwent

TARE died during the follow-up (p = 0.61). Two-year survival rates

were 60% and 36% in TACE and TARE group, respectively (log-

rank, p = 0.065). Adjusted survival curves demonstrated that both

therapies had a comparable effect on survival (Figure 1, Cox model,

p = 0.47).

Conclusion: After adjusting for confounding factors, transarterial

administration of Yttrium-90 demonstrated similar efficacy with

TARE on survival of patients with intermediate or earlier stage

HCC.
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Prognostic performance of preoperative evaluation
with gadoxetic acid-enhanced magnetic resonance imaging
in resectable hepatocellular carcinoma: results focused on early
recurrence

Ju Hyun Shim1, Seungbong Han2, Yong Moon Shin3, Young-Joo
Lee4, Sung-Gyu Lee4, Danbi Lee1, Kang Mo Kim1, Young-Suk
Lim1, Han Chu Lee1, Young-Hwa Chung1, Yung Sang Lee1,
Dong-Jin Suh1,5

1Gastroenterology, 2Biostatistics, 3Radiology, 4Surgery, Asan

Medical Center, University of Ulsan College of Medicine, 5Internal

Medicine, Vievis Namuh Hospital, Seoul, Republic of Korea

Background/Aims: Multiple studies demonstrated the enhanced

detectability of hepatocellular carcinoma (HCC) using gadoxetic

acid-enhanced magnetic resonance imaging (MRI) over dynamic

computed tomography (CT). We assessed the impact of preoperative

evaluation with gadoxetic acid-enhanced MRI on early recurrence

after HCC resection.

Methods: This study included two groups of Child-Pugh class A

patients who underwent curative hepatectomy for a single HCC

identified by gadoxetic acid enhanced-MRI (n = 174; MRI group);

and by dynamic CT (n = 416; non-MRI group) at Asan Medical

Center between 2000 and 2010. We compared the two groups with

respect to recurrence-free survival during 1 year and 2 years after

resection, and examined an independent effect of preoperative MRI

on early post-surgical outcomes using multivariate Cox models.

Results: Mean patient age was greater in the MRI group (55.1 vs.

53.0 years), and the non-MRI group had a larger mean size of tumor

(3.5 vs. 5.0 cm). In terms of postsurgical factors, a less proportion

of patients in the MRI group had capsular invasion by tumors (3.4%

vs. 19.7%) and poorly-differentiated tumors (3.7% vs. 17.9%). There

were no between-group differences in other variables. Overall

recurrence-free survival rates at 1 year and 2 years after resection

were 92.5% and 77.5% for the MRI group and 77.8% and 63.8% for

the non-MRI group. The 1-year and 2-year disease-free survival

rates of intrahepatic recurrence were 91.9% and 78.4% for the MRI

group and 77.8% and 66.8% for the non-MRI group. Multivariable

analyses revealed an independent superiority of the MRI group over

the non-MRI group in decreasing the risk of overall and intrahepatic

recurrences at 1 year (HR, 0.88 and 0.83) and 2 years (HR, 0.66 and

0.67).

Conclusions: Gadoxetic acid-enhanced MRI evaluation is more

useful, compared to dynamic CT, in selecting good surgical candidate

at low risk of early recurrence following HCC resection.
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Is selective transcatheter arterial chemoembolization safe
and effective for hepatocellular carcinoma with portal vein tumor
thrombus? A retrospective study

Akinobu Tawada, Fumihiko Kanai, Tenyu Motoyama, Sadahisa
Ogasawara, Eiichiro Suzuki, Yoshihiko Ooka, Tetsuhiro Chiba,
Shinichiro Okabe, Masaharu Yoshikawa, Osamu Yokosuka

Department of Gastroenterology and Nephrology, Chiba University

Graduate School of Medicine, Chiba city, Japan

Purpose: To assess the safety and efficacy of selective Transcatheter

Arterial Chemoembolization (TACE) for hepatocellular carcinoma

(HCC) with portal vein tumor thrombus (PVTT).

Patients and methods: We retrospectively analyzed 47 HCC patients

who developed PVTT and received selective TACE as initial therapy

for PVTT in our institute from January 2000 to April 2009. Inclusion

criteria of selective TACE for HCC with PVTT were 1, Child-Pugh

A/B, 2, preserved portal vein blood flow including VP4 with well-

developed collateral circulations and 3, successful catheter cannula-

tion into the feeding artery of PVTT-producing parenchymal HCC.

Epirubicin and cisplatin were used as anticancer drugs. We evaluated

therapeutic effect (TE) for parenchymal HCC and PVTT reviewing

dynamic CT scan performed within 1-3 months after TACE.

Results: Of all the 47 patients, 38 were men and 9, women. Median

age was 68 (range 45–88) years old. Child-Pugh A/B was 28/19 and

VP2/3-4 was 22/25, respectively. Treatment-related complications

were post TACE syndrome (abdominal pain, fever) in 85.1%, liver

dysfunction in 21.3% and others. All the complications were transient

and patients recovered to pre-treatment level. TE4/3/2/1 for paren-

chymal HCC was 4.3/34.0/14.9/19.1/27.7% and for PVTT 17.0/14.9/

23.4/17.0/27.0%, respectively. Median survival time (MST) was 5.5

(range 0.6–74.5) months. Kaplan-Meier analysis comparing TE3-4 vs.

TE 1-2 for parenchymal HCC showed that TE3-4 achieved longer

survival time than TE1-2 (MST 11.4 vs. 5.7 months, p = 0.044) and

also for PVTT TE3-4 achieved longer survival time than TE1-2 (MST

14.6 vs. 6.4 months, p = 0.042). Only TE3-4 for PVTT was extracted

as prognosis-contributing factor in multivariate analysis of Cox pro-

portional hazard model (Hazard ratio 0.17, 95% confidence interval

0.04–0.75, p = 0.021).

Conclusion: The current standard therapy for HCC with PVTT is

Sorafenib. TACE also could extend survival time and could be safely

performed if the proper selection of patients is made.
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Assessment of therapeutic efficacy in radio frequency ablation
added value of coronal reformations

Tenyu Motoyama, Sadahisa Ogasawara, Yoshihiko Ooka,
Akinobu Tawada, Tetsuhiro Chiba, Fumihiko Kanai,
Osamu Yokosuka

Gastroenterology and Nephrology, Graduate School of Medicine,

Chiba University, CHIBA, Japan

Aim: The purpose of this study was to assess the added value of

coronal reformations to determine the effect on the ablation margin

assessment after RFA by using 64-MDCT.

Method: Ninety-six patients with hepatocellular carcinoma who were

treated with RFA and underwent 64-MDCT with coronal reformations.
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A multiphasic CT protocol that included unenhanced, hepatic arterial,

portal venous, and equilibrium phases was performed. Two radiologists

independently conducted a retrospective review of the pre and post-RFA

CT images for safety margin assessment with and without coronal scan.

The safety margin was rated using a 3-point scale (1, C5 mm safety

margin; 2, 0 mm ^ safety margin\ 5 mm; 3, residual tumor). Sensi-

tivity, Specificity, positive predictive value, and area under the receiver

operating characteristic curve were calculated for each reading session.

Inter-observer agreement was evaluated using the weighted kappa test.

Result: One hundred fifty-six HCC nodules were confirmed in 96

patients using histopathologic analysis or follow-up with long-term

CT as the reference standard. Mean sensitivity and specificity for two

readers together were 72% and 49% for axial image alone and 100%

and 60% for combined axial and coronal reformatted image,

respectively. The diagnostic performance of axial and coronal refor-

matted image interpretation was significantly greater than that for

axial image interpretation (area under the curve, reviewers 1, 0.63 vs

0.77, P = 0.04; reviewers 2, 0.67 vs 0.8, P = 0.04).

Conclusion: Coronal reformatted images from 64-MDCT may be

useful for evaluating the effect on the ablation margin assessment

after RFA.
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Comparisons of patients with hepatocellular carcinoma
and hepatocellular carcinoma plus kidney cancer: a case–control
study

Kwong-Ming Kee, Sheng-Nan Lu, Jing-Houng Wang,
Chao-Hung Hung

Chang Gung Memorial Hospital, Kaohsiung Medical Center,

Kaohsiung, Taiwan R.O.C.

Background/aims: Survival of hepatocellular carcinoma (HCC) has

been improving in recent decades. In our clinical practice, we found

that HCC patients have higher chances to be attack by an extra-

hepatic primary malignant (EHPM). This study focuses on the EHPM

with kidney cancer, its incidence, clinical manifestations, survival,

and risk factors.

Methods: Between 1986 and 2011, medical records of HCC patients

(n = 8100) with available data in Kaohsiung Chang Gung Memorial

hospital were reviewed retrospectively. Patients with HCC alone and

EHPM plus kidney cancer were compared. A age (± 5 year) - and

sex- matched (1:4) case-control study was conducted in two groups,

to investigated survival and risk factors of EHPM plus kidney cancer.

Results: A total of 40 patients (0.49%) were identified as EHPM plus

kidney cancer. There was higher rates of female in EHPM (20/20,

50%) than HCC group (1944/6116, 31.8%) significantly (p \ 0.001).

In EHPM group, there was older in age (62.5 ± 9.1 years) if com-

pared with HCC group (58.7 ± 12.4 years) (p = 0.012). In case-

control study, a total of 40 EHPM and 160 HCC control cases were

compared. The five-year survival rates of EHPM (40%) and HCC

(24%) group was different significantly, respectively (P = 0.008). In

EHPM cases, there were lower rates of high alpha fetoprotein (AFP)

(C 400 ng/ml) levels (12.5% vs. 32.5%, p \ 0.001), and lower rates

of high albumin levels ([3.5 g/dl) if compared with HCC cases

(37.5% vs. 46.3%, p = 0.041). There were no significant difference in

liver functions, viral hepatitis markers B and C, Barcelona Clinic

Liver Cancer (BCLC) staging, portal vein thrombosis, AST, ALT

levels, the residence, and serum bilirubin levels between two groups.

Conclusions: There were female predominant, older in age, better

survival rates, lower rates of high AFP and albumin levels in EHPM

group if compared with HCC-control group.
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A surgical case of solitary lymph node metastatic recurrence
of combined hepatocellular and cholangiocarcinoma
after hepatectomy

Kazuhiro Suzumura, Tadamichi Hirano, Nobukazu Kuroda,
Yuji Iimuro, Toshihiro Okada, Yasukane Asano, Ikuo Nakamura,
Yuichi Kondo, Shogo Tanaka, Hisashi Kosaka, Seikan Hai,
Yugo Uda, Hideaki Sueoka, Akito Yada, Koichiro Ohashi,
Tomohiro Okamoto, Ami Kurimoto, Jiro Fujimoto

Surgery, Hyogo College of Medicine, Nishinomiya, Japan

A 79-year-old woman who was undergone hepatic resection for

combined hepatocellular and cholangiocarcinoma. During follow-up,

her serum AFP and PIVKA-II were found to be elevated. Abdominal

computed tomography (CT) showed a solitary tumor. She had no

recurrence in the liver or other organs. Under a diagnosis of solitary

lymph node metastatic recurrence, we excised the lymph node. His-

tological examination showed lymph node metastasis of HCC

component of combined hepatocellular and cholangiocarcinoma.

Serum AFP and PIVKA-II decreased postoperatively. No signs of

recurrence were seen in follow-up 4 months after surgery. We report

a surgical case of solitary lymph node metastatic recurrence of

combined hepatocellular and cholangiocarcinoma after hepatectomy

with a review of the literature.
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Rate and pattern of recurrence after percutaneous
radiofrequency ablation in patients with hepatocellular
carcinoma
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Background and aim: Hepatocellular carcinoma (HCC) is a signif-

icant health problem in Egypt and is one of the major malignancies

particularly in males. Percutaneous radiofrequency ablation (RFA) is

an important therapeutic approach for this disease. The aim of this

work is to study the rate and pattern of recurrence following RFA in

patients with HCC.

Methods: Patients with HCC treated with RFA were followed up at

3 months interval for a total period of 4 years. Follow up program

included abdominal ultrasonography, triphasic CT scanning of

abdomen and assessment of serum alfa fetoprotein (AFP) level.

Recurrence was considered when typical features of lesion enhance-

ment at arterial phase and rapid washout at delayed phase were

detected on triphasic abdominal CT scanning with or without elevated

serum AFP levels. Mortalities due to other causes than HCC recur-

rence were excluded from the study.

Results: Our series included 162 patients with HCC eligible for

treatment with RFA according to national protocol. Recurrence of

HCC within 1 year following RFA was recognized in 47 patients

(29%). Cumulative rates of recurrence after 2, 3 and 4 years were

38.8%, 57.4% and 89.5% respectively. Risk factors associated with

early recurrence include large lesions [4 cm, multiple lesions and

serum AFP [ 1000 ng/ml. Recurrence was recognized within the

same ablated lesion (s) in 84 patients (51.9%) while patients who
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developed new hepatic lesions were 70 (43.2%). Extrahepatic recur-

rence was detected in 8 patients (4.9%) and main sites for this pattern

of recurrence were flat bones (hip bone, vertebrae and scapula).

Patients who were candidate for re-ablation by RFA were 62 (40.3%

of patients with intrahepatic recurrence).

Conclusions: RFA is associated with a significant rate of recurrence

in patients with HCC and this rate is increasing over the years. Many

patients with intrahepatic recurrence are candidates for re-ablation.
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Evaluation of the feasibility of TSU-68 plus S-1 combination
therapy for advanced hepatocellular carcinoma and predictive
factors of response
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1National Cancer Center Hospital, 2National Cancer Center Hospital
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Background: Hepatocellular carcinoma (HCC) is one of the most

common cancers worldwide. Sorafenib is the standard chemotherapy

for HCC, but patients responses to treatment are not sufficient.

TSU-68 is an oral anti-angiogenesis agent that blocks vascular

endothelial growth factor receptor 2 and platelet-derived growth

factor receptor. This study investigated the safety and efficacy of

TSU-68 plus S-1 combination therapy for advanced HCC and

explored the value of biological markers as predictors of response.

Methods: Patients without prior systemic therapy received 400 mg/

day TSU-68 orally and 80 or 100 mg/m2 S-1. Treatment safety was

assessed according to the Common Terminology Criteria for Adverse

Events v3.0. The response rate was assessed according to the

Response Evaluation Criteria in Solid Tumors. Levels of 14 angio-

genesis-related proteins were measured at baseline and every

6 weeks. We analyzed the relationship between the expression levels

of these proteins and the time to progression (TTP).

Results: Eighteen patients were enrolled (age, 58–85 years; male/

female, 15/3; hepatitis C virus/hepatitis B virus/non-B, non-C chronic

liver disease, 12/3/4; Child-Pugh class A/B, 18/0). Common adverse

events were hemoglobin decrease, hypoalbuminemia, and anorexia;

these were mild in severity (grade 1-2). Response rate, disease control

rate, median time to progression, and median overall survival time

were 27.8%, 61.1%, 160 days, and 391 days. Biomarker analysis

showed that TTP was significantly longer in patients with low vas-

cular cell adhesion molecule 1 (VCAM-1) levels than in other patients

(hazard ratio, 0.26; 95% confidence interval, 0.08–0.85; p = 0.018).

Conclusions: Thus, the TSU-68 plus S-1 combination was well tol-

erated and showed favorable efficacy in advanced HCC patients.

Although biomarker analysis showed that VCAM-1 may be a possible

predictive marker for response, this analysis is exploratory, and fur-

ther study is necessary to confirm this finding.
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Laparoscopic liver resection for T1 and T2 stage hepatocellular
carcinoma—propensity score matching

Sanghyun Song, Choon Hyuck David Kwon, Jae-Won Joh,
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Department of Surgery, Sungkyunkwan University School of

Medicine, Samsung Medical Center, Seoul, Republic of Korea

Purpose: To investigate the relevance of laparoscopic hepatectomy

for the treatment of early stage hepatocellular carcinoma (HCC)

comparing with conventional open hepatectomy.

Methods: From January 2008 to February 2011, laparoscopic hepa-

tectomies were performed on 84 cases of HCC and open

hepatectomies were performed on 677 cases at Samsung Medical

Center in Korea. We excluded TNM stage 3 HCCs, tumors located in

segment 1, 7, and 8, and hepatectomies with intraoperative RFA

(radiofrequency ablation) simultaneously. 74 laparoscopic hepatec-

tomy cases were selected for the laparoscopic resection group

including 6 open conversion cases. The conventional open hepatec-

tomies were 377 cases. We performed propensity score matching

according to TNM stage, microvascular invasion, Edmondson grade,

tumor size and operation range. For 1:2 matching to the laparoscopic

resection group, 148 conventional open hepatectomy patients were

elected for the open resection group. Retrospectively two hundred

twenty two cases (laparoscopic resection group, 74 cases; open

resection group, 144 cases) were compared with respect to operation

time, blood loss, safety margin, mortality, morbidity, disease free

survival and overall survival.

Results: Both groups presented with similar amounts of blood loss.

The operation time was slightly longer in the laparoscopic resection

group. Interestingly, in the laparoscopic resection group, tumor safety

margin is larger than that of open resection group (19.2 mm vs

11.6 mm, p \ 0.001). Patients in the laparoscopic resection group

allowed for shorter hospitalizations (9.2 days vs 12.7 days,

p = 0.007). Postoperative morbidity was higher in the open resection

group and most of them had wound complications, Clavien’s grade I.

There were no significant differences in disease free survival and

overall survival for either laparoscopic surgery or open surgery.

Conclusions: Laparoscopic liver resection is feasible and oncologi-

cally adequate procedure for T1 and T2 stage hepatocellular

carcinoma located in anterolateral section whether the background

liver was cirrhosis or not.
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Relevance between the variation of AFP and survival rate
after initial recurrence in HCC patients
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Medical Sciences, BUSAN, 5Pathology, Korea Cancer Center

Hospital, 6Internal Medicine, Korea Cancer Center Hospital, Korea

Institute of Radiological & Medical Sciences, Seoul, 7Radiation
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Radiological & Medical Sciences, Seoul, Republic of Korea

Background and aim: Alpha-fetoprotein (AFP) is a tumor marker that

has been used for surveillance and diagnosis of patients with hepato-

cellular carcinoma (HCC). Recurrence rate after hepatectomy is

relatively high and various treatments were applied in recurred patients
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such as surgical resection, TACE, systemic chemotherapy, etc. But there

were no guide for prognosis after recurrence. The aim of this study is to

evaluate the effect of the change in AFP level between preoperative

period and initial recurrence period after surgical resection on prognosis.

Patients and methods: From January 1987 to December 2011, 609

patients underwent curative surgical resection for HCC in Department

of Surgery, Korea Cancer Center Hospital, Seoul, Korea. Two-hundred

and twelve patients had recurred disease during the follow-up period.

Among the recurred patients, 89 patients had AFP level over than

200 ng/mL in preoperative period. Patients included 60 male and 29

female and median age was 53 years. This group was subdivided into

below 200 ng/mL in AFP (high-low AFP group, n = 36) and above

200 ng/mL in AFP (high-high AFP group, n = 53) at initial recurrence

time. We analyzed the clinical result of two subgroups retrospectively.

Results: In this study, median survival period after initial recurrence

was 37 months in low AFP group and 11.1 months in high AFP group.

Five year overall survival rates after initial recurrence of HCC were

25% and 10% (p = 0.006) respectively. Median period to recurrence

after hepatectomy in high-low AFP group was 26.1 months and that of

high-high AFP group was 4.9 months (p = 0.014). Transfusion

(p = 0.019) and venous invasion (p = 0.033) were observed more

frequently in high-high AFP group than high-low AFP group. And

recurrence period after hepatectomy (p = 0.003) was shorter in high-

high AFP group than high-low AFP group.

Conclusions: Among patients with high preoperative AFP level

(above 200 ng/mL), change of alpha-fetoprotein at time of recurrence

is associated with prognosis of recurred patients after heptectomy.

Topic: 13.b Clinical

Absno: 998

Transcatheter arterial chemoembolization provides an equivalent
survival benefit in comparison with curative treatment in elderly
patients with HCC
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Background & Aim: The number of elderly patients with HCC was

increasing and this trend indicates the need to investigate prognostic

factor and optimal treatment in these patients. Elderly patients have

many risks and disturbing factors than younger patients when treated

for cure. Therefore, curative treatment of HCC is less feasible in

elderly patients than in younger patients. The aim of this study was to

document clinical feature, variables influencing overall survival and

better treatment modality in elderly patients with HCC.

Methods: The medical records of 1,085 patients with HCC who had

visited a single tertiary medical center from January 2000 to December

2011 were reviewed retrospectively. Clinical features, treatment

modalities, and outcomes were collected. Univariate and multivariate

analyses were conducted to analyze factors affecting survival.

Results: Fifty-eight of 1,085 patients diagnosed with HCC, whose

age was more than seventy-five year old, were included. The overall

survival time of enrolled patients was 32.2 month. Variables influ-

encing survival was related to better Child-Pugh class, lower TNM

stage and active treatment. The odds ratio of Child-Pugh class (A vs.

B), TNM stage (I/II vs. III/IV) and treatment (active treatment vs.

supportive care) was 9.4 (95% CI; 3.01-29.59), 16.0 (95%

CI;3.83–76.17) and 2.5 (95% CI; 0.97–6.42) in multivariate analysis.

There was no significant difference of mean survival between curative

treatment and TACE in these old patients. The 3-year survival rates in

patients more than 75-year old who received TACE were 63.0%. The

long term survival more than 3-year after TACE was related to better

Child-Pugh class and lower TNM stage.

Conclusion: TACE had an equivalent survival benefit in comparison

with curative treatment in more than 75-year old HCC patients.
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MiR-129-2 methylation as an early diagnostic marker
in hepatocellular carcinoma
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Medical Center, Tainan, Taiwan R.O.C.

Aims: Hepatocellular carcinoma (HCC) is a highly malignant tumor

with poor prognosis and high mortality due to a lack of effective

medical treatment and apparent early stage symptoms. Developing

new markers for the early diagnosis of HCC is crucial.

Methods: A whole genome approach was used to identify methyla-

tion-regulated miRNAs in HCC, and finally focused on miR-129-2

using combined bisulfite restriction analysis (COBRA) and bisulfite

sequencing. Methylation status of miR-129-2 was further examined

for 42 pairs of HCC tissues, 41 HCC plasma samples, eight cirrhotic

plasma samples and ten healthy plasma samples by quantitative

methylation specific polymerase chain reaction.

Results: MiR-129-2 methylation and reduced expression were

observed in HCC cells but not in normal liver cells and tissues. In 39

(93%) of 42 HCC patients, methylation level of miR-129-2 was

significantly raised in tumor tissues compared to adjacent normal

tissues. Furthermore, miR-129-2 methylation was detectable in HCC

plasma samples, but not in healthy and hepatitis plasma samples. At a

cut-off value of -2.36 (log2 transformation of methylation level), it

was possible to distinguish HCC from healthy and cirrhotic controls

with sensitivity and specificity of 88% and 100%, respectively.

Notably, under the cut-off value, miR-129-2 methylation was more

distinguishable than alpha-fetoprotein at early stage.

Conclusion: This study demonstrates that miR-129-2 methylation is

highly accurate in distinguishing HCC patients from cirrhosis and

healthy donors, indicating its potential utility as an early diagnostic

marker for HCC.
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Intraoperative fluorescence imaging of hepatocellular carcinoma
using indocyanine green: mechanistic background and clinical
applications

Takeaki Ishizawa, Nobuhiro Harada, Yoichi Miyata, Koichi
Masuda, Yoshikuni Kawaguchi, Sumihito Tamura, Junichi
Kaneko, Taku Aoki, Yoshihiro Sakamoto, Yasuhiko Sugawara,
Kiyoshi Hasegawa, Norihiro Kokudo

Hepato-Biliary-Pancreatic Surgery Division, Department of Surgery,

Graduate School of Medicine, the University of Tokyo, Tokyo, Japan

Background/aims: To clarify mechanistic background of fluores-

cence imaging of liver cancer using indocyanine green (ICG) and

demonstrate its application to liver resection.

Methods: ICG (0.5 mg/kg) was intravenously injected for a routine

liver function test in 170 patients with hepatocellular carcinoma
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(HCC). Intraoperatively, fluorescence images of liver surfaces and

resected specimens were obtained using a commercially-available

imaging system. Expression levels of hepatic transporter genes in

cancerous tissues and non-cancerous liver parenchyma were evalu-

ated by microarray analysis in 19 patients (19 HCCs).

Results: ICG-fluorescence imaging identified 277 out of the 280

(99%) HCCs. Their fluorescence patterns were classifiable into a total

(n = 130) and partial (n = 114) fluorescence types (whole/part of

cancerous tissues showed ICG-fluorescence), and a rim fluorescence

type (only the surrounding liver parenchyma showed fluorescence,

n = 33). Among 68 well-differentiated HCCs, 58 tumors (85%) were

classified into the total fluorescence type, while 18 of 23 poorly dif-

ferentiated HCCs (78%) appeared as rim-fluorescence-type lesions.

Among 280 HCCs, 21 nodules (8%) were grossly unidentifiable and

detected only by fluorescence imaging. Microarray analysis revealed

that the ratio of gene expression levels in cancerous tissue to non-

cancerous liver tissue tended to be higher in 13 HCCs with cancerous

fluorescence of ICG than in 6 rim-fluorescence-type HCCs as for

NTCP (median [range], 0.93 [\ 0.01–1.75] vs. 0.12 [0.01–0.47],

P = 0.018) and OATP8 (0.54 [0.01–1.89] vs. 0.06 [\0.01–0.89],

P = 0.161), which are associated with portal uptake of ICG by

hepatocyte, while no difference between the groups was observed in

MRP2, which is associated with biliary excretion of ICG.

Conclusion: In differentiated HCC tissues, portal uptake function is

preserved but there exists disordered biliary excretion of ICG probably

because of morphologic changes rather than functional changes asso-

ciated with cancer progression, which enables real-time identification

of HCC by ICG-fluorescence imaging during open/laparoscopic liver

resection.
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Abdominal virtual sonography combined with artificial ascite
in RFA for HCC of specific sites

Yuesi Zhong1,2, Meihai Deng1, Mingliang Li1, Erjiao Xu3,
Kai Li3, Ruiyun Xu1, Wei Tang2, Norihiro Kokudo2

1Department of Hepatobiliary Surgery, Third Affiliated Hospital, Sun

Yat-Sen University, Guangzhou, China, 2Hepato-Biliary-Pancreatic

Surgery Division, Department of Surgery, Graduate School of

Medicine, The University of Tokyo, Tokyo, Japan, 3Department

of Medical Ultrasonics, Third Affiliated Hospital, Sun Yat-Sen

University, Guangzhou, China

Background and aims: Radio frequency ablation (RFA) is regarded as

an alternative option for patients with hepatocellular carcinoma (HCC)

and advanced liver cirrhosis. However, incomprehensive ablation

remains an issue for HCC of specific sites, e.g. HCC adjacent to porta

hepatis, intrahepatic portal or hepatic vein, gallbladder, stomach, dia-

phragm and flexura hepatica coli. Abdominal virtual sonography

combined with artificial ascite were used in RFA for HCC of specific

sites, which was analyzed and compared to ultrasound guided RFA.

Methods: 41 cases with tumor number B 2, diameter of each

tumor B 3 cm and advanced liver cirrhosis were included, 17 cases

received abdominal virtual sonography guided RFA with artificial

ascite, Before RFA, artificial ascite was made, reconstruction of CT or

MRI scans identical in orientation to ultrasound scans was achieved.

While 24 cases received ultrasound guided RFA. Contrast-enhanced

sonography with sonazoid was performed in both groups before and

after RFA, and during follow up. Incomprehensive ablation rate,

complications (thermal injury to surrounding organs) and local

recurrence within 6 months were analyzed. Chi-square test was used

for statistical analysis.

Results: It was not significantly different for general characteristics

between two groups (p [ 0.05). Group of abdominal virtual sonog-

raphy guided RFA with artificial ascite presented with lower

incomprehensive ablation rate (5.88% vs. 41.67%) (p = 0.014), better

outcome of complications (0% vs. 25%) (p = 0.033) and local

recurrence (5.88% vs. 37.5%) (p = 0.028). All cases presenting with

incomprehensive ablation received local alcohol injection for remedy.

Conclusions:Abdominal virtual sonography combined with artificial

ascite is more effective and safer in RFA for patients with HCC of

specific sites and advanced liver cirrhosis.
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Progressed fibrosis is correlated with development
of hepatocellular carcinoma in patients who achieved sustained
virological response with sequential biopsies

Tadashi Iida, Yoshihiko Tachi

Komaki City Hospital, Komaki, Japan

Background: Eradicating of chronic hepatitis C virus reduce the risk of

hepatocellular carcinoma (HCC) in patients with chronic hepatitis C.

However, HCC develops in the some patients who have achieved sus-

tained virological response (SVR). The features of the patients with

SVR who developed HCC are unknown. The aim of this study was to

investigate the relationship between change in fibrosis and hepatocar-

cinogenesis in patients with chronic hepatitis C who had achieved SVR.

Methods: Eighty seven patients (58 men, 29 women; mean age,

57.7 ± 9.9 years) who had achieved SVR after interferon therapy of

chronic hepatitis C were enrolled this study. We examined the liver

histology of chronic hepatitis C patients with SVR who had under-

gone sequential liver biopsies. To evaluate change in fibrosis stage

over time, all patients underwent a sequential biopsy after the initial

biopsy. The relationship between incidence of HCC after SVR and

change in fibrosis stage in sequential biopsy were analyzed.

Results: The mean time interval between the sequential biopsies was

5.9 years (range 3.0–14.9 years). Fibrosis stage regressed in 44%,

remained stable in 51% and progressed in 5%. During the follow-up

period (mean was 9.3 years, range 3.9–20.0 years), HCC was iden-

tified in 9 patients (10.3%). Univariate analysis revealed that fibrosis

stage in initial biopsy and platelet counts were significantly different

between patients with HCC and patients without HCC. The incidence

of HCC was 5.3%, 8.9% and 75% in patients with regressed fibrosis,

with remained stable fibrosis and in progressed fibrosis, respectively.

The incidence of HCC in the patients with progressed fibrosis (75.0%)

were significantly greater than that in the patients with regressed

fibrosis and with remained stable fibrosis (7.2%) (P \ 0.01).

Conclusion: Progressed fibrosis was significantly correlated with

development of HCC in patients who had achieved SVR with

sequential liver biopsies.
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Efficacy and safety of stereotactic body radiation therapy
combined with trans-arterial chemoembolization
for hepatocellular carcinoma
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Background/aims: Trans-arterial chemoembolization (TACE) com-

bined with radiofrequency ablation (RFA) are used as a curative

treatment for cases of HCC in which surgery and RFA only are not

indicated. However, the therapeutic effects of RFA depend on the

location and size of the tumor. The efficacy of stereotactic body radiation

therapy (SRT) for HCC has recently been reported, but the therapeutic

effects of single and concomitant SRT are unclear. In this study, we

examined the safety and efficacy of SRT after TACE for HCC.

Methods: The subjects were 15 HCC patients (15 tumors) treated

with SRT after TACE. Surgery and RFA were difficult to perform in

all cases. The background of the patients was male/female: 9/6,

median age: 73.5 years old (range 53–85), HBV/HCV/non-BC: 3/8/4,

Child-Pugh classification (A/B-C): 13/2, median tumor size: 18.2 mm

(range: 11.0–40.1 mm), Stage I/II/III/IV: 6/8/0/1, initial/recurrence:

8/7. The median total radiation dose was 50 Gy applied over an

average of 5.3 sessions. Safety was evaluated with CTCAE ver. 4.0.

Tumors were evaluated by abdominal CT or MRI.

Results: The median observation period was 217 days (range:

56–872 days). During treatment, Grade 3 or higher adverse effects

(AEs) of anemia (n = 1), thrombocytopenia (n = 1), and leukocyto-

penia (n = 2) were observed. Portal thrombosis of Grade 3 and

gastroduodenal ulcer of Grade 2 were also observed in 1 patient each

after therapy. All of these AEs improved after treatment and there was

no serious radiation-induced liver injury during the therapy. Efficacy

was evaluated in 8 patients at 6 months after treatment using mRECIST

and RECICL, which both gave CR/PR/SD/PD of 6/0/0/2. These results

show that complete remission (CR) was achieved in 75% of the patients.

Conclusion: Concomitant therapy with TACE and SRT was found to

be safe and effective for patients with HCC for which other curative

treatment was difficult.

Topic: 13.b Clinical

Absno: 1072

The impact of general anesthesia for patients with hepatocelluar
carcinoma underwent percutaneous radiofrequency ablation

Yuan-Hung Kuo, Jing-Houng Wang, Sheng-Nan Lu
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Medicine, Kaohsiung Chang Gung Memorial Hospital, Kaohsiung

City, Taiwan R.O.C.

Background/aims: Pain and anxiety during percutaneous radiofre-

quency ablation (RFA) of hepatocellular carcinoma (HCC) may limit

complete tumor ablation. This study aimed to elucidate the impact of

general anesthesia (GA) on the effectiveness of RFA of HCC.

Methods: The study enrolled 118 treatment-naı̈ve patients with Bar-

celona Clinic Liver Cancer (BCLC) curative-stage HCC who underwent

RFA by a single hepatologist from January 2005 to December 2010. GA

was first used in November 2007. Patients who underwent RFA under

GA were designated as the GA group and the others as the non-GA

group. All patients were followed up until death or December 2011.

Results: The GA group comprised 42 (44.1%) patients with 71

tumors (mean size: 2.53 cm) and the non-GA group 66 patients

(55.9%) with 90 tumors (mean size: 2.35 cm). Complete tumor

ablation was achieved after 1 session in 92.3% of GA patients and

after 1-3 sessions in 92.4% of non-GA patients. Non-GA patients

required significantly more RFA sessions (p \ 0.001) than GA

patients, and RFA procedure times without GA were shorter

(p = 0.001). The 2-year overall survival (OS) and recurrence-free

survival (RFS) rates were 89.3% and 37.6% for the GA group and

90.9% and 44.2% for the non-GA group (p = 0.207 and 0.560 for the

OS and RFS, respectively). Uni- and multivariate analysis showed

that GA was not independently associated with OS or RFS.

Conclusions: The use of GA during RFA decreased the number of

sessions required to achieve complete tumor ablation in patients with

BCLC curative-stage HCC. However, GA had no impact on OS or RFS.
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A prospective controlled trial of radiofrequency ablation
for hepatocellular carcinoma performed by two
hepatogastroenterologists with different training backgrounds (4)

Hitoshi Mochizuki1, Yasuaki Ishida1, Satoshi Kawakami1,
Toru Kuno1, Yoshimitsu Fukasawa1, Sumio Hirose1, Fumihiko
Iwamoto1, Kenji Hosoda1, Yoji Suzuki1, Yuichiro Kojima1,
Kazuhiko Hosoda2, Masao Omata1,3

1Gastroenterology, Yamanashi Central Hospital, 2Hosoda Clinic,

Yamanashi, 3Tokyo University, Tokyo, Japan

Background/aims: Although RFA procedure has been employed so

widely as treatment option for therapy of HCC, training system for the

beginner has not been established.

Methods: Ninety-two consecutive HCC patients were randomly

assigned to two board-certified hepatogastroenterologists. One (KH) has

performed more than 600 cases of RFA in the past 12 years, but princi-

pally self-trained. He is called, here, as the Experienced. The other (HM)

is also a board-certified gastroenterologist, never experienced ablation

procedure for HCC in the past 30 years. Here, HM is called the Beginner.
However, the Beginner had 6 months training session of RFA at high-

throughput center before he stared to perform the ablation procedure.

Results: The Beginner (HM) and the Expert (KH) performed 43 and 49

ablations, respectively. There was no difference of background demo-

graphic and clinical feature of two patients cohort. The length of time

required for ablation was longer (75 min) by the Beginner than by the

Experienced (49 min). However, complication rate during and after the

procedure and outcome of the treatment, namely HCC recurrence rate

within 2 years, was no different by the two operators. Differences noted

were frequencies of employment of pleural effusion techniques, peritoneal

effusion techniques by the Beginner and the Experienced, respectively.

Conclusions: This prospective study concluded that the proper

training, including the experience of ultrasound guided needling with

the help of pleural or peritoneal effusion methods helped to start safe

and effective ablation treatment procedure by the Beginner.
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Early treatment response predicts the development
of extrahepatic metastasis and overall survival in intermediate
stage hepatocellular carcinoma

S602 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Sung Won Lee, Chang Wook Kim, Si Hyun Bae, Jong Young
Choi, Seung Kew Yoon, Joon Yeol Han, Nam Ik Han, Sang Wook
Choi, Young Sok Lee

Department of Internal Medicine, College of Medicine, The Catholic

University of Korea, Seoul, Republic of Korea

Background/aims: Transarterial chemoembolization (TACE) ther-

apy forms the backbone of the treatment strategy for intermediate

stage hepatocellular carcinoma (HCC). We analyzed the association

between the early response to TACE with survival times of the

patients and the development of extrahepatic metastasis.

Methods: A total of 136 intermediate-stage HCC patients who

underwent TACE at Seoul St. Mary’s hospital between Jan, 2005 and

May, 2011 were analyzed. Treatment response was evaluated

according to the modified Response Evaluation Criteria in Solid

Tumors (mRECIST). We compared extrahepatic metastasis and

overall survival rates of HCC patients according to treatment response

after first two TACE treatments (complete response and partial

response vs. stable disease and progressive disease).

Results: During the median follow-up periods of 23.2 months (2.1-

84.4 months), extrahepatic metastasis developed in 45 of 136 patients

(33.1%). The median time to the development of extrahepatic metas-

tasis was 20 months. According to treatment response, the median time

to extrahepatic metastasis in the responder and non-responder groups

were 25.5 and 5.4 months, respectively (p = 0.02). Overall survival

time were 32.9 and 7.8 months for responders and non-responders,

respectively (p \ 0.0001). In multivariate analysis for predictive fac-

tors of extrahepatic metastasis, alpha-fetoprotein ([200 ng/mL), tumor

size ([5 cm), and early response to TACE were identified as significant

factors (p = 0.022, p = 0.019 and p = 0.028, respectively). Also,

tumor size and early treatment response were significantly associated

with overall survival rates (p = 0.02 and 0.001, respectively).

Conclusions: Early treatment response to TACE predicts the time to

development of extrahepatic metastasis and patient survival times in

intermediate stage HCC patients.
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Efficacy and safety of Epirubicin, Cisplatin, 5-FU (ECF)
combination systemic chemotherapy in Sorafenib-refractory
metastatic hepatocellular carcinoma: a retrospective analysis

Sung Won Lee, Jeong Won Jang, U Im Chang, Si Hyun Bae,
Jong Young Choi, Seung Kew Yoon, Se Hyun Jo, Jin Mo Yang,
Chang Don Lee

Department of Internal Medicine, College of Medicine, The Catholic

University of Korea, Seoul, Republic of Korea

Background and aims: Until nowadays, there is no consensus about

the treatment of sorafenib-refractory metastatic hepatocellular carci-

noma (HCC). This study was planned to evaluate the efficacy and

safety of epirubicin, cisplatin, 5-FU combination systemic chemo-

therapy in sorafenib-refractory metastatic HCC.

Methods: From April, 2009 to June, 2012, 31 patients who were

diagnosed as metastatic, progressive HCC after treatment of sorafenib

were enrolled. Patients were treated with combination of epirubicin

(50 mg/m2 IV; day 1), cisplatin (60 mg/m2 IV; day 1), 5-FU

(1,000 mg/m2 IV; day 1-3), every 3 weeks. Medical records were

reviewed retrospectively, and overall response rate (ORR), overall

survival (OS), time to progression (TTP), toxicities were accessed.

Results: Medical records from April 2009 to June 2012 were reviewed.

ORR was 12.9%, and disease control rate was 45.2%. Patients who

responded to ECF chemotherapy showed longer OS (med-

ian = 20.4 months vs. 4.9 months, P \ 0.001), and also longer TTP

(median = 9.4 months vs. 2.2 months, P \ 0.001). Among patients

with stable primary liver mass, longer OS (median = 13.4 months vs.

5.3 months, P = 0.003) and TTP (median = 9.4 months vs. 2.3

months, P = 0.003) were also observed. The most common hemato-

logic toxicity was thrombocytopenia (87.2%). Incidence of grade 3–4

neutropenia was 53.9%, but there was no febrile neutropenia. Most

common non-hematologic toxicity was asthenia (incidence 26.4%).

Grade 3–4 non-hematologic toxicities were scarce.

Conclusion: ECF chemotherapy showed moderate disease-control

effect in advanced metastatic HCC patients who progressed after

treatment of sorafenib. In patients who had stable primary liver mass,

ECF chemotherapy showed better response, leading to survival ben-

efit. Considering no effective treatment is estabilished after the use of

sorafenib, ECF chemotherapy could be considered for patients who

have good performance and liver function.
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Oral antiviral therapy can prevent HBV reactivation
in hepatocellular carcinoma after transarterial
chemoembolization with doxorubicin

Shi-Ming Lin, Chen-Chun Lin, Wei-Ting Chen

Division of Hepatology, Department of Gastroenterology

and Hepatology, Taipei, Taiwan R.O.C.

Background: HBV reactivation, obvious hepatitis and hepatic

decompensation may occur after TACE. Previous reports have shown

20% to 40% HBV-reactivation (10 fold rise of HBV-DNA than

baseline level) in patients with HCC after Epirubicin or Cisplatin-

based TACE. Moreover, preemptive anti-viral therapy (AVT) effec-

tively reduced hepatitis due to HBV reactivation after TACE.

Therefore, our study aims to evaluate the rates of HBV reactivation,

obvious hepatitis and hepatic decompensation in HBV-related HCC

after TACE with doxorubicin.

Methods: Between Aug 2009 and October 2011, we have enrolled 62

patients with HBV-related HCC undergoing one or more session of

TACE with doxorubicin. Of these, 36 patients received oral anti-viral

agents (Lamivudine, Entecarvir or Telivudine) but 26 patients did not

receive oral anti-viral therapy.

Results: HBV reactivation occurred in a total of 12 (19.4%) of 62

patients and in 10(38.5%) of 26 patients without AVT while 2 (5.6%)

of 36 patients with AVT (P \ 0.005). Of these 12 patients with HBV

reactivation, 7(26.9%) of 26 patients without AVT and 1 (2.8%) of 36

patients with AVT developed obvious hepatitis (defined as ALT

increasing over 3 fold of normal upper limit) (P = 0.007). Further-

more, 6 (23.1%) of 26 patients without AVT while 1 (2.7%) of 36

patients with AVT developed hepatic decompensation due to HBV

reactivation and obvious hepatitis (P \ 0.025). With multivariate Cox

regression model, a baseline HBV DNA level of more than 10,000

copies/mL was the only independent predictor of obvious hepatitis

due to HBV reactivation during TACE (P = 0.039).

Conclusion: HBV-DNA reactivation occurs in 19.4% of patients with

HCC after TACE. Of the patients with HBV reactivation, 66.7% of

patients develop obvious hepatitis and 58.3% of patients develop

hepatic decompensation. AVT may effectively prevent HBV
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reactivation, obvious hepatitis and hepatic decompensation in HBV-

related HCC after TACE with doxorubicin.
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Analysis of the associated factors of the etiology and treatment
methods of hepatocellular carcinoma in Northeast China

Xu Li, Qing Long Jin, Pu Jun Gao, Jun Qi Niu, Fang Xu,
Jun Jie Qin

Hepatology, The First Hospital of Jilin University, Changchun, China

Aims: To investigate the associated factors of the etiology of hepa-

tocellular carcinoma (HCC) in northeast China, to guide clinical

treatment and reduce the occurrence and development of HCC.

Methods: Retrospective analysis of a prospective database identified

patients with HCC in northeast China who underwent multi-disci-

plinary consultation from 2010 to 2011.

Results: 367 patients of HCC were included in the study. In these cases,

male: 302 (82.3%), female: 65 (17.7%), ratio is 4.65:1,and the incidence

is higher in man (p \ 0.01). Minimum age 24, maximum age 81, with

mean age 55, patients above 40 years old are apparently more than

patients below 40 years old (340 (92.6%) vs 27(7.4%), p \ 0.01). 27

patients (7.4%) have hepatitis and 333 patients (90.7%) have liver cir-

rhosis, with 11 patients (3.0%) with no hepatic diseases (p \ 0.01). 268

patients (73.0%) have HBV infection, 64 patients (17.4%) have HCV

infection, 5 patients (1.36%) have HBV and HCV coinfection, 11

patients (3.0%) have alcoholic disease, 5 patients (1.36%) have HBV

infection and alcoholic disease, 1 patient (0.27%) has HCV infection and

alcoholic disease and 2 patients (0.54%) are diagnosed as PBC. There are

more patients with HBV infection than others (p \ 0.01). After multi-

disciplinary consultation, 28 (7.63%) underwent surgical treatment, 45

(12.3%) underwent radiofrequency ablation (RFA), 83 (22.6%) under-

went transhepatic arterial chemotherapy and embolization (TACE), 5

(1.36%) underwent molecular targeted therapy, 2 (0.54%) underwent

TACE and molecular targeted therapy together, 60 (16.3%) underwent

conservative medical therapy, 1 (2.72%) underwent radiotherapy, 1

(2.72%) underwent Hydrogen argon knife therapy, 143 (39%) don’t

receive therapy for a variety of reasons. The number of Patients who

underwent surgery, TACE and RFA is obviously more than the number

of patients who underwent other therapies (156 vs 67, p \ 0.01).

Conclusions: In northeast china, there are more male patients with

HCC than female, and more patients above 40 years old than below

40 years old. Patients with liver cirrhosis are more susceptible to

HCC than hepatitis and other liver diseases. HBV infection is a high

risk factor. The main treatment methods are still surgery radiofre-

quency ablation and interventional treatment.
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Tc-99 m MDP scintigraphy to detect bone metastases
in the patients with hepatocellular carcinoma

Tsang-En Wang1,2, Shih-Yu Huang3, Cheng-Hsin Chu1,
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1Internal Medicine, Mackay Memorial Hospital, Taipei, 2Department

of Medicine, Mackay Medical College, New Taipei City, 3Internal
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Mackay Memorial Hospital, Taipei, Taiwan R.O.C.

Background/aims: Bone metastasis in hepatocellular carcinoma

patients is a critical clinically issue in treatment and prognosis.

However, the false negative of bone scintigraphy in hepatocellular

carcinoma may happen. The ratio of false negative and the features of

those patients were not described. In this study, we estimated the false

negative rate and analysis clinical data of patients, and then try to find

the clinical significancy of false negative result.

Methods: Technetium-99 m methylene diphosphate (Tc-99 m MDP)

bone scan was performed in one hundred and thirty-three patients

with hepatocellular carcinoma and musculoskeletal pain in a period of

two years. Accuracy of bone metastasis was evaluated by pathologic

or radiological studies, and clinical follow-up.

Results: Eighty male and 53 female were enrolled. Bone scintigraphy

was negative in 71.4% (95/133) patients. alpha-fetoprotein elevation

in 113 patients. 44 Metastasis was confirmed by Bone scintigraphy or

radiological studies or clinical diagnosis. Frequent sites for metastatic

bone scintigraphy lesions were the spine, pelvic bone and ribs.

Among 95 bone scintigraphy negative patients, metastasis was con-

firmed in 6 patients. The sensitivity and specificity of bone

scintigraphy in this series was 86.4% (38/44) and 93.7% (89/95),

respectively.

Conclusions: Although bone scintigraphy is a highly reliable method

to detect metastasis in patients with cancer, there are 6.3%(6/95) with

bone scintigraphy false negative in hepatoceullar carcinoma bone

metastasis. Traditional radiological studies should be used as a

combination tool to evaluate patients who were suspected with bone

metastasis.
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Therapeutic efficacies of tanscatheter ateral chemoembolization
for unresectable hepatocellular carcinoma: comparison
between miriplatin and epirubicin

Takahiro Handa, Yukinori Imai, Kayoko Sugawara,
Taku Chikayama, Kazuhiro Watanabe, Satsuki Ando,
Kazuhiro Hamaoka, Satoshi Mochida

Gastroenterology & Hepatology, Faculty of Medicine, Saitama

Medical University, Moroyamachou, Japan

Backgrounds: Miriplatin, a lipophilic platinum complex. has been

widely employed for the treatment of HCC in Japan later than 2010.

The therapeutic efficacy of TACE using miriplatin was evaluated in

comparison with TACE using epirubicin, which were mainly used

before 2009.

Methods: 106 and 97 patients receiving TACE using miriplatin

and epirubicin, respectively, were retrospectively enrolled. All

patients had no history of previous TACE. The short-term thera-

peutic efficacy was evaluated by contrast-enhanced CT done

1 month after TACE. In patients achieving complete response

(TE4), CT and/or MRI examinations were performed every

3 month and the long-term therapeutic efficacy was assessed based

on local tumor recurrence.

Results: Percentages of patients showing response (TE3 or TE4) and

TE4 were 77.4% and 48.1%, respectively, in those receiving miripl-

atin, which were almost equivalent to values in those receiving

epirubicin (77.3%, 33.0%). The cumulative local recurrence rates at 6,

12 and 18 months, respectively, after TACE in patients achieving

TE4 did not differ between both patients; 16.9%, 56.0% and 71.2% in

the former patients and 17.6%, 43.1% and 43.1% in the latter patients

Conclusions: TACE using miriplatin showed both short-term and

long-term therapeutic efficacies almost equivalent to that using

epirubicin.
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HBV DNA seroclearance does not significantly decrease risk
for HCC and cirrhosis in low viral load chronic hepatitis B
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Background: Previous studies have shown that HBV DNA levels are

important predictors of hepatocellular carcinoma (HCC) and liver

cirrhosis in chronic hepatitis B patients. This association is still

unclear in individuals with low viral loads. This study examines

whether HBV DNA seroclearance during follow-up will significantly

decrease risk for future HCC and liver cirrhosis in chronic hepatitis B

patients with low viral loads.

Methods: 2011 HBeAg-seronegative individuals with baseline HBV

DNA \ 10,000 copies/mL, who were anti-HCV negative and free of

liver cirrhosis at study entry were enrolled during 1991–1992 and

followed-up until December 31, 2008. Cox proportional hazards

models were used to estimate the hazard ratios (HR) of HCC and liver

cirrhosis.

Results: During follow up, 41 cases of HCC and 101 cases of liver

cirrhosis occurred, for incidence rates of 12.61 and 31.01 per 10,000

person years, respectfully. In both univariate and multivariate anal-

yses, those who reached HBV DNA seroclearance during follow-up

did not have significantly lower rates of HCC or cirrhosis than those

who stayed persistently detectable. Incidence rates (IR’s) of HCC and

cirrhosis were 7.34 and 39.09 per 10,000 person-years in those with

HBV DNA seroclearance, while those who were persistently detect-

able had IR’s of HCC and cirrhosis of 13.8 and 33.08 per 10,000

person-years. Both had similar rates of HCC and cirrhosis as indi-

viduals who had undetectable HBV DNA at baseline (IR: 12.92 and

26.48 per 10,000 person-years for HCC and cirrhosis). Among 1145

individuals with detectable HBV DNA, compared to those who

reached HBV DNA seroclearance, those who stayed persistently

detectable did not have higher rates of HCC (HR [95% CI] = 2.46

[0.73–8.36]) and liver cirrhosis (HR [95% CI] = 1.18 [0.66–2.09]).

Conclusion: Among chronic hepatitis B patients with low viral loads,

HBV DNA seroclearance does not further reduce risk for future HCC

and liver cirrhosis.
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Cyber-knife treatment for 15 cases of extrahepatic metastasis
from hepatocellular carcinoma

Ryunosuke Hakuta1, Hideo Yoshida1, Hiroyoshi Taniguchi1,
Ryutaro Nomura2, Kengo Sato2, Yusuke Shima1, Ayako Nakada1,
Shinzo Yamamoto1, Yukiko Ito1, Yuzo Mitsuno1, Ryo Nakata1

1Gastroenterology, 2Cyber-Knife Center, Japanese Red Cross

Hospital, Tokyo, Japan

Backgound: Less invasive therapy is required for increasing elderly

patients with hepatocellular carcinoma including extrahepatic metas-

tasis. Nobel stereotactic radiotherapy -Cyber-knife- is able to treat the

lesion throughout the body without fixing of a frame by using image

guidance software to track and continuously adjust treatment for any

patient or tumor movement.

Results: Fifteen patients were treated with Cyber-Knife between May

2011 and November 2012. Two was brain, one was lung, two was

pleural, and eight was bone metastasis respectively. One patient was

treated with Cyber-Knife to bileduct invasion. Six of 9 patients

showed decrease in size of tumor and 2 of 4 patients showed disap-

pear of pain from bone metastasis.

Case 1: 70-year-old female who had undergone right lobectomy for

nonBnonC HCC in March 2010 relapsed PVTT and she was treated

with intra-arterial chemotherapy. In March 2011, CT showed brain

metastasis of 12 mm in left occipital lobe. She was treated with

Cyber-Knife and which was effective. Thereafter in September 2011,

she expired by advanced hepatic lesion. Case 2: 85-year-old female

with C-HCC in January 2008 was treated with TAE and RFA

repeatedly. Although intrahepatic tumor was controlled, lung metas-

tasis of 20 mm was found in January 2012. She was treated with

Cyber-knife, which was effective. Case 3: 84-year-old male with

nonBnonC HCC in 2002 was treated with surgery, TAE, and RFA.

But pleural metastasis was found in January 2012 and he was treated

with Cyber-knife in March 2012, which was effective.

Conclusion: Cyber-knife treatment to the extrahepatic metastasis

from HCC is less invasive than conventional therapy. It showed

efficacy to decrease the size of tumor for most patients. We have to

accumulate more cases to evaluate the efficacy and safety of the

Cyber-knife treatment.
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The relationship between Mononuclear cells, monocyte
macrophages, endothelial progenitor cells and prognosis
of hepatocellular carcinoma

Kun Yan1, Wei Cheng2, Zong Fang Li1, Zong Zheng Ji1

1General Surgery Department, 2nd Affiliated Hospital, Medical

School of Xi’an Jiaotong University, Xi’an, 22nd Respiratory

Medicine Department,, Xi’an Childern Hospial, Xi’an,

China

Background: Mononuclear cells were part of a group of bone mar-

row stem cell, which is considered as the Middle group of somatic

cells for their function. The Features of mononuclear cells is lacking

specific molecular markers. While they have capable of differentiate

at least two kind of differentiation cells, include monocyte macro-

phages and endothelial progenitor cells. Monocyte macrophage cells

involve in tumor immunity, transfers, etc. Endothelial progenitor cells

involve in Vasculogenesis. This experiment is designed to reveal the

relationships between these cells and prognosis of patients with

hepatocellular carcinoma.

Methods: Obtained mononuclear cells from 1 ml Peripheral blood by

density gradient centrifugation which diagnosis as hepatocellular

carcinoma (236 case), counting and sorting endothelial progenitor

cells and monocyte macrophage cells with flow cytometry, then

calculate the relative number. 20cnormal volunteers are selects as

control. Draw the Survival curves and observation the relationship

between these cells and the clinical prognosis.
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Results: Circulating mononuclear cells in patients with hepatocellular

carcinoma and normal controls are not significantly different (P [
0.05). Endothelial progenitor cells and mononuclear macrophages

differ significantly (P \ 0.01). Low endothelial progenitor cell count

in patients with longer survival, monocyte macrophage count has

nothing to do with the survival time of patients.

Conclusion: Mononuclear cells are not proliferation in hepatocellular

carcinoma, but their differentiation way are Change. Monocyte

macrophage count does not reflect the anti-tumor immune response.

Endothelial progenitor cell count may prompt the development and

metastasis of tumors.
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Prognosis of initial radiological progression in patients
with advanced hepatocellular carcinoma: role of hand-foot skin
reaction and dose adjustment

Chen-Chun Lin1, Shi-Ming Lin1, Wei-Ting Chen1, Yi-Cheng
Chen1, Chao-Wei Hsu1, Wei-Chen Lee2

1Division of Hepatology, Liver research unit, department

of Gastroenterology and Hepatology;, 2Division of Liver

and Transplantation Surgery, Chang Gung Memorial Hospital,

Linkou, Taoyuan, Taiwan R.O.C.

Introduction: Sorafenib has the ability to prolong survival of patients

with advanced hepatocellular carcinoma (HCC). Hand-foot skin

reaction (HFSR) was often occurred in the first month of treatment.

Aim: We tried to explore the role of early HFSR on the prognosis of

the patients who showed initial radiological progression (PD) after

sorafenib treatments.

Method: From September 2010 to February 2012, a total of 52

patients with advanced HCC received sorafenib treatments with initial

dose of 800 mg per day. CT scans were done every 6 weeks to

evaluate the radiological response. Primary endpoint was overall

survival. Early HFSR was defined as the occurrence of HFSR within

the first month of treatment.

Results: The basic data of all patients were age of 66.0 ± 11.8 years,

male/female (40/12), Child-Pugh class A/B (30/32), AJCC TMN

stage 2/3a/3b/3c/4 (1/9/10/3/29), and HBsAg positive (31, 59.6%).

The median overall survival was 6.4 ± 2.4 months. Patients with

initial PD (25, 48.1%) had shorter survival than whom with initial

disease control (5.2 ± 2.2 vs. 13.6 ± 7.8 months, P = 0.004).

Prognostic factors on survival were analyzed by Cox-regression

model and showed that Initial PD (P = 0.010, HR = 2.761, 95%

CI = 1.274*5.9982), early HFSR within first month (P = 0.009,

HR = 0.382, 95% CI = 0.185*0.790), and dose adjustment

(P = 0.020, HR = 0.363, 95% CI = 0.155*0.852) were the inde-

pendent factors. Early HFSR occurred in the 12 (48%) of the 25 initial

PD patients. Dose adjustment (91.7% vs. 61.5%, P = 0.078) and

treatment duration [ 60 days (75.0% vs. 23.1%, P = 0.009) were

more in patients with early HFSR than in patients without early

HFSR. The median survival of initial PD with early HFSR was sig-

nificantly longer than those without early HFSR (8.5 ± 3.0 vs.

2.9 ± 5.4 months, P = 0.018) (Table 1).

Conclusions: Patients with initial PD after sorafenib treatments had

poor prognosis. However, longer survival still could be predicted if

occurrence of early HFSR and maintenance of their treatments after

adjustment of sorafenib doses.
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Liver stiffness, interquartile range and common
biomarkers may accurately predict hepatocellular
carcinoma in HCV related cirrhosis

Diana Feier, Radu Badea, Monica Lupsor, Horia Stefanescu,
Olimpia Chira

IRGH, University of Medicine and Pharmacy, Cluj-Napoca,

Cluj-Napoca, Romania

Background and aims: Liver stiffness (LS) is increased in patients

with cirrhosis and hepatocellular carcinoma (HCC), but it cannot

differentiate between the two conditions. Therefore, our aim was to

develop and validate a noninvasive prediction model for HCC in

HCV cirrhotic patients by combining LS measurement data with

common biochemical parameters.

Methods: We performed a case matching study comparing HCV

cirrhotic patients with and without HCC (72/group) that were iden-

tical in terms of sex, age, BMI and years of HCV infection. All

patients underwent LS measurement, endoscopy, liver imaging and

usual serum determinations. A multiple regression analysis was per-

formed and a HCC prediction model was calculated, which was

further validated in another group of 40 HCV infected cirrhotics, of

which 52% had HCC.

Results: In the HCC group LS was significantly higher (42 vs 27 kPa,

p \ 0.0001). In multivariate analysis higher values of LS, alanine-ami-

notransferase (ALAT), alpha-fetoprotein (AFP) and interquartile range

(IQR) of LS measurements were independently associated with the

presence of HCC (p\ 0.0001 for all parameters; Odds Ratios of 8.27,

1.01, 1.04 and 1.16, respectively). The prediction model combining the

four variables showed a good diagnostic performance in both training and

validation groups, with AUROCs of 0.86 and 0.8, respectively.

Conclusion: In HCV related cirrhosis, HCC is associated with

increased LS and IQR values, as well as with high ALAT and AFP

levels. Combining these four parameters into a regression model, liver

cancer may be noninvasively predicted with good accuracy, which

may be helpful in everyday clinical practice.
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Serum adiponectin Level is not a good biomarker of HCC
in cirrhotic patients with chronic HCV or HBV infection

Magdalena Monika Dabrowska, Joanna Kozlowska, Tomasz
Mikula, Janusz Cianciara, Alicja Wiercinska-Drapalo

Table 1

P

value

H.R. 95% C.I.

Lower

limit

Upper

limit

Child-Pugh score (5 vs. 6) 0.508 0.784 0.382 1.610

Initial progression (vs. Disease

control)

0.010 2.761 1.274 5.982

AFP level B1000 ng/mL

(vs. [1000 ng/mL)

0.648 0.836 0.388 1.802

Early HFSR within 1st month 0.009 0.382 0.185 0.790

Dose adjustment (yes vs. no) 0.020 0.363 0.155 0.852
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Background/aims: Adiponectin is shown to be a good liver fibrosis

marker in chronic hepatitis B and C. Moreover, it is inversely linked

with development and progression of various cancers. We evaluated

whether adiponectin serum levels were associated with the prevalence

of hepatocellular carcinoma (HCC) in cirrhotic patients with hepatitis

C virus (HCV) or hepatitis B virus (HBV) infection.

Methods: A cross-sectional study was conducted on 141 HCV or

HBV-infected cirrhotic patients (78 males, mean age 57 years, 45

with confirmed HCC). The serum adiponectin levels were measured

by enzyme-linked immunosorbent assays. The relationship between

adiponectin levels and liver function tests, MELD, alpha-fetoprotein

(AFP) levels and age was also evaluated. In statistical analyses U

Mann-Whitney and Spearman correlation tests were used.

Results: There was no significant difference in the medium serum

adiponectin level between HCC-positive and HCC-negative cases

(124038 ng/mL vs 73396 ng/mL; p = 0.19). However, the medium

serum adiponectin level was considerably higher in patients with

Child-Pugh C grade in comparison to patients with Child-Pugh A

grade (278079 ng/mL vs 58351 ng/mL; p = 0.005). Moreover,

positive, but not significant, correlation between serum adiponectin

level and MELD was found (r = 0.22, p = 0.06).

Conclusions: Our results suggest that serum adiponectin level may be

a good biomarker of the liver disease progression, but not the prev-

alence of HCC in cirrhotic patients with chronic HCV or HBV

infection.
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Phase 2 trial of JX-594, an oncolytic immunotherapy, followed
by sorafenib in patients with advanced hepatocellular carcinoma
(HCC)

Jeong Heo1, Mong Cho2, Caroline J. Breitbach3, Tae-Ho Hwang1,
Chang Won Kim4, Ung Bae Jeon2, Hyun Young Woo5, Ki-Tae
Yoon2, Jun Wo Lee1, James Burke6, Theresa Hickman6, Kara
Dubois6, Lara Longpre6, Rick Patt7, David H. Kirn6

1Pusan National University Hospital, 2Pusan national university

Yangsan Hospital, Busan, Republic of Korea, 3Jennerex

Biotherapeutics, San Francisco, CA, USA, 4Pusan National

University, 5Dong-A University College of Medicine, Busan,

Republic of Korea, 6Jennerex Inc, San Francisco, CA, 7RadMD,

New York, NY, USA

Background: JX-594 is an oncolytic immunotherapy designed to

selectively replicate in and destroy cancer cells with epidermal

growth factor receptor (EGFR)/ras pathway activation, while simul-

taneously expressing granulocyte macrophage-colony stimulating

factor (GM-CSF). The resulting mechanisms-of-action are direct

oncolysis, tumor vascular disruption and anti-tumor immunity

(Reviewed in Nat Rev Cancer 2009). JX-594 was well-tolerated

intravenously (IV) (Nature 2011) and intratumorally (IT) (Lancet
Oncol 2008). Complementary anti-tumor effects are predicted with

JX-594 followed by sorafenib due to acute vascular disruption effects

with JX-594 and anti-angiogenic effects with sorafenib.

Objectives: The primary objective of the study was to determine the

safety of JX-594 followed by sorafenib in patients with advanced

HCC. Secondary objectives include disease control rate (DCR) based

on mRECIST and/or Choi response criteria at Day 25 (after JX-594

only), 6 and 12 weeks.

Methods: Treatment-refractory HCC patients received JX-594 for

three weeks (Day 1 IV, Day 8 and Day 22 IT) followed by sorafenib.

An IT boost dose of JX-594 at Week 12 was optional.

Results: Twenty-five (25) patients were treated in this study; twenty

(20) were refractory to sorafenib. Enrollment has been completed.

The sequential treatment regimen was well-tolerated. Transient flu-

like symptoms (Grade 1-2) and transient leukopenia (lymphopenia,

neutropenia) were the most common adverse events following JX-

594 therapy. Sorafenib toxicities were consistent with the expected

toxicity profile. After JX-594 alone at Day 25, 47% of patients

exhibited Choi (necrotic) tumor responses. Following subsequent

sorafenib therapy, 75% had Choi responses at Week 6–12, including

81% sorafenib-failure patients. The mRECIST disease control rate

was 62% with JX-594 alone and 59% following initiation of

sorafenib.

Conclusions: JX-594 was well-tolerated and associated with Choi

tumor responses following IV and IT injections in patients with

advanced HCC. Subsequent sorafenib was associated with the

expected toxicity profile. Further trials of JX-594 in HCC patients are

warranted.
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The progression of macroscopic portal venous tumor thrombus
of hepatocellular carcinoma is accelerated after protruding
into the main portal vein

Nobuhisa Akamatsu

Hepato-Biliary-Pancreatic Surgery, Saitama Medical University,

Kawagoe, Japan

It is often encountered that the progression of portal venous tumor

thrombus (PVTT) is unexpectedly advanced at the time of surgery in

advanced hepatocellular carcinoma (HCC) cases. The aim of this

study was to investigate the speed of macroscopic PVTT progression

in HCC cases in which the temporal progression of PVTT was con-

firmed via serial radiological findings. 23 cases were included in the

study (13; Vp3 [PVTT within the ipsilateral portal vein], and 10; Vp4

[PVTT invading main portal vein]). The progression of PVTT was

evaluated by enhanced 16-row multi-detector computed tomography.

The overall PVTT progression speed was 0.52 ± 0.31 mm/day. The

speed was 0.75 ± 0.31 mm/day in Vp4 cases, while it was

0.35 ± 0.16 mm/day in Vp3, showing the significantly increased

progression speed in Vp4 cases (p = 0.001). In 5 cases in which the

PVTT progression from Vp3 to Vp4 was serially followed, it was

confirmed that the progression speed was accelerated after protruding

into contralateral portal vein (0.41 ± 0.14 mm/day vs.

0.66 ± 0.21 mm/day, P = 0.003). In conclusion, the progression

speed of macroscopic PVTT in HCC may be accelerated by the

hepatopetal portal venous flow after protruding into major portal vein,

and surgery should be planed as oncological emergency when the

radical resection is considered in such cases.
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Argon plasma laser coagulation is effective for ceasing
gastrointestinal bleeding from radiation gastritis exacerbated
by sorafenib
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Hiroyoshi Taniguchi, Hideo Yoshida, Tatsuya Sato, Yusuke
Shima, Ayako Nakada, Ryunosuke Hakuta, Shinzo Yamamoto,
Dai Akiyama, Yukiko Ito, Yuzo Mitsuno, Ryou Nakata

Department of hepatology and gastroenterology, Japanse Red Cross

Medical Center, Tokyo, Japan

Background: Sorafenib has been reported to have anti-cancer effect

against advanced HCC, though there are few reports concerning the

adverse events. Here we report the severe adverse events concerning

gastrointestinal bleeding related with radiation gastritis.

Pateints: 18 patients with advanced HCC were administered with

sorafenib in our institute.

Results: Four patients out of 18 (22.2%) developed severe gastroin-

testinal bleeding. All of them had the history of radiation in abdomen.

The other 14 patients, who were without any symptoms of gastroin-

testinal bleeding, had no past history of radiation therapy. One patient

suffered from bloody stool after the administration of sorafenib for

two weeks. Fibergastroscopy showed oozing from gastric antral

vascular ectasia (GAVE), and argon plasma laser coagulation (APC)

was used to cease the bleeding. Another patient also suffered from

bloody stool after the administration of sorafenib for three weeks.

Fibergastroscopy showed ulceration and GAVE of the stomach. APC

was also effective for stopping of bleeding, but the patients died one

month later with hepatic failure. The patient had the history of ste-

reotactic body radiotherapy radiation against HCC metastasis to the

diaphragm, which was adjacent to stomach. The other two patients

also suffered from hematemesis after the administration of sorafenib.

As for all of the patients who developed GAVE after the radiation

therapy and administration of Sorafenib, APC was quite effective for

ceasing the bleeding.

Conclusions: There is a strong correlation between severe gastroin-

testinal bleeding after administration of sorafenib and the past history

of radiation therapy to the abdomen. Though APC was effective for

stopping bleeding, the severe adverse events lead to the interruption

of the therapy or death of a patient. Sorafenib exacerbates the radi-

ation gastritis and may cause severe gastrointestinal bleeding.

Indication of sorafenib for the patients with the history of radiation

should be reconsidered carefully.
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Validation of staging systems for hepatocellular carcinoma:
a comparison of the bm-JIS score, the JIS score and the
BCLC staging

Satoshi Kitai1, Masatoshi Kudo1, Namiki Izumi2, Takafumi
Ichida3, Yonson Ku4, Norihiro Kokudo5, Michiie Sakamoto6,
Masatoshi Makuuchi7, Osamu Nakashima8, Osamu Matsui9,
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Keio University School of Medicine, 7Japanese Red Cross Medical
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University Graduate School of Medical Science, Kanazawa,

10Department of Biostatistics, School of Public Health, University of
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Center for Cancer and Cardiovascular Diseases, Osaka, Japan

Background/aims: The Barcelona Clinic Liver Cancer Staging sys-

tem (BCLC) is the most widely used system and has been reported to

have good stratification ability in patients with hepatocellular carci-

noma (HCC). Similarly, the Japan Integrated Staging (JIS) score and

the biomarker combined JIS (bm-JIS) score also has been reported to

effectively stratify patients with HCC. The aim of this study was to

examine which staging systems can predict the survival of patients

with HCC.

Methods: The Liver Cancer Study Group of Japan reported the

results of the 18th nationwide surveys of primary liver cancer in Japan

(from January 2004 to December 2005). In these reports, 20,753

individuals were registered as newly diagnosed HCC. Among them, a

total of 4,650 HCC patients were included in this retrospective study.

The stratification ability and prognostic predictive power were com-

pared between these three staging systems.

Results: There were significant differences between the survival

curves for all BCLC scores (p \ 0.0001), all JIS scores (p \ 0.0001)

and all bm-JIS scores (p \ 0.0001). The independent homogenizing

ability and the stratification value of three staging systems determined

by the likelihood ratio test using the Cox proportional hazard

regression model showed the bm-JIS score to have a higher value

(chi2 = 972.7581) than the JIS score (chi2 = 758.1041) and the

BCLC staging system (chi2 = 679.6832. The likelihood ratio chi2

test showed the highest value and the Akaike information criterion

value was lowest in the bm-JIS score.

Conclusions: The bm-JIS score showed good stratification ability and

was thus demonstrated to be a better predictor of the prognosis than

the JIS score and the BCLC score.
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First-line brivanib (BRIV) versus sorafenib (SOR)
in unresectable, advanced hepatocellular carcinoma (HCC):
Asia/non-Asia survival results in phase 3 BRISK-FL study
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Republic of Korea, 16High Specialty Central South Hospital, Mexico

City, Mexico, 17Department of Gastroenterology and Hepatology,

Kinki University School of Medicine, Osaka, Japan, 18Bristol-Myers

Squibb, Princeton, NJ, USA, 19School of Cancer Sciences, University

of Birmingham, Birmingham, UK

Background/aims: BRIV is a selective dual inhibitor of vascular-

endothelial growth factor and fibroblast growth factor receptors

implicated in HCC growth and angiogenesis. SOR is the only sys-

temic treatment for advanced HCC with survival benefit. We report

subgroup survival analyses in a phase 3 trial comparing BRIV with

SOR as first-line treatment of unresectable, advanced HCC.

Methods: Patients were randomized (1:1) to BRIV (800 mg) once/

day or SOR (400 mg) twice/day, each given orally with placebo.

Primary endpoint was overall survival (OS). Secondary efficacy and

safety endpoints were evaluated.

Results: A total of 1155 patients were randomized (Asia overall,

n = 718 [62%], with 223 [19%] from China; non-Asia, n = 437

[38%]). Baseline characteristics were balanced between arms. The study

did not meet its primary objective of demonstrating OS non-inferiority

for BRIV vs SOR since the upper limit of 95% confidence interval (CI)

for the hazard ratio (HR) exceeded the non-inferiority boundary (1.08) in

the per protocol population (HR, 1.06; 95% CI, 0.93–1.22). HRs for

median OS differences for BRIV vs SOR were consistent between the

intent-to-treat (ITT) population (9.5 vs 9.9 mos; HR, 1.07; 95% CI,

0.94–1.23) and Chinese (7.9 vs 8.9 mos; HR, 1.18; 95% CI, 0.87–1.62),

Asian (8.7 vs 8.9 mos; HR, 1.08; 95% CI, 0.91–1.28), and non-Asian

(10.9 vs 11.8 mos; HR, 1.11; 95% CI, 0.88–1.40) subgroups. Most fre-

quent (C 5% in either arm) grade 3–5 adverse events (AEs) from any

cause for BRIV and SOR were hyponatremia (24%, 10%), fatigue (15%,

7%), hypertension (14%, 5%), decreased appetite (8%, 3%), proteinuria

(5%, 1%), and hand-foot skin reaction (2%, 15%). Discontinuation for

AEs was 43% for BRIV and 33% for SOR.

Conclusion: Survival differences for BRIV vs SOR were generally

consistent among the entire population and Chinese, Asian, and non-

Asian subgroups. BRIV had an acceptable safety profile, but was

generally less well-tolerated than SOR.
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Survival outcome of patients with spontaneously ruptured
hepatocellular carcinoma treated surgically or by transarterial
embolization

Young-Joo Jin, Jin-Woo Lee, Byung-Wook Bang, Seok Jeong,
Kye Sook Kwon, Don Haeng Lee, Hyung Gil Kim, Yong Woon
Shin, Young Soo Kim

Inha University Hospital, Incheon, Republic of Korea

Background/aims: Clinical outcomes of patients that underwent sur-

gery, transarterial embolization (TAE), or supportive care for

spontaneously ruptured hepatocellular carcinoma (HCC) were evaluated.

Methods: A consecutive 54 patients who diagnosed as spontaneously

ruptured HCC at our institution between 2003 and 2012 were retro-

spectively enrolled. We compared clinical outcomes after surgical

resection, TACE/TAE, or supportive care in these patients.

Results: The median age was 54 years (range, 30–87 years). The

most common cause of HCC was hepatitis B virus infection (66.7%).

Median tumor size was 8.5 cm (range, 0.9–25.5 cm), and 4 (7.4%)

had HCCs within Milan criteria. Of the 54 patients, 6 (11.1%)

underwent surgery, 25 (46.3%) TAE, and 23 (42.6%) supportive care.

The 2-, 4-, and 6-months cumulative survival rates at 2-, 4-, and

6- months were significantly higher in the surgery (60%, 60%, and

60%) or TAE(36%, 20%, and 20%) groups than in the supportive care

group (8.7%, 0%, and 0%), respectively (each, P \ 0.01), and tended

to be higher in the surgical group than in the TAE group. Multivariate

analysis showed that serum bilirubin (Hazard ratio [HR] 1.09,

P \ 0.01), creatinine (HR1.46, P = 0.04), and vasopressor require-

ment (HR 2.37, P = 0.02) were significantly associated with post-

treatment mortality, whereas surgery (HR 0.41, P \ 0.01), and TAE

(HR 0.13, P = 0.01) were inversely associated with post-treatment

mortality.

Conclusions: Post-treatment survival after surgery or TAE was found

to be better than after supportive care, and surgery tended to provide

better survival benefit than TAE. However, serum bilirubin, creatinine

level, and hemodynamic status should be considered during treatment

decision making in patients with spontaneous HCC rupture.
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Outcomes of posthepatectomy recurrence in hepatocellular
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Background: Hepatic resection is one of the major treatment meth-

ods for Hepatocellular carcinoma. But postoperative recurrence rate

was high and the prognosis after recurrence was disappointed.

Recently various and many treatment modalities (such as TACE,

RFA, Radiation therapy and etc) were introduced and applied for

HCC management. We investigated the outcomes of recurred patients

after R0 hepatic resection.

Patient and methods: In Korea cancer center hospital, 608 cases of

curative hepatic resections were performed during 20 years consec-

utively. Most of the patients were male, hepatitis B positive, single

lesion and good liver function preoperatively.

We performed multidisciplinary treatments after recurrence.

Median follow up period was 45.5 month.

Results: In total 603 patients, 5 year OS and DFS were 60.5% and

43.1% and in recurrence group, 5 year OS were 45.2%. But 5 year

survival rate after recurrence were 24.0% and survival was improved

more recent periods than former periods. The affecting prognostic

factors of survival in posthepatectomy recurrence group were pre-

operative high AFP, perioperative transfusion and venous invasion.

Conclusion: Postoperative recurrence was still high but survival after

recurrence was improving according to times. Multidisciplinary

treatments might be helpful in selected patients. Further study will be

needed for management of posthepatectomy recurrence including

multidisciplinary treatments.
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Background and aim: To determine the epidemiology of patients

with hepatocellular carcinoma (HCC) at a large tertiary referral centre

in Malaysia.

Method: Retrospective analysis of patients diagnosed with hepato-

cellular carcinoma presenting to outpatient and inpatient services at

National University of Malaysia from 1st August 2006 to 31st October

2011.

Results: A total of 83 patients were identified with HCC during the

study period but 7 patients had to be excluded due to incomplete data.

The median age of diagnosis was 58.7 years old (range: 37 - 82 years)

and majority were male 58 (76.3%). HCC was seen more frequently

among the Chinese 40 (52.6%) and Malays 30 (39.5%) as compared

to Indian 1 (1.31%) and foreigners 5 (6.6%). The risk factors for

HCC: Hepatitis B, n = 34, 44.7%, of which 19(55.9%) were cir-

rhotic; followed by chronic hepatitis C, n = 21, (27.6%), cryptogenic

n = 18 (23.7%), alcohol n = 3 (3.9%). Hepatitis B associated HCC

was common among the Chinese (45%) and Malays (43%) as com-

pared to Indian and foreigners. 13 (17.1%) patients had normal

(\ 6.72 ng/ml) alpha feto protein (AFP) level, more than half of the

patients, 43 (56.6%) were noted to have alpha feto protein (AFP) of

more than10 x above upper limit of normal (ULN) and 20 (26.3%)

patients with AFP level within 109 of ULN at time of diagnosis. At

diagnosis 33 patients (43.4%) had multicentric HCC and 30 patients

(39.5%) had solitary lesions.

Conclusions: Hepatocellular carcinoma at our centre is strongly

associated with chronic hepatitis B infection and this is consistent

with endemicity of Hepatitis B in our country. Our patients presented

at an earlier age compared to the Western population and most (82%)

had raised AFP at diagnosis. Unfortunately, almost half of our

patients had advanced malignancy on presentation suggesting the

need for closer surveillance of Hepatitis B patients.

Topic: 13.b Clinical

Absno: 1340

The efficacy of TACE for small hepatic nodules with discrepancy
between CT and MRI in chronic liver disease

Jung Hee Kwon1, Jeong-Hoon Lee1, Jeong Min Lee2, Jae Young
Lee2, Hyo-Cheol Kim2, Jin Wook Chung2, Jae Hyung Park2,
Won-Mook Choi1, Minjong Lee1, Jeong-Ju Yoo1, Dong Hyeon
Lee1, Yuri Cho1, Yun Bin Lee1, Eun Ju Cho1, Su Jong Yu1, Yoon
Jun Kim1, Jung-Hwan Yoon1, Chung Yong Kim1, Hyo-Suk Lee1

1Department of Internal Medicine and Liver Research Institute,
2Department of Radiology, Seoul National University College

of Medicine, Seoul, Republic of Korea

Background: In patients with chronic liver disease, imaging diag-

nosis of 10–20 mm-sized small nodules is still problematic and there

are frequent discrepancy between dynamic CT and MRI result.

Moreover, the optimal treatment modality for small hepatocellular

carcinoma (HCC) with discrepancy between CT and MRI results is

still unclear. In this study, we aimed to compare the treatment out-

come of transarterial chemoembolization (TACE) and that of

radiofrequency ablation (RFA) for those small nodules.

Methods: In a prospective study that evaluated the diagnostic effi-

cacy of MRI and CT for 10–20 mm-sized small hepatic nodules in

patients with chronic liver disease, 68 small hepatic nodules with

atypical enhancement on contrast-enhanced CT had been assessed

with gadoxate-enhanced MRI at a single institution from February

2010 to October 2011. Among them, 26 lesions in 23 patients

showing typical enhancement on MRI were prospectively included in

this post hoc analysis. Treatment outcome was evaluated in CT scan

at one month after treatment. To assess local recurrence, enhanced CT

or MRI was done every 3–4 months.

Results: Eighteen and eight lesions were treated with TACE and

RFA, respectively. Among 18 lesions which treated with TACE,

fifteen showed tumor staining in angiography (83.3%) and 14 had

lipiodol uptake in immediate or 2 weeks later images (77.8%). All

lesions treated with RFA were successfully ablated. The rates of

complete treatment of TACE and RFA were 55.6% (10/18) and 100%

(8/8), respectively, at one month after treatment (P = 0.03). During

mean follow up period of 12 months, there was one marginal recur-

rence at 8 month after TACE, and two marginal recurrences at 17 and

19 months after RFA.

Conclusion: TACE shows significantly inferior local control rate for

small HCC with atypical enhancement on CT and typical enhance-

ment on MRI. Therefore, other treatment modality might be

recommended for those lesions.
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Background: Hepatocellular carcinoma (HCC) is the third common

cause of cancer related deaths and its prognostication is still subop-

timal. Among the signalling pathways, Wnt pathway is the best

characterized, commonly activated by b-catenin mutation. Tumor

hypoxia also plays an important role in the development and pro-

gression of HCC. Based on these, the aim of this study was to

establish a prognostication algorithm and therapeutic stratification for

HCC.

Methods: Tissue microarrays were constructed for 121 primary HCC

resection cases, which were evaluated by immunohistochemistry

(IHC) for key biomarkers for prognostication. The results were val-

idated in another cohort of 85 HCC cases. For therapeutic

stratification, 179 primary HCC cases were evaluated for HIF-1a,

VEGF, b-catenin, cyclin D1 and E-cadherin by IHC. The results were

correlated with the clinicopathological factors, including survival.

Results: Multivariate Cox-regression analysis showed that p53, AFP,

CD44 and CD31, tumor size and vascular invasion, were significant

predictors for worse survival in HCC patients. A morpho-molecular

prognostic model (MMPM) was constructed and it was a significant

independent predictor for overall survival (OS) and relapse free sur-

vival (RFS) (p \ 0.001). The OS and RFS of HCClow were higher

(104 and 78 months) as compared to HCChigh (73 and 43 months).

The validation group reproduced the same findings. For therapeutic

stratification, we formulated a hypoxia-related therapeutic model

(HRTM). The cohort of 179 HCC cases was stratified into three

groups, based on the positive expression of hypoxia/Wnt markers.

The results show that the group representing the combined phenotype

of hypoxia and Wnt markers was strongly associated with short OS
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and RFS as compared to the groups representing the phenotype of

hypoxia or Wnt markers alone.

Conclusion: The MMPM and the HRTM are examples of innovative

ways for patient prognosis and potential patient stratification.
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Background/aims: Diabetes has been associated with an increase risk

of hepatocellular carcinoma. The aim of this study was to evaluate the

characteristics of hepatocellular carcinoma in diabetic patients.

Methods/material: Observational descriptive type of study was

conducted in Gastroenterology department in isra university hospital,

hyderabad, Pakistan from 2005 to 2010, total 371 patients of HCC

were analyzed and they were divided into two groups with or without

diabetes and their clinical, laboratorial and imaging features were

compared in relation to diabetes.

Results: 371 patients were included, of these 90 (24.1%) were dia-

betic and 281 (75.7%) were not diabetic, 78.8% were males and

21.2% females, 76.5% patients were anti-HCV positive, 5.9% HBV

positive and 5.9 were both anti-HCV and HBV positive. In diabetic

group (93.3 %) of patients cirrhosis was diagnosed. Of these cirrhotic

patients, (23.3%) belonged to Child Pugh’s group A, (38.9%) to

CHILD B, and (37.8%) to CHILD C. A single tumor nodule was

found in (56.70%), more than one nodule in (43.3%), and (1.1%) had

a diffusely infiltrating tumor. Portal vein thrombosis was present in

(21.1%). Levels of alpha-fetoprotein were elevated above 400 in

32.2% of patients in diabetic group. Most of patients were in okuda

stage 2 (57.3%) and 3 (15.6%).

Conclusion: Our study concluded that diabetes is associated with an

increase risk of HCC and Most of these patients are anti-HCV posi-

tive and have elevated alpha-fetoprotein with monocentric hepatoma

and okuda staging 2.
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Background: The clinical features of chronic hepatitis C patients

who developed HCC after achieving a sustained viral response (SVR)

using interferon (IFN) therapy were investigated.

Methods: The clinical features of 130 patients at 19 hospitals who

developed HCC after achieving an SVR were reviewed and the rate of

HCC occurrence was analyzed.

Results: Overall, 107 (82%) of the 130 patients were men; 72 (55%)

patients developed HCC during theirsixties, and 92 (71%) were

60 years or older. Collectively, 76 (58%), 38, and 16 patients

developed HCC within 5 years, 5–10 years, and 10–16.9 years after

undergoing IFN therapy, respectively. Prior to IFN therapy, 92 (71%)

patients had cirrhosis and/or a low platelet count (\15 9 104/mL).

Obesity, alcohol intake, and diabetes mellitus were seen in 26%, 29%,

and 20% of the patients, respectively. Six patients younger than

60 years did not have these background features or a low platelet

count. Among 4542 SVR patients, HCC occurred in 109 (2.4%)

during a 5.5-year follow-up period, resulting in an occurrence rate of

4.6% and 0.6% among male and female SVR patients, respectively.

Conclusion: The development of HCC among SVR patients, even

more than 10 years after IFN therapy, is not uncommon. Most of

these patients were men with advanced liver fibrosis and a back-

ground of alcohol consumption, obesity, or diabetes mellitus prior to

IFN treatment. However, several patients did not have these back-

ground characteristics, suggesting that all SVR patients should

undergo long-term follow-up examinations for the development of

HCC.
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Background/aims: The study aimed to assess the main features of

hepatocellular carcinoma in relation to the presence or absence of

Anti-HCV antibody.

Methods: A total 371 patients with hepatocellular carcinoma were

the subject of this prevalence study. They were divided into two

groups with or without Anti-HCV positive. Clinical status, radiolog-

ical imaging and laboratory findings were noted.

Results: We found that 233 (62.8%)of cases were positive for hep-

atitis C virus antibody and 138(37%) were negative for Anti-HCV.

The mean age of detection was over 60 years. The male to female

ration among anti-HCV positive patients were 83% in males and

16.8% in females, in contrast to among anti-HCV negative patients

84.6% in males and 15.4 % in females. The majority of cases 96.4%

in HCV positive group and 87.9% in non-HCV group had underlying

cirrhosis and decompensation with ascities (34.6% vs. 19.8%).

Regarding radiological imaging most of patients had multicentric

hepatoma (34.6%vs19.8%) and portal vein thrombosis (24.3% vs

20.9%). Overall the level of alpha-fetoprotein was significantly higher

more then 400 ng/dl in 161 (43.8%)of patients.
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Purpose: 18F-fluoro-deoxyglucose positron-emission tomography

(18F-FDG PET) monitoring of FDG uptake may be an useful for

assessment of the biological behavior of hepatocellular carcinoma

(HCC). We evaluated the correlation between 18F-FDG PET with

clinical characteristics and prognosis.

Methods: In total, 58 HCC patients undergoing 18F-FDG PET before

transarterial chemoembolization (TACE) between May, 2007 and

May, 2010 at Seoul St. Mary’s hospital were evaluated retrospec-

tively. The ratio of tumor maximal SUV to liver mean SUV (Tsuvmax/

Lsuvmean) was tested as a predictive factor. Primary endpoints were

the clinical characteristics and treatment response according to

Tsuvmax/Lsuvmean. The secondary endpoint was time to progression.

Results: A high SUV ratio (cutoff value of 1.70) correlated signifi-

cantly with tumor size (C 5 cm) and serum AFP level (C 400 ng/mL).

Objective response rates were significantly different above (15.7%) and

below (66.6%) the cutoff value (P = 0.023). Patients in the low SUV

group had a median TTP of 16.8 months compared with 8.1 months in

the high SUV group (P = 0.011). Overall survival in the high SUV ratio

group was worse than that in the low SUV ratio group (median, 56.5 vs.

23.3 months), although the difference was not statistically significant in

a multivariate analysis.

Conclusions: Tumor metabolic activity (Tsuvmax/Lsuvmean), assessed

by PET/CT, is an independent predictor of treatment response with

TACE in intermediate-stage HCC. The Tsuvmax/Lsuvmean, can be

used to predict tumor progression. Thus, 18F-FDG PET can provide

valuable information for prediction of the prognosis and aid in

decisions regarding treatment strategy.
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Background and aims: Hepatocellular carcinoma (HCC) is the

commenest primary tumor of the liver. Alpha fetoprotein (AFP) is the

most helpful serum marker for HCC. AFP appear to be affected by

ethnicity, underlying cause of liver disease and tumor stage. The

Couinaud system (CS) of defining liver segmental anatomy divides

the liver into 8 segments.

Methods: We analyzed 30 consecutive patients who lived in Thrace

region of Anatolia with HCC diagnosed by helical CT and biopsy

findings in Thrace University Medicine Faculty Gastroenterology

Unit. After defining the CS segments invased, we compared AFP and

HBV DNA in HBV induced HCC cases.

Results: The mean age of 30 patients was 65.7 in 4 (13.3 %) female

and 60.6 in 26 (86.7 %) male. At diagnosis 23 (76 %), 3 (10 %), and 4

(14 %) patients were Child-Pugh (CP) class A, B and C respectively.

Underlying inducers of HCC were HBV 70% (21), HCV %13.3 (4)

and other 16.6 % (5). The liver CS segments involved were S:1/30,

2:3/30, 3:1/30, 4:7/30, 5:12/30, 6:20/30, 7:12/30, 8:9/30. Four cases

had isolated segment (IS) 8 invasion. One of the IS 8 cases was a

young male with fibrolamellar Ca, the other three IS 8 cases were old

with negative AFP. AFP levels increased directly with the mass sizes

and high DNA but two cases with high HBV DNA and negative AFP

had IS 8 involvement.

Conclusions: Our findings indicated that HCC patients had mostly

HBV hepatitis (70%), male predominant (86.7%) and CP A. HCC

mostly invased CS S6, 5, 7 with high AFP but the dome was rarely

invased isolatedly which had no AFP secretion. Higher AFP also

more commonly observed with high HBV DNA.
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Background and study aims: According to modified UICC stage,

the HCC patients with regional lymph node metastasis (LNM) is

classified to stage IV regardless of T stage, however, the clinical

outcome and factors affecting survival in this group were not well

defined. We studied the clinical outcomes and prognostic factors of

HCC patients with regional LNM.

Patients and methods: From 2005 to 2011, 301 patients who had

HCC with regional LNM were enrolled at Samsung Medical Center,

Seoul, Korea. The LNM were radiologically diagnosed at initial

presentation with HCC. After exclusion of 228 patients, medical

records of 73 patients were retrospectively reviewed finally. The

survival and prognostic factors of patients with HCC who had only

LNM was compared to that of patients who had concurrent extrahe-

patic metastasis in addition to LNM.

Results: Of the 73 patients, 44 (60.3%) were in only regional LNM

group and 29 (39.7%) in regional LNM plus systemic metastasis

group. The overall median survival was 152 days, and the 1-, and

2-year survival rates were 25.7% and 1.3%, respectively. The 1-, and

2-year survival rates in patients with only LNM and LNM plus

extrahepatic metastasis were 41.6%, 19.4% and 3.4%, 0%, respec-

tively. The median survival of patients with only LNM was

significantly longer than in those with LNM plus extrahepatic

metastasis (255 days vs. 82 days, p \ 0.001). Multivariable analysis

revealed that Child-Pugh class, largest intrahepatic tumor size, vas-

cular invasion, lymph node size and systemic metastasis were

independent predictors of survival.

Conclusions: The prognosis of HCC patients with only regional

LNM is better compared with those with LNM plus extrahepatic

metastasis. Most of the HCC patients with regional LNM but no

systemic metastasis were treated by locoregional therapies, such as

transarterial chemoembolization (TACE) ± radiotherapy and overall

survival could be extended to 8.5 months.
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Objective: To investigate the effect and safety of Gelfoam Particles

and to verify the value of Gelfoam Particles in the treatment of huge

hepatic carcinoma.

Methods: The clinical data of 56 cases with huge hepatic carcinoma

in my hospital from January 2012 to August 2012 were analyzed,

patients were divided into two groups by different embolization

agents. Group A was treated with lipiodol emulsion,and group B was

embolized with lipiodol emulsion and 350um-560um gelatin sponge

particle. Statistical analysis was performed on the changes of the level

of serum AFP and the transaminase level between two treatment

groups after procedure. Comepare was also taken on 2 groups CT

performance and side effects after procedure.

Results: The group which combined gelatin sponge particle was

superior to the control group in changes of decrease in the serum AFP

level and the deposition of lipiodol emulsion, while no significant

differences could be found for the change of transaminase level. The

group which combined gelatin sponge particle maybe increase the

side effects.

Conclusion: In the treatment of Huge Hepatic Carcinoma with Gel-

foam Particles combined could promote the decrese of the serum AFP

level and did not have more impairment to the liver function. It has

good clinical effect of Gelfoam Particles in TACE to the Treatment of

primary hepatic carcinoma.
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Introduction: Data on the long-term prognosis of hepatocellular

carcinoma (HCC) among Filipinos remains is currently lacking.

A prognostic staging of HCC based on tumor-related and patient

variables is necessary in planning treatment and long-term goals. This

study aims to validate a prognostic scoring index in predicting one-

year survival in patients with advanced HCC.

Methods: A retrospective review of 378 diagnosed HCC patients

from January 2003 to June 2011 was done. Baseline clinical data and

tumor- related variables were recorded. Interventional treatments

given such as ablation therapy or trans-arterial chemoembolization

were identified. A scoring system was made using the clinical vari-

ables and one-year survival rates determined. A prospective analysis

of the scoring index was done. Data analysis was performed using

log rank test, Pearson’s chi-square and Kaplan Meier Survival

Analysis.

Results: The following factors were significantly associated with

survival rates: presence of diabetes, alcohol consumption, tumor size,

tumor number, AFP and Child-Pugh class. Scores were categorized as

good (0–4), intermediate (4.1-7) and poor prognosis ([ 7.1). Survival

analysis showed patients with good prognosis had a 94% survival;

intermediate stage at 71%, and poor category at 35%. Subgroup

analysis of cumulative survival according to treatment given (RFA or

TACE) showed the following results: good 100% survival, interme-
diate 76%, and poor 44%. In the validation phase, 21 patients were

included. All patients with good prognosis survived while those with

poor scores died. The survival rate for intermediate prognosis was

33%. The survival rates

In each group was significantly different (p-value 0.003) and there

was a statistically significant association between the scoring system

and 1-year survival (p-value 0.001).

Conclusion: The scoring system can be used as a guide to predict the

survival of HCC patients based on the prognostic index. A larger

population is recommended to perform subgroup analysis in patients

who received intervention.
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Background: Hepatocellular carcinoma (HCC) with portal vein

tumor thrombosis (PVTT) has a very poor prognosis. Hepatic arterial

infusion chemotherapy (HAIC) has been used as a therapeutic option

for patients with advanced HCC. The objective of this study was to

evaluate the prognostic factors as well as efficacy of HAIC for the

huge HCC patients with PVTT.

Method: Fifty HCC patients with huge tumor and PVTT were treated by

HAIC via subcutaneously implanted port. Chemotherapeutic regimen

consisted of 35 mg/m2 epirubicin on day 1, 60 mg/m2 cisplatin for 2 hours

on day 2, and 500 mg/m2 5-fluorouracil (5-FU) for 5 hours on day 1-3.

Treatments were repeated every 3 or 4 weeks. During or After the HAIC

treatment, additional therapeutic modalities were performed as necessary.

Results: Out of the 50 patients, 3 (6%) achieved a complete response

(CR), 13 (26%) showed partial response (PR), and 22 (44%) had

stable disease. Median survival and time to progression were

7 months and 2 months. After two cycle of HAIC, CR was achieved

in 1 patient (2%), PR in 10 patients (20%) and SD in 26 patients

(52%). Significant pre-treatment prognostic factors were tumor vol-

ume of \ 400 cc and normal level of protein induced by vitamin K

absence or antagonist (PIVKA)-II (P = 0.007 and 0.016). After 2

cycles of treatments, disease control (CR + PR + SD) and PIVKA-II

reduction over 50% were independent factors for survival (P = 0.048

and 0.025). In addition, objective response (CR + PR) and PVTT

response were significant prognostic factors (P = 0.043 and 0.005).

Conclusion: HAIC with ECF regimen is tolerable and effective in

advanced HCC patients with PVTT. Tumor volume (\ 400 cc) and

normal PIVKA-II were pre-treatment prognostic factors, and tumor

response, PVTT and PIVKA-II response were post-treatment prog-

nostic factors. Therefore, HAIC may be considered as an effective

treatment modality for advanced huge HCC with PVTT in patients

with good prognostic factors.
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Inha University Hospital, Incheon, Republic of Korea

Hepatocellular carcinoma is the 5th common malignant tumor

worldwide and curative treatment is difficult for this type of cancer

since most cases are diagnosed in the advanced stage. Sorafenib is

known as the only effective systemic treatment, but cases rarely show

complete remission. In this study, a 66 year-old man with a history of

alcoholic liver cirrhosis was diagnosed with advanced hepatocellular

carcinoma and initially received transarterial chemoembolization

(TACE) four times, but showed disease progression with portal vein

thrombosis despite TACE. Therefore, the patient began administering

sorafenib and showed complete remission after four months of so-

rafenib. Sorafenib was maintained for 12 months in total, complete

remission was maintained up to 4 months after discontinuation of

sorafenib treatment.
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Randomized investigation of prophylactic corticosteroid
versus non-corticosteroid ointment for reducing cutaneous
toxicity in Taiwanese patients receiving sorafenib
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Sheng-Nan Lu1, Shi-Ming Lin2, Ping-Tsung Chen3,
Long-Bin Jeng4, Shinn-Cherng Chen5, Chi-Tan Hu6, Sien-Sing
Yang7, Marie-Aude Leberre8, Xuan Liu9, Gerold Meinhardt10
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Background/aims: The multi-kinase inhibitor sorafenib is the only

approved systemic treatment for advanced hepatocellular carcinoma

(HCC) globally. As a post-approval request in Taiwan, a phase IV,

151-patient, single-arm study (‘‘HATT’’) was initiated to confirm the

efficacy/safety of sorafenib in patients with advanced HCC receiving

sorafenib 400 mg twice daily (BID) on a continuous schedule. A

prospective substudy was added for the last 63 patients as part of

HATT to assess whether prophylactic use of topical corticosteroid can

reduce hand-foot skin reaction (HFSR) incidence and severity

(HATT-study is still ongoing). HFSR, among sorafenib’s most fre-

quent adverse events, can impair quality of life and may lead to

premature treatment discontinuation.

Methods: In this multi-center, open-label substudy, participants

(n = 63) were randomized 1:1 to Nerisone (1 g containing 1 mg

[0.1%] diflucortolone valerate) or Neribas (non-steroid containing),

applied to the hands and feet BID for 3 weeks, starting on the same

day as sorafenib. The primary endpoint for the substudy was HFSR

incidence (any grade) in the first 3 weeks of treatment.

Results: Baseline demographic and disease characteristics were suf-

ficiently balanced. Results are presented below. Results for the 88

HATT patients prior to initiation of the substudy will be presented at

the meeting. Table 1.

Conclusions: For all HFSR-related parameters, there were trends

towards decreased incidence, severity and increased time to onset of

HFSR in the corticosteroid cream arm. Sorafenib mean/median dose

was higher, and need for treatment modifications was reduced, in the

corticosteroid cream arm. These hypothesis-generating data will

require confirmation by a larger trial.

Table 1 Table of results

Neribas (non-

steroid).

n = 33

Nerisone (ste-

roid), n = 30

P-value

Primary endpoint

HFSR incidence, first

3 weeks

48.5% 33.3% 0.1112

Secondary endpoint

Mean/median HFSR score,

first 3 weeks*

0.76/0 0.53/0 0.1538�

Other

HFSR incidence, first

6 weeks

60.6% 50.0% 0.1987

HFSR incidence, overall 72.7% 53.3% 0.0552

Mean/median HFSR score,

first 6 weeks*

1.03/1.0 0.70/0.5 0.0751�

Mean/median HFSR score,

overall *

1.30/2.0 0.80/1.0 0.0155�

Median time to HFSR

onset

22 days 42 days 0.0355

Grade 3 HFSR incidence

First 3 weeks 3.0% 0 –

First 6 weeks 6.1% 0 –

Mean/median/range

sorafenib dose per day

643/600/

337.5–800 mg 729/794.85/

415.5–800 mg –

Mean/median days of

ointment treatment

25.0/22.0 24.4/22.0 –

Sorafenib dose

modification

82% 57% –

Concomitant use (with

sorafenib) of topical

corticosteroids

85% 43% –

Concomitant use (with

sorafenib) of systemic

corticosteroids

33% 20% –

– p value not available

* For each subject, the score was determined as follows: 1 point if the

subject reported Grade 1 as the worst HFSR severity, 2 points if

Grade 2, 3 points if Grade 3, and 0 point if no HFR reported
� Based on mean value
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A case of metastasis from hepatocellular carcinoma to the gingiva

Cheol Hun Kwak, Soo Hyung Ryu, Sooyeon Jo, Seung Hye Heo,
Jin Nam Kim, You Sun Kim, Jeong Seop Moon

Division of Gastroenterology, Department of Internal Medicine,

Seoul Paik Hospital, Inje University College of Medicine, Seoul,

Republic of Korea

Introduction: Hepatocellular carcinoma (HCC) is a highly malignant

cancer with frequent metastasis. HCC commonly metastasizes to the

lungs, bones, and abdominal lymph nodes. An oral metastatic tumor

itself is uncommon, representing less than 1% of malignant oral

neoplasms, and usually arises from a primary mucosal or cutaneous

cancer located in the head and neck region. The metastasis of HCC to

the oral cavity, especially gingiva, is extremely rare. Here we report a

case of metastatic HCC to the gingiva.

Case: A 50-year-old man, who was a chronic alcohol abuser and

hepatitis B virus carrier, presented with abdominal distension,

dyspnea, and rapid weight loss in 3–4 months. Laboratory data

revealed a white blood cell count of 7,080/mm3, hemoglobin of

10.8 g/dL, platelet count of 95,000/mm3, aspartate aminotransferase

(AST) of 205 IU/L, alanine aminotransferase (ALT) of 99 IU/L,

total bilirubin of 2.9 mg/dl, albumin of 2.3 g/dl, prothrombin time

(PT) of 16.1 sec (66%), gamma glutamyl transpeptidase (GGT) of

288 IU/L, and alpha fetoprotein (AFP) of 5.870 ng/mL. 3-phased

contrast-enhanced abdominal computed tomography (CT) revealed

numerous conglomerated masses in the entire liver, suggesting

huge HCCs arising in the background of liver cirrhosis with large

amount of ascites. He complained of recurrent profuse bleeding

from left upper gingival mass. Face CT demonstrated oral cavity

mass to destruct left maxillary alveolar process and hard palate,

which was diagnosed with metastatic HCC with highly malignant

pleomorphic cells by incisional biopsy. He has died from hepatic

and renal failure while waiting for radiation therapy for oral

metastatic HCC.
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Gender difference in clinicopathologic characteristics
and survival of patients with hepatocellular carcinoma

Rania Hefaiedh1, Mariem cheikh2, Rym Ennaifer3,
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Introduction: Hepatocellular carcinoma represents the fifth most

common cancer worldwide and account for approximately 90% of

primary liver cancer. Men have a higher prevalence than women; the

sex ratio varies between 2:1 and 4:1, depending on the geographic

region.

Aim: To determine the influence of gender on the clinicopatho-

logic characteristics and survival of patients with hepatocellular

carcinoma.

Patients and methods: A retrospective analysis of medical records

was performed in 63 patients with hepatocellular carcinoma and their

clinicopathologic features and survival were compared in relation to

gender. The data was summarized by descriptive statistics and ana-

lysed with SPSS version 11.5.

Results: Among these patients, 36 were men (57.1%) with male-to

female ratio of 2:1.5, the mean female age was 59.8 years

(p = 0.054). Serum albumin level was significantly lower in women

(p = 0.0061). The average size of the tumor was 45.8 mm and the

difference was not significant (p = 0.638). Hepatocellular carcinoma

was significantly more prevalent among 16 men with post viral B

cirrhosis (p = 0.04). The main reason for therapeutic abstention

was multifocal character of the hepatocellular carcinoma. The median

survival time (6.52 months) was not different between the 2

groups.

Conclusion: At diagnosis, men were younger than women. The viral

C etiology was statistically more frequent in women than in men.

Hepatocellular carcinoma was more aggressive in male but median

survival time was not significant between groups. Screening and early

treatment can limit this problem.
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The LiMAx test—a new diagnostic tool for the assessment
of chronic and acute liver failure
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Charité- Universitätsmedizin Berlin, Berlin, Germany

Background: Liver biopsy remains the gold standard in chronic liver

disease (CLD). The correct diagnosis of disease grade in CLD is from

clinical interest but remains challenging using current measures.

Hereby a novel test to measure maximal liver function capacity (Li-

MAx) in both CLD and ALF is presented.

Methods: The LiMAx test has been evaluated extensively in liver

surgery and transplantation. The LiMAx test determines at the

patient bedside the hepatic function based on a noninvasive breath

test. The substrate 13C-labelled methacetin is administered intra-

venously to target the cytochrome P450 1A2 system. Liver samples

were collected during operation and analyzed by a blinded

pathologist. Grade of fibrosis according to Ishak et al. was com-

pared with preoperative LiMAx results. In addition patients with

ALF who had received a LiMAx test were compared with indi-

vidual outcome.

Results: In total 246 patients with CLD were analyzed. A close

correlation was found between the progression of fibrosis and LiMAx

read outs (r = 0.720; P \ 0.0001). Based on the results of the first 66

consecutive patients a model for diagnosis of liver cirrhosis with a cut

off LiMAx of 240 lg/kg/h (AUROC 0.929; P \ 0.0001) could be

created. Hence 49 from 56 cirrhotic patients were correctly diagnosed

(sensitivity 88%) and 9 from 124 patients showed false positive test

results (specificity 94%). Moreover 12 patients with ALF were ana-

lyzed. Among them seven patients recovered spontaneously and were

discharged without LTX. Four patients deceased, one single patient

successfully underwent LTX. LiMAx readouts were 19 (19–36)

lg/kg/h for the non-recovery group vs. 94 (42–121) lg/kg/h for

recovery group (P = 0.018).

Conclusion: The LiMAx test shows good results in the discrimination

between cirrhotic and non cirrhotic liver and enables the prediction of

the outcome of acute liver failure. This might improve clinical

assessment of hepatic impairment in hepatology.
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Background/aims: The multi-kinase inhibitor sorafenib has proven

efficacy in advanced HCC. This phase II study evaluated the efficacy

and safety of sorafenib with TACE versus TACE with placebo, in

patients with intermediate-stage HCC.

Methods: In this multi-national, randomized, double-blind study, 307

adults with intermediate-stage HCC were given sorafenib 400 mg or

placebo twice daily on a continuous schedule. Patients were also

treated with DEB-TACE (loaded with doxorubicin) between 3–7 days

after the first dose of study drug, on cycles 3, 7 and 13, and every 6

cycles thereafter. Primary objective was improved time to progression

(TTP). The study was designed to have 85% power to detect a 40%

increase in TTP with one-sided significance level: p \ 0.15. A sub-

group analysis was conducted with 116 patients from Asia-Pacific

(China, South Korea, Taiwan, Australia, and Singapore).

Results: The primary objective of improving TTP was achieved

(median: 166 versus 169 days; hazard ratio [HR] 0.797 [95% confi-

dence interval [CI]: 0.588–1.080] p = 0.072). The Asia-Pacific

subgroup also had improved TTP, (median: 113 versus 168 days; HR

0.720 [CI: 0.457–1.135] p = 0.078). An improvement in overall

survival (OS) was also observed for this subgroup (HR 0.677 [CI:

0.355–1.292] p = 0.117), as was increased time to vascular inva-

sion/extrahepatic spread (HR 0.577 [CI: 0.223–1.490] p = 0.125).

Sorafenib plus TACE was well tolerated with the expected safety

profile. Patients from Asia-Pacific had similar numbers of TACE

treatments between the arms, but markedly longer median treat-

ment duration with sorafenib (30.0 weeks) versus placebo

(25.8 weeks).

Conclusions: Subgroup analysis of patients from Asian countries

with intermediate-stage HCC found that sorafenib with TACE

improved TTP and OS compared to TACE with placebo, and was

well tolerated. As the frequency of TACE treatments was similar in

both arms, the long duration of sorafenib treatment may have trans-

lated into the efficacy observed.
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Background: Hepatic resection for hepatocellular carcinoma (HCC)

of patients with inadequate liver function might result in postopera-

tive liver failure. The ‘‘liver damage’’ classification of Liver Cancer

Study Group of Japan as well as Child-Pugh classification are

reported to be useful for the assessment of hepatic function. In liver

damage B, it is often difficult to make a decision on selection of

treatment for HCC.

Aim: To clarify the treatment strategy for hepatocellular carcinoma in

patients with ‘‘liver damage B’’ by Liver Cancer Study Group of

Japan.

Patients and methods: From January 2000 through March 2010,

136 patients underwent elective hepatic resection for primary HCC

in our hospital, who were included in the present study. The

patients were classified into two groups by liver damage classifi-

cation, either liver damage A (group A: n = 108) or liver damage

B (group B: n = 28). (1) Between the two groups, survival was

compared. (2) Factors-related prognosis were investigated in group

B using uni- and multi-variate analyses. The variables consisted of

gender, age, BMI, diabetes mellitus (DM), serum AST, ALT, T-bil,

Alb, ALP, c-GT, white blood cell count (WBC), platelet count

(Plt), ICGR15, AFP, PIVKA-II, maximum tumor size (maxTS), the

number of tumors (solitary or multiple), and blood transfusion. (3)

Patients were divided into three groups using a scoring (G0–G2:

0–2 points): 1 point assigned to each significant prognostic factor

by multivariate analysis.

Results: (1) The survival in group B was significantly worse than

that in group A (p \ 0.01). (2) Uni- and multi-variate analyses

demonstrated DM and maxTS ([2.8 cm) to be independent poor

prognostic factors (p \ 0.05). (3) The survival in G0 was almost

the same as that in group A. Conclusion. The scoring system using

DM and maxTS might be useful for selection of treatment

strategy in patients with hepatocellular carcinoma with ‘‘liver

damage B’’.
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Background: Hepatectomy has been the main treatment for hepato-

cellular carcinoma (HCC), but the recurrence rate after hepatectomy

still remains high and the remnant liver is the most common site of

recurrence. As a treatment for recurrent HCC, the role of repeat

hepatectomy is controversial. We herein assess the efficacy of repeat

hepatectomy for recurrent HCC.

Methods: The clinical data from 478 consecutive patients who

underwent hepatectomy for HCC in our department between January

2001 and December 2011 were retrospectively reviewed. The clinical

features and early outcomes of patients who underwent an initial

(initial Hx group) and a repeat hepatectomy (repeat Hx group) were

compared.

Results: Fifty-six patients (11.7%) underwent repeat hepatectomy in

our series. There were no significant differences in the gender ratio,

mean age and preoperative liver functional tests. The proportion of

patients who underwent anatomical hepatic resection was signifi-

cantly higher in the initial Hx group than in the repeat Hx group

(p \ 0.05, 72.0 versus 55.4%). Although the mean blood loss did not

differ between the groups, repeat hepatic resection was significantly

associated with a shorter operative time. The postoperative morbidity

rate also did not substantially differ between the groups, but the

incidence rate of bile leakage was significantly higher in the repeat Hx

group than in the initial Hx group (p \ 0.05, 8.9 versus 2.4%). In the

repeat Hx group, no perioperative deaths were observed although the

postoperative mortality rate was 3.1% (15 patients). In addition, the

mean in-hospital days after hepatectomy did not differ between the

groups.

Conclusions: In the repeat Hx group, no patients had fatal courses,

although the incidence rate of bile leakage was high. Our findings

indicate hepatectomy to therefore be the treatment of choice for

recurrent HCC patients because repeat hepatectomy can be performed

safely.
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The effect of plasma IL-6 level on diagnosis of HCC
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Background and aim: Combination of serum IL-6 and AFP may

provide beneficial information regarding early diagnosis of HCC. In

this study, the effect of plasma IL-6 level on diagnosis of HCC

was investigated. The efficiency of IL-6 in early stages of

HCC and its correlation with survival in this disease was also

evaluated.

Material and methods: A total of 130 patients with liver cirrhosis,

together with 30 control cases were enrolled in the trial. A diagnosis

of HCC was present in 75 patients (57.6%) in liver cirrhosis group.

Plasma IL-6 levels of samples obtained at -80�C were quantified by

Human IL-6 BMS213/2 BMS213/2TEN kit.

Results: HCC patients were older than patients in cirrhosis group

(p = 0.016). Upon comparison of HCC with control group; AFP

(p \ 0.001) and IL-6 (p \ 0.001) was significantly high among HCC

patients. Comparison of HCC patients with liver cirrhosis cases with

no diagnosis of HCC revealed significantly high AFP (p \ 0.001) and

IL-6 levels (p \ 0.001) in HCC group. Cut-off value for IL-6 was

calculated as 5.73 (pg/mL). No difference was detected in AFP

(p = 0.600) and IL-6 (0.344) in all three subgroups. A total of 17

patients died during a mean follow-up period of 32.9 months. No

correlation was found between mean AFP values and IL-6 values and

survival rates.

Conclusion: Plasma IL-6 level was found to be significant in diag-

nosis of HCC. AFP and IL-6 provided no advantage in terms of early

diagnosis of HCC and no correlation was observed between these

markers and survival.
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Laparoscopic hepatic resection has become a popular technique for

the treatment of hepatic tumors. However, there are still several

critical issues. We have recently tried to perform complete laparo-

scopic anatomical liver resection with preceding control of blood

circulation.

Methods and Results: Between 2001 and 2012, we performed lap-

aroscopic liver resection in 62 patients. With advance in laparoscopic

techniques and instrumentations, we have recently started the com-

plete laparoscopic anatomical hepatic resection with preceding

dissection of the Glisson’s sheath. I. Posterior sectionectomy for

hepatic tumors adjacent to the right hepatic vein (RHV): After the

dissection of Glisson’s (G) branch of the posterior section, demar-

cation line between anterior and posterior sections appears. After

confirming the RHV with US, parenchymal resection along the wall

of RHV was performed using BiClamp and scissors, occasionally

CUSA. Relatively large branches of RHV were clipped and the RHV

trunk was dissected with autosutures. With these procedures, the right

side of the RHV wall clearly appeared at the cut surface, and safe

surgical margin can be secured. II: Lateral sectionectomy for

hepatic tumors close to the umbilical portion: Unlike the standard

procedure in which most of the hepatic parenchyma is first resected,

followed by the dissection of G3, G2, and the left hepatic vein (LHV),

we perform the dissection of G3 and G2 at first from the back side of

the lateral section. With these procedures, demarcation line clearly

appears on the umbilical portion. Using BiClamp and scissors, the

resection of hepatic parenchyma can be performed without stressful

bleeding just on the umbilical portion. With this technique, the

umbilical fissure vein appeared on the cut surface of the liver and safe

surgical margin can be achieved.

Discussion: Anatomical hepatic resection can be safely performed in

the complete laparoscopic surgery, and is useful for tumors close to

major hepatic vessels.

Topic: 13.b Clinical

Absno: 1677

HCV related HCC in Pakistan

Haider Khan1, Sana Virk2, Muhammad Umar2, Hamama Tul
Bushra Khaar2, Imtiaz Qureshi3, Jehangir Khan4,
Saima Ambreen2, Gul Nisar1, Sundas Imran5

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S617

123



1Center for Liver and Digestive Diseases (CLD), Holyfamily

Hospital, 2Medicine, Holyfamily Hospital, 3Pathology, Holyfamily

Hospital, 4Radiology, Holyfamily Hospital, 5Rawalpindi Medical

College & Allied Hospitals, Rawalpindi, Pakistan

Aim: To describe the characteristics of HCV related HCC patients in

Pakistan.

Materials and methods: Patients of Hepatocellular Carcinoma

(HCC) attending the Rawalian Clinic for Liver Cancer (RCLC) at

Holy Family Hospital, between August 2010 and January 2012, were

included. The primary outcome variables were clinical features,

biochemical abnormalities and radiologic findings along with treat-

ment outcome.

Results: 199 patients (88.4% with Hepatitis C) of HCC comprised

74% males and 27% females. The mean age of the patients was

59 ± 9 yrs in both genders. The mean alpha fetoprotein level was

15313 ng/ml with 27% patients having an absolutely normal values

(i.e. \ 20 ng/ml). CT (Liver Dynamic) showed a single Nod-

ule \ 3 cm in11.1%, [ 5 cm in 40.7% and three nodules \ 3 cm in

06% patients. There were multiple nodules in 41.7% and vascular

Invasion was present in 0.5% patients. There were 43.7% patients

with CPT class A, 37.2% with CPT class B and 19.1% with CPT class

C. 47.2% patients had early BCLC stage, 26.6% with intermediate

and 27.2% with advanced or endstage. At the end of study period,

31.7% patients were alive and 60.8% were dead. (7.5% patients were

lost to follow up). More patient with BCLC advanced/or end stage

died (31.4%) than being alive (17.4%) at the end of study. Antiviral

treatment was not taken by most of patients (87.4%, n = 174). 90%

patients were offered with supportive treatment, 4.5% with Sorafaneb,

2% each with TACE/ or RFA and surgical resection and referral for

liver transplant were offered to one each (Tables 1 and 2).

Conclusion: HCV is common cause of HCC in Pakistan. Effective

antiviral treatment and quality surveillance is needed. Most of the

patient were in early BCLC stage and early and intermediate CPT

class A. A significant number of patients are in curative stage.
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New directions in HCC diagnosis and therapy
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The HCC field has recently been transformed, firstly, by wider avail-

ability of potentially curative liver transplantation (Tx); secondly, by

approval of oral Sorafenib; thirdly, by the potential for molecular sig-

natures to treatment selection. Large numbers of therapy choices now

confront the physician. Several advances stand out. They are: 1.

Application of Tx to larger tumors; 2. neo-adjuvant TACE or targeted

therapy as a bridge to Tx to decease waiting list drop-out; 3. trials of

targeted therapies as adjuvant to resection and Tx; 4. re-assessment of

the value of tumor responses, in light of the SHARP trial showing

survival advantage without tumor shrinkage; 5. new radiologic tech-

niques for quantitation of tumor vascular responses to targeted

therapies; 6. combination targeted therapies to inhibit parallel growth

pathways; 7. combination targeted therapies with either TACE or 90Y

therapies; 8. the role and prediction of resistance to targeted therapies; 9.

development of new therapies against different growth targets,

including MEK/ERK, Wnt, ubiquitin, IGF-1/R, hedgehog, apoptosis

and autophagy; 10. development of new non-targeted therapies,

including vaccines, dendritic cell inhibitors, IMRT, proton beam ther-

apy, microRNA, tumor invasion inhibitors (matrix metalloproteinase

antagonists), newer regional radionuclides (188Rh-lipiodol, 131I-lipi-

odol and 166Ho); 11. re-evaluation of the role of tumor biopsy for

clinical onco-genomics; 12. newer diagnostic modalities, such as cir-

culating tumor cells (CTSs); 13. newer tumor markers for HCC subset

identification, such as glypican-3, Hippo, stem cell markers CD133 and

44, EpCAM, Nestin; 14. recognition of non-HCC liver as an index for

prognosis and recurrence and as a target for HCC prevention (anti-viral,

anti-inflammatory). Finally, we still have not optimized the TACE

choice of drug type or number or embolic material.
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Diagnostic role of Des-Gamma Carboxyprothrombin in hepatitis
B virus-associated hepatocellular carcinoma

Seung In Seo, Hyoung Su Kim, Ji Won Park, Su Rin Shin,
Ki Tae Suk, Myoung Kuk Jang, Sang Hoon Park, Dong Joon
Kim, Myung Seok Lee, Choong Kee Park

Department of Internal Medicine, Hallym University Medical Center,

Seoul, Republic of Korea

Background/aims: Alpha-fetoprotein (AFP) and Des-Gamma Carb-

oxyprothrombin (DCP) are widely used tumor markers for

hepatocellular carcinoma (HCC). However, the diagnostic role of

DCP remains elusive in hepatitis B virus (HBV)-associated HCC. The

aim of this study is to compare the diagnostic role of DCP and AFP in

chronic hepatitis B (CHB) patients and to determine the cutoff value

in HBV-associated HCC.

Methods: A total of 1255 CHB patients were retrospectively inclu-

ded. Patients were divided into three groups: A) non-cirrhotic CHB

(n = 879), B) non-HCC cirrhosis (n = 219), C) HCC (n = 157). To

compare the diagnostic values of DCP and AFP, the receiver oper-

ating characteristic (ROC) curve was used. The area under ROC

(AUROC) curves of DCP, AFP and a combination (lo-

gAFP + 4.6*logDCP) were calculated and compared.

Results: Median levels (range) of both DCP and AFP were signifi-

cantly higher in group C than group A and B [DCP; 202 (10–2000) vs.

23 (6–162) vs. 19 (4–312) mAU/mL, AFP; 55.94 (0.6–307000) vs. 2.5

(0.6–602.8) vs. 3.33 (0.6–233.6) ng/mL, P \ 0.0001]. The AUROC

curves for DCP and AFP in CHB patients were similar [0.854 vs.

0.853, P = 0.97, 95% CI = -0.0511*0.0528], however, in cirrhotic

patients (n = 369), the AUROC of DCP was significantly higher than

that of AFP [0.866 vs. 0.808, P = 0.04, 95% CI = 0.000418*0.114].

When AFP and DCP were combined, there was a significant

improvement in diagnostic power compared to either AFP or DCP

alone (AUROC = 0.898, P = 0.0224, P \ 0.0001), respectively. The

Table 2 BCLC Stage

0 1.0%

Early 46.2%

Intermediate 26.6%

Advanced 11.6%

End stage 15.6%

Table 1 Frequency of CPT Class

A 43.7%

B 37.2%

C 19.1%
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optimal cutoff values for DCP and AFP were 40 mAU/mL and

10 ng/mL, respectively. These values yielded a sensitivity and spec-

ificity for DCP of 73.8% and 89.7%, and for AFP of 67% and 90.3%,

respectively.

Conclusions: Using a cutoff value of of 40mAU/mL, DCP is a useful

tumor marker in CHB, especially in cirrhotic patients, therefore, it

should be checked concomitantly with AFP in the surveillance of

HBV-associated HCC.
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Hepatic resection and prognosis for patients with single
hepatocellular carcinoma larger than 5 cm

Keun Soo Ahn, Koo Jeong Kang, Tae Jun Park, Yong Hoon Kim,
Tae Jin Lim

Surgery, Keimyung University School of Medicine, Daegu,

Republic of Korea

Objectives: This study aims to determine the clinicopathological

factors that influence the prognosis of hepatic resection for single

hepatocellular carcinoma (HCC) larger than 5 cm.

Methods: Of the 340 surgically resected HCCs, 103 patients (30.6%)

were single HCC larger than 5 cm. Clinical features and factors

influencing the outcome of these patients were retrospectively

analyzed.

Results: 55 (53.4%) of the patients underwent major anatomical

resection, 26 (25.2%) patients underwent sectionectomy and 22

(21.3%) patients received nonanatomical tumorectomy. Perioperative

morbidity was observed in 23 patients (22.3%) and 2 patients resulted

in a postoperative mortality (1.9%). The disease free survival and

overall survival rate at 5 years was 21.5% and 46.4% respectively.

Outcome was not significantly different between HCC smaller than

10 cm (5–10 cm sized) and that of larger than 10 cm. (P = 0.231 for

disease free survival and P = 0.085 for overall survival) Multivariate

analysis showed that the presence of microvascular invasion was the

independent factor of worse outcome of disease free and overall

survival rates in single HCC larger than 5 cm.

Conclusion: Hepatic resection is safe and is the preferred treatment

for single HCC larger than 5 cm. Long term outcome was signifi-

cantly influenced by the presence of microvascular invasion.

However, larger than 10 cm sized HCC showed not worse prognosis

compare to HCC between 5 and 10 cm sized.
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Subcapsular Hepatocellular carcinoma can be safely ablated
through indirect puncture with artificial ascites

Hyun Woo Park, Hae Min Yang, Se Young Jang, Jung Gil Park,
Sun Young Ahn, Won Young Tak, Young Oh Kweon,
Soo Young Park

Kyungpook National University Hospital, Daegu, Republic of Korea

Background: Hepatocellular carcinoma (HCC) located in subcap-

sular area has high risk of tumor seeding, incomplete ablation and

adjacent organ injury. Recently, creating artificial ascites could offer

better pathway for radiofrequency ablation (RFA) electrode into

tumor with less chances of peritoneal seeding and thermal injury to

adjacent organ. We aimed to evaluate the efficacy and safety of RFA

for subcapsular HCC with artificial ascites in a single center.

Patients and method: We evaluated 169 cases of subcapsular HCC

and 169 cases of age, sex, and size matched non-subcapcular HCC.

Patients were followed up over 36 months.

Results: The median age of patients was 60.0 (24 to 88). Male to

female ratio was 251:87 (74.3%:25.7%). The size of tumors in each

group were 1.9 ± 05 cm and 1.8 ± 0.6 cm, respectively. Incomplete

ablation was observed in 10 patients (5.9%) in subcapsular group and

5 in nonsubcapsular group. There were 9 cases (2.7%) of treatment

failure (6 cases in subcapsular tumors, and 3 cases in nonsubcapsular

tumors). The cumulative disease free survival rate in 12, 24, and

36 months were 46.4 %, 38.1% and 31.7% in subcapsular group

compared to 71.8%, 41.1% and 29.4% in nonsubcapsular group

(p = 0.132). The time to progression was 10. ± 0.8 months in sub-

capsular group and 14.3 ± 0.2 months in nonsubcapsular group

(p = 0.249). No significant differences were found in overall survival

(36 months; 63.4% vs 65.2%, p [ 0.249). There were 1 case of ileus

in both groups in subcapsular group and 1 case of pancreatitis in

subcapsular group.

Conclusion: RFA of subcapsular HCC can be safely performed

with comparable treatment efficacy. Successful RFA in patients with

subcapsular HCC can be performed in experienced operators with

careful selection of patients.
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A relationship between HCV RNA viral load and clinical outcome
in patients with hepatocellular carcinoma

Woong Cheul Lee, Jae Young Jang, Soung Won Jeong, Eui Ju
Park, Jin Nyoung Kim, Soon Ha Kwon, Sae Hwan Lee, Sang
Gyune Kim, Sang-Woo Cha, Young Seok Kim, Young Deok Cho,
Hong Soo Kim, Boo Sung Kim

Institute for Digestive Research, Department of Internal Medicine

SoonChunHyang University Hospital, Seoul, Republic of Korea

Background/aim: The HCV RNA viral load is the predictive

factor for sustained viral response in the treatment of chronic

hepatitis C. However, it has been reported that HCV RNA viral

load is not predictive of eventual outcome of chronic hepatitis C.

The relation between HCV RNA viral load and clinical outcome of

hepatocellular carcinoma (HCC) is not elucidated, yet. We inves-

tigated the relation of HCV RNA viral load to the clinical outcome

in HCC.

Methods: Among 453 HCC patients, 34 consecutive patients diag-

nosed with chronic hepatitis C virus infection were classified into two

groups by HCV RNA viral load. Group I (n = 19) was defined as low

HCV RNA viral load less than 2 9 106 copies/ml, and Group II

(n = 15) defined as high HCV RNA viral load over 2 9 106 copies/ml.

Characteristics of HCC, complications of cirrhosis, and overall survival

were compared between the two groups.

Results: Sixteen patients were male (47.1%) and the median age

was 69 years. There was no significant difference in age, gender,

Child-Pugh score, MELD score, tumor stage, portal vein invasion,

distant metastasis, a-fetoprotein, and histology between the two

groups. For complications of cirrhosis including variceal hemor-

rhage, ascites, hepatorenal syndrome and hepatic encephalopathy

during follow up, there was no significant difference between both

groups. Median overall survival was 48.7 months (95% CI,

30.9–66.6) for group I and 54.0 months (95% CI, 36.1-71.9) for

group II. (p = 0.859).
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Conclusion: HCV RNA viral load did not affect the clinical outcome

in patients with hepatocellular carcinoma.
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The comparison of overall survival between Child C early stage
HCC and Child A advanced stage HCC

Soon Ha Kwon1, Woong Cheul Lee1, Jae Young Jang1, Soung
Won Jeong1, Eui Ju Park1, Jin Woo Choo1, Jin Nyoung Kim1, Sae
Hwan Lee1, Sang Gyune Kim1, Sang-Woo Cha1, Young Seok
Kim1, Young Deok Cho1, Hong Soo Kim1, So Young Jin2

1Institute for Digestive Research, Department of Internal Medicine

SoonChunHyang University Hospital, 2Pathology, SoonChunHyang

University Hospital, Seoul, Republic of Korea

Background/aim: The prognosis of hepatocellular carcinoma (HCC)

is affected by stage as well as liver function. We analyzed the out-

come of early stage HCC in Child-Pugh class C patients and advanced

HCC in Child-Pugh class A patients.

Methods: Among 453 HCC patients, group I included consecutive 33

patients with early stage (I,II) in Child-Pugh class C and Group II

included 45 consecutive patients with advanced stage (III, IV) in

Child-Pugh class A. We compared clinical characteristics, compli-

cations of cirrhosis, overall survival between two groups.

Results: Younger age, male, presence of HBV, a-fetoprotein (AFP)

([ 400 ng/ml), and MELD score (\ 15) were significantly high in

advanced stage HCC in Child-Pugh class A patients (Group II)

(p \ 0.05). Complications of cirrhosis such as variceal hemorrhage,

ascites, and hepatic encephalopathy were increased in the Group I

(p \ 0.05). Median overall survival was 24.5 months (95% CI

10.6–38.4) for Group I and 13.5 months (95% CI 4.6–22.3) for Group

II (p = 0.281). AFP was an independent prognostic factor in early

stage in Child-Pugh class C patients (Group I). MELD score and

tumor stage were independent prognostic factors in advanced stage in

Child-Pugh class A patients (Group II).

Conclusion: Overall survival was not different between two groups.

AFP was a prognostic factor in early stage in Child-Pugh class C

patients (Group I), whereas MELD score and tumor stage were

prognostic factors in advanced stage in Child-Pugh class A patients

(Group II).
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Bland TAE is an effective, safe and simple method of treatment
for intermediate stage of HCC in Asian countries.

Shuntaro Obi, Shinpei Sato, Takahisa Sato, Toshihiro Kawai,
Takashi Sugimoto, Yoko Yashima, Miho Kanda

Gastroenterology and Hepatology, Kyoundo Hospital, TOKYO,

Japan

Introduction: Incidence and mortality of Hepatocellular carcinoma

(HCC) is very high in Asian countries. In spite of screening for cancer

it is difficult to detect in early stage. Furthermore molecular target

drug is generally extremely expensive with the inadequacy of effect

and safe. Therefore, molecular target drug unsuitable for most

patients in Asian countries.

Aim: The purpose of this study is to report on the outcome and safety

of bland trans-arterial embolization (TAE) with Lipiodol and Gel-

foam in patients affected by Intermediate stage of HCC.

Methods: We performed bland TAE for HCC widely. Exclusion

criteria was total bilirubin [ 3.0 mg/dl, performance status [ 2 and

portal vein invasion in main trunk. We performed 4566 bland

TAE on 1554 primary HCC patients in 1998–2008. Survival

was evaluated based on tumor stage and liver function

retrospectively.

Results: In tumor stage I/II/III/IV was 223/286/942/30 respectively.

In liver function, Child Pugh A/B/C was 1045/321/10. Overall

survival 1 yr/3 yr/5 yr were 86%/58%/39% respectively. Median

survival classified by tumor stage, I/II/III/IV was 5.7 yr/4.3 yr/

3.2 yr/2.0 yr respectively. Median survival classified by liver

function, Child-Pugh A/B/C was 4.4 yr/2.8 yr/0.7 yr. In tumor

stage III (almost intermediate stage), median survival classified by

liver function. Child-Pugh A/B/C was 3.5 yr/2.4 yr/0.5 yr respec-

tively. There were 5 complications (0.1%) without death.

Conclusion: Bland TAE is an effective, safe and simple method of

treatment for intermediate stage of HCC in Asian countries.
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Utility and cost-effectiveness of screening for hepatocellular
carcinoma (HCC) in Egypt

Mohammed El Tabbakh1, Wael Abdel Razek1, Hasan Zaghla1,
Sameera Ezzat2, Hasan El Shinnawy1, Imam Waked1

1Hepatology, 2Epidemiology, National Liver Institute,

Shebeen El Kom, Egypt

Background: Patients with cirrhosis in Egypt are not systematically

screened for HCC. Most HCC cases are discovered in advanced un-

treatable stages. The utility and cost-effectiveness of a prospective

screening program for HCC in a low-cost setting as Egypt has not

been previously studied.

Aim: To investigate the utility and cost-effectiveness of screening

cirrhotic patients for HCC by ultrasound (U/S) with or without alpha-

fetoprotein (AFP).

Methods: Patients with cirrhosis were screened by U/S and AFP

every 6 months. A focal lesion on U/S or AFP [ 200 ng/ml or sig-

nificant increase in 6 months indicated a recall. HCC was confirmed

by CT. Characteristics of identified cases were compared to cases

detected when symptomatic.

Results: Of 1,920 patients with cirrhosis, 1,286 (67%) came for the

follow-up visits. 102 patients (7.9%) developed HCC (annual inci-

dence 5.3%), 91 (89.2%) were BCLC stage 0 or A and 11 (10.8%)

stage D. Of 155 HCC cases detected and referred when symptomatic,

22% were stage A, 47% stage B, 23% stage C, and 8% stage D

(p \ 0.0001). U/S detected focal lesion in 99, of which 74 were

confirmed to be HCC, 66 BCLC stage 0 or A. AFP added another 28

HCC cases. The cost of detecting a treatable HCC by U/S was

US$650 and by both U/S and AFP US$760. Adding the cost of

treatment, the cost/QALY would be $1295 for screening by U/S, and

$1383 for using both U/S and AFP, which in both cases is less than

20% of the accepted cost/QALY for Egypt.

Conclusion: Screening for HCC by U/S with or without AFP is

feasible with a high acceptance rate in Egypt. Screening detected

most cases in treatable stages, is cost-effective, and adding AFP to

U/S increased detection with a trivial addition to cost/QALY.
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Clinical characteristics of patients who developed HCC
while receiving Tenofovir disoproxil fumarate (TDF)
up to 288 weeks of therapy

W. Ray Kim1, Rohit Loomba2, Selim Gurel3, John Flaherty4,
Eduardo Bruno Martins4, Leland J. Yee4, Phillip Dinh4,
Maria Buti5, Patrick Marcellin6

1Mayo Clinic College of Medicine, Rochester, MN, 2University of

California, San Diego, La Jolla, CA, USA, 3Uludağ Universitesi,

Bursa, Turkey, 4Gilead Sciences, Foster City, CA, USA, 5Hospital

General Universitari Vall d’Hebron, Barcelona, Spain, Barcelona,

Spain, 6Hopital Beaujon, University of Paris, Paris, France

Background: Patients with chronic hepatitis B Virus (HBV) infection

are at increased risk for hepatocellular carcinoma (HCC). Population-

based studies have suggested an increased risk of hepatocellular

carcinoma (HCC) in patients with higher levels of HBV-DNA.

Therefore, it is possible that anti-viral therapy that reduces HBV-

DNA levels may reduce the occurrence of HCC. We examined the

clinical and demographic characteristics of HCC cases in patients

receiving tenofovir disoproxil fumarate (TDF).

Methods: We studied the clinical and demographic characteristics of

the 641 patients enrolled in pivotal studies GS-US-174-0102 and GS-

US-174-0103.

Results: During the first 288 weeks of studies 102/103, there were 13

cases of HCC. Three cases occurred during the first 48 weeks. 9/13

cases were HBeAg-negative and 3 of these were cirrhotic. 4/13 cases

were HBeAg-positive at baseline and 3 of these were cirrhotic. 11/13

cases were male. 2/13 patients had regression of histological cirrhosis

on repeat liver biopsies. Among the 13 HCC cases, 5 were genotype

(gt)-D, 4 gt-C, 1 gt-B, 1 gt-E, 1 gt-F and 1 unable to genotype.

Conclusions: In 288 weeks of TDF therapy, there were only 13 cases

of HCC. 3 of the HCC cases were reported within the first 48 weeks

of therapy. Despite the small number of cases, HCC surveillance

needs to be done in patients on long-time oral antivirals.
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Background: Efficacy trials have shown that antiviral therapy

improves short to intermediate term outcomes in patients with chronic

hepatitis B.

Aim: Determine the reduction in HCC risk in non-cirrhotic patients

receiving TDF using a prediction model.

Methods: The incidence of HCC in patients treated with TDF was

obtained from the long term follow-up data of the registration trials

for HBeAg-negative (GS-US-174-0102) and HBeAg-positive (GS-

US-174-0103) patients. The estimated risk of HCC in individual

patients was estimated using a validated model (the REACH-B

model: Yang et al, Lancet Oncology, 2011). Standardized incidence

ratios [SIR] were calculated between the observed and predicted

numbers of HCC in the study cohort.

Results: Of 641 patients with baseline liver biopsies, 482 were non-

cirrhotic (Ishak fibrosis score B4). After 240 weeks of TDF therapy

there were 7 HCC cases in this cohort. In the Figure 1 the arrow

indicates the 4th HCC case which occurred at 2.1 years, at which time

the REACH-B model predicted 5.0 cases. Beyond that time point

there was a departure between the predicted and observed number of

HCC cases. The SIR was 0.80 (95% confidence interval [CI] = 0.299

- 2.120) at 2.14 years, 0.70 (95% CI = 0.312–1.548) at 3.95 years

and 0.48 (95% CI = 0.226 - 0.996) at the end of the current follow-up

period (median 5.52 years).

Conclusion: Based on the REACH-B risk calculator, the risk of HCC

appears to decrease after over 240 weeks of TDF therapy in non-

cirrhotic patients with HBV.
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Small and tiny hypervascular HCCs found in patients
with regular follow-up: findings on prior triple-phase MDCT

Hunkyu Ryeom

Radiology, Kyungpook National University Hospital, Daegu,

Republic of Korea

Purpose: To determine findings on prior triple-phase MDCT scans

in patients with small hypervascular HCC detected at regular fol-

low-up.

Materials and methods: During recent four year period, there were

160 patients who underwent multiple TACE for recurred HCCs and

were regularly followed up by triple-phase MDCT. Patients who had

portal vein tumor thrombosis, innumerable HCC nodules, and local

recurrence were excluded. Finally, thirty-eight recurred small

Fig. 1 Plot
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(diameter; 0.8–2.9 cm, mean 1.5 cm) hypervascular HCC nodules in

23 patients were included in our retrospective analysis. Mean follow-

up duration was 20 months (range, 12-48 months). Previous CT scans

were reviewed with focusing on the visibility of nodular lesion, if any,

size, and enhancement pattern.

Results: Twenty-one of 38 (55.3%) HCC nodules (diameter;

0.6–2.9 cm, mean 1.2 cm) were depicted on previous CT scans

obtained 41-448 days (mean, 172 days) prior to the detection of

hypervascular tumors: 13 of 21 (61.9%) nodules were defined as

enhancing nodules seen only during the hepatic arterial phase, 5 of 21

(23.8%) lesions defined only on equilibrium phase images as low

density nodules, and 3 of 21 (14.2%) nodules defined as low density

nodules on all phases. Seventeen of 38 (44.7%) HCC nodules were

not visualized even on the latest follow-up CT scans obtained

42–154 days (mean, 111 days) prior to the detection of hypervascular

HCC.

Conclusion: More than half of small hypervascular HCCs detected at

regular follow-up can be defined at previous CT scans, most com-

monly as enhancing nodules seen only during the hepatic arterial

phase.
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Prophylactic therapy for esophageal varices can prevent
the death of hematemesis in patients with advanced
hepatocellullar carcinoma

Takafumi Sugimoto, Toshihiro Kawai, Yoko Yashima,
Takahisa Sato, Shinpei Sato, Shuntaro Obi

Gastroenterology, Kyoundo Hospital, Tokyo, Japan

Objective: The aim of this study was to evaluate the effect of the

prophylactic therapy for esophageal varices (EV) in advanced hepa-

tocellular carcinoma (HCC).

Methods: A total of 136 consecutive patients were diagnosed as

advanced HCC in our hospital from April 2010 to March 2012. For

one year before March 2011, we gave priority to treat patients with

advanced HCC as long as possible, and hemostasis was achieved

endoscopically in the event of variceal rupture (Group A). For one

year after April 2011, we performed the prophylactic band ligation

to EVs with over F2 and red color sign (Group B). The cumulative

bleeding rate and overall survival were compared between 2

Groups.

Results: A total of the 136 patients (male: female, 109:27; mean age

67.7 yrs; Child Pugh classification A/B/C, 72/56/8) were assigned to

Group A (N = 75) and Group B (N = 61). 102 patients (75%) died

and 16 patients (11.8%) vomited blood. The median survival time in

each groups were 6.7 and 5.9 months, respectively (P = 0.16).

Hematemesis was occurred similar in two groups: 10 (13.3%) of

Group A and 6 (9.8%) of Group B, respectively (P = 0.52). The

number of death related to hematemesis was significantly different in

two groups: 6 (8.0%) of Group A and 0 (0%) of Group B, respectively

(P = 0.0066). The number of the patients who needed the emergency

endoscopy in the night and who could not arrive at the hospital were

in 3 and 3 patients of Group A and 1 and 1 patients of Group B,

respectively.

Conclusion: This study suggested that prophylactic treatment for EVs

in patients with advanced HCC does not prolong the prognosis but

can prevent the death of hematemesis. Prophylactic therapy may

reduce the need of the emergency endoscopy in the night and improve

the QOL of both patients and doctors.
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Prognostic impact of preoperative hemoglobin and mean-
corpuscular-hemoglobin in hepatectomized patients
with hepatocellular carcinoma: a long-term follow-up study
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Background & aims: Pretreatment anemia has been reported to be

associated with survival in many solid tumors. In terms of survival,

only limited data on hemoglobin (HGB) level in hepatocellular car-

cinoma (HCC) have been published, no data on mean corpuscular

hemoglobin (MCH) level in HCC are available. We sought to

examine the role of hemoglobin HGB and MCH levels in predicting

prognosis of patients with HCC undergo resection.

Methods: We conducted a retrospective study of 399 consecutive

patients (1987–1994) who underwent hepatic resection for HCC in

our institution. Serum HGB and MCH levels were examined preop-

eratively. Their prognostic capabilities were evaluated by Cox’s

proportional hazard model.

Results: Among the whole cohort, the postoperative 5-, 10-, 15- and

20- years overall survival (OS) rates were 32.5%, 21.9%, 16.3%, and

11.0%, respectively. Survival analysis revealed that HGB displayed

no relation to OS (P = 0.219), while MCH was independently asso-

ciated with OS (P \ 0.001). In addition, 129 the patients with large

HCC (C 10 cm) tended to have higher postoperative mortality (3.1%

vs. 0.7%, P = 0.094). Meanwhile, the patients with large HCC

(C 10 cm) were significantly with longer postoperative length of stay

(P = 0.037) and poorer OS (P \ 0.001) when compared those with

smaller HCC. On subanalysis of patients with large HCC (C 10 cm),

Furthermore, the postoperative 10-, 15- years OS rates of patients

with high MCH level were 13.1% and 10.5%, respectively, whereas

none of the patients with low MCH level in this group survived over

5 years (P = 0.001).

Conclusion: Along with common clinicopathological variables, these

results suggest that MCH but not HGB might also be useful in assessing

prognosis for HCC patients undergo hepatectomy. As regards large

HCC, patients with low MCH level may not suitable for liver resection.
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Progressed fibrosis was correlated with recurrence of HCV
related hepatocellular carcinoma after curative radiofrequency
ablation with sequential liver biopsies

Yoshihiko Tachi
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Objectives: Interferon therapy after curative radiofrequency ablation

improves survival in patients with HCV related hepatocellular car-

cinoma. However, the features of the patients without recurrence of

HCC are unknown. The aim of this study was to investigate the

relationship between change in fibrosis and recurrence of hepatocel-

lular carcinoma in patients with chronic hepatitis C who received

interferon therapy after curative radiofrequency ablation.

Methods: Sixteen patients (10 men, 6 women; mean age, 68.9 ± 6.5

years) with HCC who had received curative radiofrequency ablation

were enrolled this study. All patients were treated by interferon
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therapy after radiofrequency ablation therapy. To evaluate change in

fibrosis stage over time, all patients underwent a sequential biopsy

before radiofrequency ablation and after interferon therapy. The

relationship between incidence of HCC recurrence and change in

fibrosis stage in sequential biopsy were analyzed.

Results: The mean time interval between the sequential biopsies was

5.4 years (range 2.0–9.1 years). Fibrosis stage regressed in 19%,

remained stable in 50% and progressed in 31%. During the follow-up

period (mean was 9.8 years, range 4.5–14.7 years), recurrence of

HCC was identified in 5 patients (100%) in patients with progressed

fibrosis, 6 patients (75%) in patients with remained stable fibrosis, 1

patients (33%) in patients with regressed fibrosis, respectively. The

incidence of second recurrence of HCC was 100%, 25% and 0% in

patients with progressed fibrosis, with remained stable fibrosis and

with regressed fibrosis, respectively. The incidence of second recur-

rence of HCC in the patients with progressed fibrosis (100%) were

significantly greater than that in the patients with regressed fibrosis

and with remained stable fibrosis (18%) (P \ 0.01).

Conclusion: Progressed fibrosis after interferon therapy was signifi-

cantly correlated with second recurrence of HCV related

hepatocellular carcinoma after curative radiofrequency ablation with

sequential liver biopsies.
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Single-port laparoscopic liver resection for hepatocellular
carcinoma

Youngkyoung You1, Hojoong Choi1, Gunhyung Na1,
Jaehyun Han1, Eunyoung Kim1, Sooho Lee1, Taeho Hong1,
Youngchul Yoon2, Seyjun Kim3, Donggoo Kim1

1HBP Division, General Surgery, Seoul St. Mary’s Hospital, The

Catholic University of Korea, Seoul, 2General Surgery, Incheon St.

Mary’s hospital, the Catholic University of Korea, Incheon, 3General

Surgery, Daejeon St. Mary’s Hospital/The Catholic University

of Korea, Daejeon, Republic of Korea

Background: Single-port laparoscopic liver surgery has been per-

formed sporadically. The aim of this study is to assess our experience

with single-port laparoscopic liver resection as one of the usual

treatment modality for hepatocellular carcinoma.

Methods: Between Mar 2009 and Aug 2012, 41 patients underwent

single-port laparoscopic liver resection for hepatocellular carcinoma.

Of these, 16 were segmentectomies, 6 were left lateral sectionecties, 2

were right hepatectomies, 1 was a left hepatectomy, and 17 were

nonanatomical resections.

Results: Median operating time and blood loss were 157 minutes

(range 47–545 minutes) and 500 ml (range 50 - 2500 ml), respec-

tively. Two procedures were converted multiport laparoscopy due to

instruments length limitation and nine were converted to open liver

resection. There were no major perioperative complications in these

cases.

Conclusion: Single-port laparoscopic liver resection seems to be a

feasible approach for hepatocellular carcinoma in selected cases.
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Can minimal hepatic encephalopathy or protein S100ß predict
survival in liver cirrhosis?

Agata Goś-Zając1, Andrzej Habior1,2, Ewa Kraszewska2,
Krystyna Niedzielska3, Maria Niewiadomska3, Joanna
Szutkowska-Hoser4

1Gastroenterology, Institute of Oncology, 2Gastroenterology and

Hepatology, Medical Centre of Postgraduate Education, 3Department

of Clinical Neurophysiology, 4Department of Neurology,, Institute of

Psychiatry and Neurology, Warsaw, Poland

Background and aim: Astrocytes play a key role in pathogenesis of

hepatic encephalopathy. Serum concentration of astroglial S100ß

protein may be elevated in early phases of liver failure, e.g. in min-

imal hepatic encephalopathy (MHE). There is evidence that MHE

predicts overt hepatic encephalopathy but prognostic value of MHE

for survival is not known. The aim of this study was to asses prog-

nostic significance of MHE and serum S100b concentration for

survival in patients with cirrhosis.

Methods: We studied 51 patients with cirrhosis (21 due to HCV

infection, 30- PBC). MHE was diagnosed with four psychometric test:

number connection test part A and B, block- design test, digit -symbol

test and neurophysiologic assessment (EEG, SEEG and P300 auditory

evoked potentials). Serum S100ß concentration was determined in all

patients and then the whole group was divided into low and high

serum S100ß concentration groups according to median of all the

marks. Serum S100ß was measured using commercially available

immunoluminometric assay (Liaison Sangtec S100). Patients were

followed from 1 to 6 years (median 6 years). The end point of follow

up was liver transplantation or death caused by liver decompensation.

Results: MHE was present in 21 (41%) of 51 patients. Multivariate

analyses (Cox regression model) indicated that only MHE [hazard

ratio (HR) 10, 95% CI 2-50] and Child-Pugh score [HR 6 95% CI

1.48–24.2] were predictors of mortality or liver transplantation.

Conclusions: Diagnosis of MHE may be used as a predictor of sur-

vival in patients with liver cirrhosis. Astroglial S100ß has no such

prognostic value.
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Efficacy and safety of percutaneous microwave ablation (MWA)
for Hepatocellular carcinoma (HCC) nodules larger than 3 cm.
A single-center experience.

Maurizio Russello1, Rosa Benigno1, Vincenzo Magnano S. Lio2,
Alessandro Bellia1, Caterina Cocuzza1, Roberto Faulisi1,
Antonio Digiacomo3, Pietro Bellissima4, Antonio Davı̀5,
Gaetano Scifo6

1UOD Epatologia - ARNAS Garibaldi-Nesima, 2Dipartimento

Immagini - ARNAS Garibaldi-Nesima, Catania, 3UO Medicina

Interna - Ospedale, Comiso, 4UO Malattie Infettive, Caltagirone, 5UO

Malattie Infettive, Modica, 6UO Malattie Infettive, Siracusa, Italy

Background: In spite of the implementation of ultrasonographic

screening and of surveillance in cirrhotic patients, only 30–40% of

HCC are eligible to ‘‘curative treatments’’, according to BCLC.

Radiofrequency ablation obtains a high rate of complete necrosis

(CR) in HCC of 2-3 cm. Recently, MWA has been proposed in

HCC [ 3 cm.

Methods: From April 2010 to October 2011, 53 consecutive treatment-

naive patients (M/F:37/16;mean age:70.6 years;range:53–81) were

prospectively enrolled. All had cirrhosis (Child-Pugh A/B: 40/13), with

HCC (47 with 1 nodule [ 3 cm; 6 with 2 nodules,major [ 3 cm) not

eligible to surgery. Diagnosis of HCC was based on AASLD criteria.

Tumor size ranged 3.1-7.0 cm (mean:4.4 cm). All were treated with
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percutaneous MWA using 14G needles with ‘‘mini-choke’’ technology

(operating frequency:2450 MHz,energy application:50–90 W,

time:5–14 minutes, AMICA-GEN,HS,Italy). Treatments were per-

formed in a single center with pluriannual experience of percutaneous

ablation techniques. Treatment efficacy was evaluated using triphasic

CT (at months 1–3–6, then every 6 months). CR was defined as absence

of contrast enhancement in treated nodules at follow up C6 months

(mean f.u.:13 months,range:7–24). The number and type of compli-

cations were recorded.

Results: CR were achieved in 39 patients (73.6%). 11 received a

second treatment. Age, sex, etiology of cirrhosis, Child-Pugh class,

power and time of ablation were found to be unrelated to efficacy of

treatment. 33/40 patients (82.5%) with a single HCC nodule of

3–4 cm showed CR. The ablation of single-nodule tumors with

diameter [4 cm or of two nodules had a success rate of 46.1% (6/13).

No deaths and tumoral seeding were reported. A case of biloma was

the only major complication occurred (1.8%; minor complications:

7.5%).

Conclusions: Our results suggest that MWA is effective in

HCC [ 3 cm, particularly in tumors of size up to 4 cm. A good

response is possible also in nodules [4 cm. The procedure was found

to be safe.
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Acute ischemic cholecystitis after transarterial
chemoembolization in hepatocellular carcinoma.

Sun Man Park, Dong Hee Koh, Young Jin Kim, Min Ho Choi,
Hyun Joo Jang, Sea Hyub Kae, Jin Lee

Internal Medicine, Hallym University College of Medicine,

Seoul, Republic of Korea

Background/aims: The gallbladder, unlike the liver, dose not have

dual vascularization. The cystic artery is susceptible to non-target

embolization during transarterial chemoembolization (TACE), which

can potentially cause ischemic complications in the gallbladder. This

study is to determine the incidence, risk factors and clinical outcome

of acute ischemic cholecystitis after TACE of hepatocellular

carcinoma.

Methods: Between January 2000 and July 2012, 1102 sessions of

TACE with adriamycin mixed with lipiodol, and gelatin sponge parti-

cles were performed in 451 patients with hepatocellular carcinoma.

Post-TACE monitoring included laboratory findings, US and CT.

Results: Of the 451 patients who underwent TACE, 9 patients

(1.9%) presented with radiological features indicative of acute

cholecystitis, which developed within 15 days in 6 patients and

within the first month after TACE in 3 patients. Review of the

TACE procedures revealed that 3 cases had undergone lobar right

hepatic embolization, 3 cases right and left hepatic artery embo-

lization and 3 cases additional gelfoam embolization. 2 of 9

patients required laparoscopic cholecystectomy due to gangrenous

cholecystitis and gallbladder perforation, remaining 7 patients were

managed conservatively and none required surgical or interven-

tional management.

Conclusions: Acute ischemic cholecystitis after TACE occur in 1.9%

in this study. Non-selective techniques and additional gelfoam

embolization, which have a higher likelihood of cystic artery embo-

lization and result in a higher incidence of cholecystitis. Although

most studies of cholecystitis after TACE have reported conservative

management, urgent cholecystectomy or percutaneous cholecystos-

tomy has been required occasionally
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Obstructive jaundice caused by obscure hepatocelluar carcinoma
mimicking cholangiocarcinoma
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Catholic University of Korea, Daejeon, Republic of Korea

Introduction: Jaundice presents in 19 % to 40 % of patients with

hepatocellular carcinoma (HCC) at the time of diagnosis. Such cases

are clinically classified as ‘‘icteric type hepatoma’’. It usually occurs

in later stages. However, we present a case of obstructive jaundice

caused by obscure HCC mimicking cholangiocarcinoma.

Case description: A 62-year-old male with history of chronic alco-

holic and chronic HBV carrier admitted to our hospital with right

upper quadrant abdominal pain and jaundice. On the laboratory data,

the patient had elevated liver enzyme with elevated alkaline phos-

phatase and gamma-glutamic transpeptidase. The tumor markers were

AFP 25.23 ng/ML and CA 19–9 164.7 U/mL which both were ele-

vated. With consideration of obstructive jaundice, we performed

enhanced abdominal computed tomography (CT) and magnetic res-

onance cholangiopancreatography (MRCP) which had shown right

hepatic duct dilatation and infiltrative mass on common hepatic duct

that Klatskin tumor, bismuth type IIIA was initially diagnosed. We

performed endoscopic retrograde pancreatocholangiography (ERCP)

which the results were similar with abdominal CT and MRCP.

Additionally, we performed transpapillary biopsy and the result had

shown atypical cells. We performed right hepatic lobectomy and en

bloc bile duct radical resection. The biopsy result had shown HCC

with bile duct invasion and low grade biliary intraepithelial neoplasia.

However, HCC wasn’t visualized with gross finding. The combined

conditions of bile duct invasion of HCC and biliary intraepithelial

neoplasia seemed to cause tumor thrombosis, hemobilia, tumor

compression, and tumor infiltration that caused biliary obstruction

mimicking features of cholangiocarcinoma. Most of the cases with

jaundice caused by HCC appear to manifest in later stages, however,

we report herein a rare and unique case of obstructive jaundice in very

early stage of HCC which was grossly obscure and mimicked features

of cholangiocarcinoma.
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Histologic characteristics and influence to recurrence in HCC
patients who had surgical resection with difference of serum AFP
and PIVKA-II

Yang Hyun Baek, SangYoung Han, SungWook Lee, JinSook
Jeong, SangYoung Han, SungWook Lee, JinSeok Jeong

Dong-A University College of Medicine, Busan, Republic of Korea

Background: AFP and PIVKA-II have been used in diagnosis of

hepatocellular carcinoma (HCC). However, it0s not clear whether

these tumor markers could be useful to predict the recurrence in

patients with surgical resection. We investigated the histologic

characteristics and influence to recurrence in patients with surgical

resection according to difference of preoperative serum AFP and

PIVKA-II.

Methods: Between May 2008 and April 2011, a total of 95 patients

with HCC underwent surgical resection. Consecutive 95 HCC

patients were divided into four groups with difference of preoperative
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serum AFP and PIVKA-II. We used the cutoff values of 200 ng/ml

for AFP and 80 mAU/ml for PIVKA-II. Clinical and histologic

characteristics were compared with different tumor marker groups.

Results: Among 95 patients with a median follow-up period of

27.1 months, 45 developed a recurrence. The mean serum AFP and

PIVKA-II were 902.03 ng/ml and 388.4 mAU/ml. The clinical and

histolgic characteristics are shown in Table 1. There are significant

differences in four groups with regard to the tumor size, histologic

differentiation and microscopic vascular invasion. Furthermore, the

recurrence free survival rates showed significant differences among

the four groups (Figure 1).

Conclusion: HCC patients with low levels of AFP and PIVKA-II

before surgical resection had more favorable histologic characteristics

and showed a better recurrence free survival than those with elevated

level.
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Hepatocellular carcinoma in patients with liver cirrhosis -
four years experience from a terciary center.

Adriana Babameto1, Ilir Bibolli2, Jovan Basho2, Liri Cuko2,
Klerida Shehu2, Bashkim Resuli2

1Gastroenterology and Hepatology, University Hospital Center

‘Mother Theresa’, 2Gastroenterology & Hepatology, Univ. Hosp.

Center ‘Mother Theresa’, Tirana, Albania

Background: Hepatocellular carcinoma (HCC) is one of the most

common internal malignancies worldwide with higher incidence in

endemic countries for HBV infection. Prevalence of HBsAg in gen-

eral population in Albania remains over 8%. On the other hand,

patients with liver cirrhosis have a high risk for HCC.

Aim: To asses incidence rate of HCC in patients with liver cirrhosis

and to investigate the risk factors of developing HCC.

Methods: Our study was a retrospective one of a cohort of 145

consecutive patients (81.6% male and 18.4% female,median age

59.4 ± 10.8 years old;range 26–82 years old) admitted in the hospital

between January 2005 to December 2009 fulfilling diagnostic criteria

for HCC adopted by Barcelona EASL conference. The patients were

analyzed for the putative etiologic factors of HCC and their baseline

characteristics.

Results: Underlying cirrhosis (62.3% ascetic and 37.7% non-ascetic)

was present in 126 (87%) of the patients, 84.7% male and 15.3%

female, median age 60.7 ± 11.1 years old; range 30–81 years old.

The presence of HBsAg and anti-HCV was found in 70 (55.3%) and 2

(1.6%) retrospectively. Previous alcohol abuse (more than 80 g/d

ethanol) was present in 35 (24.7%) of the patients. Synergism

between HBV infection and alcohol abuse was found in 65 cases

(51.5%). Nineteen of the patients (15.4%) have no detectable hepatitis

B surface antigen or hepatitis C (anti-body, no data for alcohol abuse

or non-alcoholic steatohepatitis. Okuda stage 2 and 3 was found in

55% and 45% respectively. Vascular invasion in 23% and extra

hepatic spread of tumor in 14% of the cases.

Conclusion: HCC frequently develops in a cirrhotic liver. Chronic

infection with hepatitis B virus and alcohol abuse are the major risk

factors for development of HCC in Albania. Occult HBV infection may

account for a proportion of cases of HCC in unknown etiological group.
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Clinical outcome in patient with hepatocellular carcinima
after Living Donor Liver Transplantation and impact
to the various criteria
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Background: To obtain good result in liver transplantation, the

appropriate patient selection among hepatocellular carcinoma (HCC)

patients is very important. Many centers have their own criteria,

which is from the influencing factors to survival. it is worthwhile to

compare such various criteria whether the effect is.

Methods: From October 2000 to November 2011, we retrospectively

analyzed 224 patients who had undergone LDLT for HCC. To

identify risk factors for recurrence, we provided our own criteria from

Table 1 Histologic characteristics

AFP \ 200

PIVKA \ 80

AFP [ 200

PIVKA \ 80

AFP \ 200

PIVKA [ 80

AFP [ 200

PIVKA [ 80

P

value

Size \ 3 cm

3–5 cm

C5 cm

31 (32.6%)

9 (9.5%)

1 (1.1%)

9 (9.5%)

2 (2.1%)

1 (1.1%)

15 (15.8%)

13 (13.7%)

2 (2.1%)

4 (4.2%)

5 (5.3%)

3 (3.2%)

0.028

TNM I

II

III

29 (30.5%)

11 (11.6%)

1 (1.1%)

11 (11.6%)

1 (1.1%)

0 (0%)

22 (23.2%)

6 (6.3%)

2 (2.1%)

10 (10.5%)

2 (2.1%)

0 (0%)

0.534

Differentiation 1

2

3

4

9 (9.5%)

30 (31.6%)

2 (2.1%)

0 (0%)

2 (2.1%)

6 (6.3%)

4 (4.2%)

1 (1.1%)

13 (13.7%)

21 (22.1%)

2 (2.1%) 3 (3.2%)

5 (5.3%)

9 (9.5%)

3 (3.2%)

0 (0%)

0.030

Capsule No

Yes

8 (8.5%)

33 (34.7%)

4 (4.3%)

8 (8.5%)

3 (3.2%)

27 (28.4%)

2 (2.1%)

10 (10.6%)

0.347

Septal

formation

No

Yes

15 (15.8%)

26 (27.4%)

7 (7.4%)

5 (5.3%)

7 (7.4%)

23 (24.2%)

3 (3.2%)

9 (9.5%)

0.154

Vascular

invasion

No

Yes

40 (42.1%)

1 (1.1%)

40 (42.1%)

1 (1.1%)

23 (24.2%)

7 (7.4%)

7 (7.4%)

5 (5.3%)

0.003

Fig. 1 Recurrence free survival rates
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the patient’s and tumor characteristics based on the recurrence. And

then, we compared our selection criteria with various tumor grading

scales, such as Milan criteria, UCSF criteria, TNM stage, BCLC stage

and CLIP scoring system. The median follow-up was 68 (6*139)

months.

Results: In 224 patients who received LDLT for HCC, we experi-

enced 37(16.5%) recurrences. The 5 year disease free survival (DFS)

and overall survival rates after LDLT in patients with HCC were

80.9% and 76.4% respectively. On multivariate analysis, the tumor

diameter (5 cm) and alphafetoprotein (AFP) level (100 ng.ml) had

significant influence on HCC recurrence after LDLT and Therefore,

these 2 factors included our scoring system; Within our new scoring

system, 1, 3, 5 years DFS and overall survival rates were 94.0%,

89.9%, 88.6% and 91.9%, 84.0%, 81.8%. Our scoring system

(p \ 0.001), Milan criteria (p = 0.009), UCSF criteria (p = 0.001),

BCLC stage (p \ 0.001) and CLIP scoring system (p = 0.011)

showed significant difference in DFS. And our scoring system

(p = 0.006), UCSF criteria (p = 0.009) and BCLC stage (p = 0.005)

showed significant difference in overall survival rate.

Conclusion: LT is considered as the preferred therapeutic option in

such patients who have AFP B 100 ng/mL and tumor diame-

ter B 5 cm. Milan criteria, UCSF criteria, BCLC stage are also good

therapeutic guide lines. Further verification of these findings by a

prospective study is required for clinical application of our new

criteria.
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Clinical outcomes of Korean patients with hepatocellular
carinoma treated with sorafenib as their first line therapy
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Internal Medicine, Yonsei University College of Medicine, Seoul,

Republic of Korea

Background/aims: Sorafenib is now recommended for patients with

advanced hepatocellular carcinoma (HCC). However, there are few

studies on patients treated with sorafenib as their first line therapy in

Asia. Here, we investigated clinical outcomes of Korean HCC

patients who were treated with sorafenib as their first line therapy and

their prognostic factors.

Methods: From 2008 to 2012, 76 HCC patients with Barcelona Clinic

Liver Cancer stage C and Child-Pugh class A were treated with

sorafenib as their first line therapy. The overall survival (OS) was

analyzed using Kaplan-Meier and Cox-regression method.

Results: Among entire cohort, the median OS was 5.0 months (95% CI

3.8–5.9) with the median duration of sorafenib administration of 72 days.

From univariate analysis, the baseline AFP level of\ 200 ng/mL (6.9

vs. 4.0 months; p = 0.008), tumor size of\ 5 cm (4.9 vs. 5.0 months;

p = 0.018) and the advent of hand foot skin reaction (HFSR) of C grade

1 during treatment (8.6 vs. 3.9 months; p \ 0.001) proved to be favorable

predictors for OS compared to each counterpart, whereas presence of

extrahepatic spread, portal vein invasion or regional nodal involvement

did not. From multivariate analysis, the lower baseline AFP level and

presence of HFSR remained significantly favorable predictors with an

adjusted hazard ratio of 0.4 (95% confidence interval [CI] 0.2–0.8) and

0.3 (95% CI 0.1–0.5), respectively. Treatment-related toxicities were

manageable.

Conclusion: The lower baseline alpha-fetoprotein level and advent of

HFRS can be good prognostic factors in patients with treatment-naı̈ve

advanced HCC who were treated with sorafenib.
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Update and additional external validation of REACH-B score
for risk estimation of hepatocellular carcinoma in patients
with chronic hepatitis B

Hwai-I Yang1, Tai-Chung Tseng2, Henry Lik-Yuen Chan3,
Mei-Hsuan Lee4, Jessica Liu5, Richard Batrla-Utermann6,
Uchenna Iloeje7, Jia-Horng Kao5, Chien-Jen Chen8

1China Medical University, Taichung, 2Buddhist Tzu Chi General

Hospital Taipei Branch, Taipei, Taiwan R.O.C., 3Chinese University of

Hong Kong, Hong Kong, China, 4National Yang-Ming University,
5National Taiwan University, Taipei, Taiwan R.O.C., 6Roche

Diagnostics Ltd., Basel, Switzerland, 7Bristol-Myers Squibb Company,

Wallingford, CT, USA, 8Academia Sinica, Taipei, Taiwan R.O.C.

Background/aims: The former version of REACH-B risk score,

which included gender, age, ALT, HBeAg, and HBV DNA level as

risk predictors, has been developed and externally validated. Recent

evidences suggest that quantitative HBsAg level provides additional

predictability on HCC especially in patients with low HBV DNA.

This study aimed to develop updated risk score incorporating the

novel predictor and validate it externally using clinical patients in

Hong Kong and Taiwan.

Methods: The community-based REVEAL-HBV cohort was used as

the derivation set (n = 3.584; 208 HCC cases). A risk score which

further integrated serum HBsAg level to predict 3-, 5-, and 10-yr HCC

risk, was developed using a multivariate Cox proportional hazards

model; and was externally validated in clinical patients from Chinese

University of Hong Kong and the ERADICATE-B cohort from

National Taiwan University Hospital (n = 3,114; 237 HCC cases). The

discriminatory accuracy was evaluated by calculating the area under

receiver operating curve (AUROC); and the calibration by determining

the extent of agreement between predicted and observed HCC risk.

Results: The novel parameter (serum HBsAg level), which was

incorporated with HBeAg and HBV DNA to form a combined vari-

able, was a statistically significant predictor of HCC. The projected

3-, 5-, and 10-year HCC risk ranged 0.002% to 11.4%, 0.007% to

29.2%, and 0.02% to 65.5%, respectively, for subjects with lowest

(score = 0) to highest risk score (score = 17). AUROCs were 0.913

(0.927), 0.812 (0.820), and 0.803 (0.806), respectively, using risk

score (model) to predict 3-, 5-, and 10-year HCC risk in the validation

cohort. The risk score (model)-predicted HCC risk was well cali-

brated with the Kaplan-Meier-observed HCC risk.

Conclusions: The updated REACH-B score provides additional risk

stratification for patients with low viral load. The additional valida-

tion verifies that this risk score is a robust and useful tool for HCC

risk assessment.
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The importance of immunogistochemistry analysis
of Hepatocellular carcinoma (HCC) in patients
with and without hepatitis B infection (HBV)
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1RNIMY, Moscow, 2RUSSian Medical Academy of Postgraduate

Education, MOSCOW, 3Haematology Recerch Center Moscow

Russian, 4Cancer Reserch Center, Moscow Russian, 5Moscow

Department of Health CCH12, Moscow, Russia

Aim: was to explore the possibilities of traditional and complemen-

tary methods of diagnosis of chronic hepatitis B in patients with HCC.

Material and methods: 91patients were observed in Blockhin’s

Cancer research center sinse 2000 to 2011: 40 patients with HCC and

HBV, 51 patients with HCC. HBsAg detected in 97.5% of cases in

Group 1. Serum DNA HBV detected in all cases. DNA HBV in tumor

tissue by PCR detected in 100% patients group 1. The average viral

load in patients with HCC and HBV-infection was 4.9 ± 0.5 log

10/mkg. We used an additional method of verifying HBV - immu-

nohistochemistry with monoclonal antibodies to HBsAg to study

intracellular expression of the viral protein. In 90% cases in the tumor

tissue of the liver and surrounding liver tissue were found antigen-

positive tumor cells. HBsAg total expression in liver tissue demon-

strates a direct role of HBV in the multistage etiopathogenesis of

HCC.

Conclusions: HBV in patients with HCC is one of the causative

factors, the ability to independently initiate the proliferation of

hepatocytes, with the development of « HBV - associated hepato-

cellular carcinoma,’’ which in the future may affect the future therapy

of this category of patients.
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with and without hepatitis C infection (HCV)
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Aim: was to explore the possibilities of traditional and complemen-

tary methods of diagnosis of chronic hepatitis C in patients with HCC.

Material and methods: 91patients were observed in Blockhin’s

Cancer research center sinse 2000 to 2011:1-group (G-1) 39

patients with HCC and HCV, 2-group (G-2) 51 patients with HCC.

Anti-HCV immunoglobulin was detected in 87.5% of cases in G-1.

Serum RNA HCV detected in 21 cases (60%). RNA HCV in tumor

tissue by PCR detected in 100% patients G-1. The average viral

load in patients with HCC and HCV-infection was 5.8 ± 0.2 log

10/mkg. We used an additional method of verifying HCV -

immunohistochemistry with monoclonal antibodies to HCV E2 to

study intracellular expression of the viral protein. In 87% cases (17

pts) in the tumor tissue of the liver and surrounding liver tissue

were found antigen-positive tumor cells. HCV E2 total expression

in liver cells demonstrates a direct role of HCV in the multistage

etiopathogenesis of HCC.

Conclusions: HCV in patients with HCC is one of the causative

factors, the ability to independently initiate the proliferation of

hepatocytes, with the development of ‘‘ HCV-associated hepatocel-

lular carcinoma,’’ which in the future may affect the future therapy of

this category of patients.
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Hepatocellular carcinoma metastasis to the tip of the coracoid
process

Chitta Ranjan Debnath

Department of Hepatology, Myemensingh Medical College,

Mymensingh, Bangladesh

Hepatocellular carcinoma (HCC) is the commonest & the most fre-

quent primary malignant tumour of the liver. Chronic hepatitis B is

the most common cause of HCC. Metastatic HCC has an aggressive

course & a poor outcome. Common sites of hematogenous metastasis

are lungs, bones & adrenal glands. Bony metastasis of this type of

carcinoma is rare but involvement of vertebra, pelvis, rib & skull is

reported. Coracoid process of scapula is an extremely rare site of

metastasis. Thus we are going to present an unusual site of metastasis

of HCC to the tip of the coracoid process of left scapula which was

presented as a nodular swelling over the lateral aspect of left shoulder.
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Combined Detection of AFP, AFU, b 2-MG and CA199 in Early
Diagnosis for Primary Hepatocellular Carcinoma Patients

Longfeng Jiang1, Cui-Hong Yin2, Jun Li1, Yaping Han1

1Department of Infectious Disease, the First Affiliated Hospital

of Nanjing Medical University, nanjing, 2Jiangsu province Yizheng

City People Hospital of infectious diseases, Yizheng, China

Objective: To explore the express of AFP, AFU, b 2-MG, CA199 in

serum for Primary hepatocellular carcinoma patients and the signifi-

cance of combined detection.

Method: AFP, AFU, b 2-MG, CA199 was detected by ratio,

chemiluminescence and biochemical method respectively in 56 cases

of primary liver cancer patients. At the same time, 60 patients with

liver cirrhosis and 60 healthy controls were compared.

Result: AFP, AFU, b 2-MG, CA199 express of Primary hepatocel-

lular carcinoma patients was significantly higher than that in liver

cirrhosis patients and normal controls, The differences were statisti-

cally significant (P \ 0.05); The combined detection of AFP, AFU, b
2-MG, CA199 four tumor markers, The positive rate (85.7%) was

significantly higher than that of AFP (53.6%), AFU (55.4%), b 2-MG

(48.2%) and CA199 (42.9%) individual testing group (P \ 0.05); And

AFP, AFU, b 2-MG, CA199 four tumor markers detection sensitivity

is higher than that of single index, And AFP, AFU, b 2-MG, CA199

four tumor markers detection sensitivity is higher than that of single

index, But AFU, b 2-MG individual specificity in detecting a joint

detection group.

Conclusion: Combined detection of serum AFP, AFU, b 2-MG,

CA199 content can improve on the positive rate of diagnosis of pri-

mary carcinoma.
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Microwave ablation of larger liver cancers with un-cooled
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Kai-Wen Huang

Department of Surgery and Hepatitis Research Center, National

Taiwan University Hospital, Taipei, Taiwan R.O.C.

Introduction: Microwave ablation (MWA) is the most recent

development in the field of local ablative therapies. The aim of this

study was to evaluate the efficacy and safety of a new generation of

Un-cooled single-antenna microwave to ablate large liver tumor lar-

ger than 4 cm in diameter.

Methods: An Un-cooled single-antenna microwave system (Avecure

Microwave Generator; MedWaves, San Diego, CA) was used. 14

consecutive patients (9 men and 5 women) with liver cancers were

recruited. 6 (29 %) of the patients had hepatocellular carcinoma, and 7

cases had metastatic liver cancers. MWA was performed using a

percutaneous (n = 11) or open approach (n = 3) for 16 tumors with

larger than 4 cm in diameter. All tumors were ablated by applying

temperature control (ablation temperature set point at 110�C, time set

point at 900 seconds).

Results: The median tumor diameter was 5.2 cm (range, 4.0–6.1 cm).

Duration of the ablation time was 1680 ± 240 seconds. The mean

ablation session is 1.07 (range, 1-2). Long axis diameter of ablation

zone was 5.9 ± 0.8 cm. Short axis diameter was 5.2 ± 1.0 cm.

Complications occurred in 1 (7%) of the patients with wound pain and

there was no operative mortality. 2 (14%) of the patients experienced

incomplete ablation. Local recurrent was noted in 2 (14%) of the

patients after a median follow-up of 4 (range, 2-6) months.

Conclusions: This new-generation microwave technique is safe and

effective for local ablation of lager liver cancers. The ablation size is

large and ablation duration is short by using only single antenna. It

will be a valuable option for patients who are not candidates for liver

resection.
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Value of adding alfa-fetoprotein (AFP) to BCLC staging
in predicting prognosis of hepatocellular carcinoma (HCC)
patients

Asmaa Gomaa, Eman Rewisha, Saleh Mahmoud Saleh,
Imam Waked

Hepatology, National Liver Institute, Shebeen El Kom, Egypt

Background: BCLC staging is widely accepted as the best staging

system for HCC. AFP level is found to correlate with the outcome of

resection, local ablation, and liver transplantation for HCC. Com-

bining AFP to BCLC may improve prediction of patient outcome and

survival.

Methods: 852 Consecutive patients with HCC were categorized

according to BCLC stage, and AFP level \ or C400 ng/ml. Survival

curves were estimated and compared.

Results: Mean age was 55 ± 9 years, 81.7% were males, 91.9% had

cirrhosis, 87% due to chronic HCV. Most patients (77.5%) were

diagnosed on developing a complication of liver cirrhosis, and only

10.7% of patients were discovered during prospectively planned

screening. The tumor diameter was [5 cm in 72%, and 40% had

more than one lesion. Portal vein involvement was detected in 18.8%

of patients, and 5.2% had extra-hepatic metastasis at presentation.

AFP was [400 in 40% patients. 24% of patients were BCLC stage A,

24% BCLC B and 14% BCLC C. 60% of Child A cases was cate-

gorized as BCLC stage C and D. The overall median survival was

14 months. The median survival according to BCLC stage was:

BCLC A: 28 months, BCLC B: 17 months, BCLC C: 8 months, and

BCLC D: 6 months (p \ 0.0001). Patients with AFP \ 400 ng/ml

had median survival of 17 months and those with AFP C 400 ng/mL

8 months (p \ 0.0001). AFP level C 400 ng/ml predicted worse

survival among patients within each BCLC stage (stage A; 24 vs.

30 months, p = 0.03, stage B: 14 vs. 18 months, p = 0.07, stage C: 8

vs. 9 months p = 0.6, stage D 6 vs. 8 months p \ 0.01).

Conclusion: AFP is an additional predictor of outcome for HCC, and

its addition to the BCLC staging system may improve predicting

prognosis specially in early stage.
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Acute Pancreatitis Complicating Trans-catheter Arterial
Chemo-Embolization with Doxorubicin-loaded DC BeadTM

of Hepatocellular Carcinoma

Hyun Jin Kim, Seong Jin Lee, Joon Han Jeon, Joon Yeol Han,
Se Hyun Cho

Gastroenterology and Hepatology, Yeouido St. Mary’s hospital,

Seoul, Republic of Korea

Trans-catheter arterial chemo-embolization (TACE) is palliative

treatment for intermediate-stage hepatocellular carcinoma (HCC) of

the Barcelona Clinical Liver Cancer (BCLC) stage system. TACE is

improved survival benefit in selected HCC patients, but complications

can occur. DC Bead is the more prolonged effect, more localized and

higher dose of chemotherapeutic agent to tumor. TACE with DC

Bead has been reducing regurgitation of chemotherapeutic agent and

procedure related complications, compared with TACE only. TACE

with DC Bead related complications are postembolization syndrome,

transient liver decompensation, cholecystitis, liver abscess, irrevers-

ible liver failure, pleural effusion and pancreatitis. The rate of

complication is less than conventional TACE, but can be occurred

and prolonged. A 64-year-old man was diagnosed with hepatitis B

viral infection 20 years ago, has been taken Lamivudine for 6 years.

On admission, the patient was asymptomatic, physical examination

revealed no sign of liver decompensation. Laboratory findings

showed AFP 8.4 ng/mL. The Child-Turcotte-Pugh grade was A (score

5), MELD score was 7. CT confirmed 6 cm sized HCC in segment 8

and right portal vein thrombosis. According to BCLC staging system,

the HCC was advanced stage (C), but the patient’s condition was

tolerable and well reserved liver function, we decided to perform

Fig. 1 Acute pancreatitis complicating TACE with DC Bead

S628 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



TACE with DC Bead. During procedure, no acute complication was

occurred. On the day of procedure, the patient complained of mild

abdominal discomfort and fever. The next day, laboratory findings

were WBC 18.730/mm3, AST 400 IU/L, ALT 195 IU/L, total bili-

rubin 1.18 mg/dL, amylase 1642 IU/L and lipase 1136.5 IU/L. CT

showed acute pancreatitis (CT grade E). The patient was tolerable, the

elevated pancreatic enzyme and leukocytosis was improved by con-

servative treatment and antibiotics. On the 50th day, amylase and

lipase were nearly normal range, CT showed stable HCC and no

recurrence. So we plan to palliative radiation therapy to portal vein

thrombosis. Figures 1 and 2.

Topic: 13.b Clinical

Absno: 2360

Detection of genetic alterations in patients with hepatocellular
carcinoma (HCC) in South India

Vellingiri Balachandar, Subramaniam Mohana Devi,
Meyyazhagan Arun, Alagumuthu Karthick Kumar,
Shanmugam Suresh Kumar, Safiahamadkhan Mustaq Ahamad,
Keshavarao Sasikala

Zoology, Bharathiar University, Coimbatore, India

Background: Hepatocellular carcinoma (HCC) is the fifth most

common malignancy in men and the eighth most common in women

worldwide; it is estimated to cause approximately half a million

deaths annually. Accumulation of various genetic alterations leads to

poorer differentiation in cancer cells and increased progression.

Cytogenetic analysis of HCC has been limited because of poor

hepatocyte growth in vitro.

Objective: The present study aims to investigate the chromosome

aberrations associated with tumor development from 45 HCC sam-

ples, including 10 early HCCs, using conventional cytogenetics and

FISH method.

Results: In the present study, all the patients and controls were

analysed for chromosomal alterations using conventional G-banging

and FISH method. We sought to identify those changes that may be

associated with development and progression of HCC. In the present

study, HCC patients had significantly increased abnormal metaphases

compared to controls. HCC samples revealed frequent aberrations in

chromosomes 1, 8, 16 and 20. A high occurrence of 1q gain and

frequent deletion in the short arm of chromosome 8 suggests that, this

aberration was associated with the development of HCC and this is

confirmed by FISH.

Conclusion: A prior knowledge of the status of genes involved in the

pathogenesis of HCC might be useful in the future for development of

an early marker and new therapeutic agents. The identified altered

chromosomal regions may harbour tumour suppressor genes or

Oncogenes that are involved in the multistep process of carcinogen-

esis or disease pathology. Comprehensive elucidation of the specific

genes and molecular pathways involved in progression from pre

neoplastic lesion to frank neoplastic in the protracted process of

hepatocarcinogenesis will facilitate development of new strategies for

prevention and therapy.
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Initial results and the effectiveness of the laparoscopic
hepatectomy (LH) for small hepatocellular carcinoma

Fumiki Kushihata, Takaaki Takebayashi, Kei Tamura,
Hajime Sato, Hitoshi Inoue, Akihiro Takai, Yoshikuni Yonenaga,
Jota Watanabe, Taiji Toyama, Yasutsugu Takada

Hepatobiliary pancreatic surgery, Ehime, Toon, Japan

Purpose: We examined initial results and the effectiveness of the

laparoscopic hepatectomy (LH) special reference to hepatocellular

carcinoma.

Object and Method: 26 Hepatocellular carcinoma (HCC), 12 met-

astatic liver cancer, others 5 cases. 3 Re-hepatectomy cases are 2

HCC recurrence and one gastric cancer metastasis. As for liver dys-

function cases with high ICG ([ 30%), one HCC explosion in 2 cases.

32 pure laparoscopic hepatectomy and 11hybrid hepatectomy cases

are enrolled. A procedure of pure laparoscopic hepatectomy is as

following; VSS (vessel sealing system) is adapted for surface hepa-

tectomy, and CUSA for deep layer without Pringle maneuver and

precoagulation. Hybrid hepatectomy: We took cholecystectomy/liver

mobilization in laparoscopy and performed hepatectomy by CUSA.

Result: 6 lateral segmentectomy, 3 subsegmentectomy, 24 partial

hepatectomy cases. For average tumor diameter 3.1 cm, operation

time 262 minutes, bleeding 306 ml, postoperative hospitalization

13 days. There is no postoperative complication.

Conclusion:

1. Hybrid procedure was suitable for right sided hepatectomy,

otherwise pure laparoscopic hepatectomy for left sided

hepatectomy.

2. Repeated and the high ICG hepatectomy for HCC are safely

undertaken by LH.
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Evaluation of prognostic factors and staging systems in patients
with hepatocellular carcinoma: How treatment amenability
differ?

Asma I. Gomaa, Mohamed S. Hashim, Eman Rewisha,
Saleh M. Saleh, Imam Waked

National Liver Institute, Menoufiya, Egypt

Introduction: Several hepatocellular carcinoma (HCC) staging sys-

tems are currently available. Although the American Association for

the Study of Liver Diseases (AASLD) recommends the use of

Fig. 2 Stable HCC and regressed pancreatitis
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Barcelona Clinic Liver Cancer (BCLC), it is less optimal for pre-

dicting patient survival in different populations. The aims of this

study were to identify independent predictors of survival and to

compare different HCC staging systems in patients with HCC treated

at our institution.

Methods: A total of 852 patients with HCC were included in this

study. Baseline demographic, clinical, laboratory, and radiological

data were determined at diagnosis. Predictors of survival were iden-

tified using the Kaplan-Meir test and the Cox regression analysis.

Comparison of the Okuda, BCLC, Cancer of the Liver Italian Pro-

gram (CLIP), Japan Integrated Staging (JIS) in predicting survival

was done. Then, we performed a subgroup analysis of a cohort based

on whether or not they received specific treatment for HCC.

Results: The vast majority of patients (91.9%) had liver cirrhosis

(783 patients) and about half the patients had ascites. The overall

survival was 14 months. The 1-, 2- and 3-year survival of the entire

cohort was 54%, 22% and 13% respectively. The presence of ascites,

multiple focal lesions, large tumour size C 5 cm, portal vein throm-

bosis, extrahepatic spread, AFP [ 210 ng/ml, poor Child class, were

independent predictors of survival for the included patients. CLIP

score was the most predictive staging system for the whole cohort,

while BCLC was the most informative system in predicting survival

in patients amenable to specific treatment for HCC.

Conclusion: The CLIP score has the highest stratification ability in

advanced HCC patient population while the BCLC staging system

provided the best prognostic stratification for HCC patients amenable

to treatment.
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Detection of IL-6 and TNF-a serum in chronic liver disease
and hepatocellular carcinoma as predictive liver progression

Neneng Ratnasari, Siti Nurdjanah

Internal Medicine, Faculty of Medicine/Dr. Sardjito General Hospital,

Gadjah Mada University, Yogyakarta, Indonesia

Background: High concentrations of IL-6 and TNF-a in liver disease

are associated with a poor outcome and responsible for the

derangement of some events which can lead to neoplastic degenera-

tion. The aim of study is to identify alteration of serum IL-6 and TNF-

a as predictive liver progression.

Methods: A one year prospective study (2010–2011) was conducted in

CLD and HCC patients with un-matching consecutive sampling at Dr.

Sardjito General Hospital Yogyakarta Indonesia. Liver Cirrhotic (LC)

and HCC patients were case subjects, and Chronic Hepatitis (CH)

patients was control subject. IL-6 and TNF-a serum were examined

using Quantikine� HS kit human immunoassay. Clinical severities

were calculated by scores (FIB4, lok, Child Pugh, CLIP and okuda).

Data were analyzed by computer (ANOVA, spearman correlation, ROC

curve and OR) with significant value p \ 0.05 and CI 95%.

Results: 72 subjects were enrolled (18CH, 36LC and 18HCC), 48

(66.7%) male and no difference of age (52.4 ± 11.6 yr.). There were

significant difference between groups in level of IL-6

(CH = 17.19 ± 2.59; LC = 29.61 ± 10.74; HCC = 90.42 ± 26.88;

ng/mL) and TNF-a (CH = 16.51 ± 2.55; LC = 29.70 ± 10.93;

HCC = 90.22 ± 26.89; ng/mL). There was strong correlation between

serum IL-6 and TNF-a in all subject (r = 0.99; p \ 0.001), but no

correlation between level of IL-6 and TNF-a serum with disease

severities in all groups. Based on AUCROC curve and cutoff level IL-6

and TNF-a showed significant OR (p \ 0.05). The OR of IL-6 were

CH-LC = 136; CH-HCC = 289; and LC-HCC = 8. The OR of TNF-

a were CH-LC = 289; CH-HCC = 289; and LC-HCC = 88.

Conclusions: IL-6 and TNF-a serum may be used as predictive

progression in CLD, even though increasing of level IL-6 and TNF-a
did not have correlation with disease severities.

Topic: 13.b Clinical

Absno: 2416

Chubby is beatiful: subcutaneous fat area as predictor of better
survival in patients with HCC treated with Sorafenib

Adriano De Santis, Claudia Iegri, Giulia Gallusi,
Michele Di Martino, Marinella Lupo, Chiara Bassanelli,
Mariana Forlino, Carmen Di Ciesco

La Sapienza University, Rome, Italy

Background: Sorafenib is an highly lipophilic molecule. So, we

supposed that in well nourished pts, Sorafenib could be stored and

then steadily released thus maintaining long-term higher plasma

levels than in underweight pts.

Aim: To evaluate a potential relationship between subcutaneous

(SFA) and visceral fat area (VFA), and survival in pts with advanced

HCC treated with Sorafenib.

Method: SFA and VFA were retrospectively measured at the level of

the umbilicus, as previously described, on baseline CT scan of 58 pts

with HCC candidates to Sorafenib.

Results: Baseline clinical and anthropometric characteristics of pts

are summarized in Table 1. Given the absence of reference interval of

SFA and VFA in literature, the values were dichotomized using the

median of observed distribution as the cut-off (B or [14061 mm2—

Table 1

Total population

(n = 58)

95% LCL-UCL

Male (n %) 48 (83 %)

Age (mean ± ds) 68.3 ± 98 65.7–70.8

Height (m) (median) 1.7 1.68–1.73

Weight (kg)

(mean ± ds)

70.5 ± 15.4 66.4–74.6

BMI (mean ± ds) 24.3 ± 4.5 23.1-25.6

SFA (mm2)

(mean ± ds)

16188 + 10673 13382.1–18995.2

VFA (mm2)

(mean ± ds)

12618.8 + 6829.5 10823.1–14415.5

Cirrhosis (n %) 54 (93%)

Viral etiology (n %) 29 (53.7%)

CP score (mean ± ds) 5.9 ± 1 5.6–6.2

Meld score

(mean ± ds)

7.6 ± 3.3 6.7–8.6

BCLC (n %)

B 25 (42%)

C 33 (58%)

ECOG (n %)

0 43 (74%)

1 15 (26%)
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SFA- and B or [11534 mm2—VFA). Clinical characteristics of pts

stratified according SFA and VFA value are showed in Table 2. Time

to progression (TTP) was longer in pts with higher SFA and VFA

although not significantly. In pts with higher SFA mean survival was

significantly longer (319.3 ± 244.4 days vs 194.3 ± 224.4 d;

p = 0.04). Also in pts with higher VFA the mean survival was longer

but not significantly. At multivariate analysis SFA was confirmed as

the only independent predictive factors of better survival (Regression

coefficient: - 0.000059; RR: 0.99; p = 0.04). Kaplan–Meyer analysis

for survival stratified according SFA is reported in Figure 1.

Conclusion: Our study suggest a role of SFA as a predictor of better

survival in pts treated with Sorafenib. So, the maintenance of nutri-

tional status during Sorafenib treatment seems to be an important

goal.

Topic: 13.b Clinical

Absno: 2419

Should adipose tissue delay the onset of dose limiting toxicity
in patients with HCC during Sorafenib treatment?

Adriano De Santis, Claudia Iegri, Giulia Gallusi,
Michele Di Martino, Marinella Lupo, Chiara Bassanelli,
Mariana Forlino, Carmen Di Ciesco

La Sapienza University, Rome, Italy

Background: A reduction of time to dose limiting toxicity (t-DLT) in

sarcopenic patients (pts) during antiangiogenic treatments has been

described both in HCC and in RCC. We can suppose that in well-

nourished pts, t-DLT could be delayed as a consequence of a higher

amount of Sorafenib bound to tissue fat, due to his lipophilicity.

Aim: to evaluate a potential relationship between subcutaneous (SFA)

and visceral fat area (VFA) and the onset of DLT.

Method: SFA and VFA were retrospectively measured at the level of

the umbilicus on baseline CT scan of 58 pts with advanced HCC

candidates to Sorafenib.

Results: Baseline clinical and anthropometric characteristics of pts

are summarized in Table 1. Given the absence of reference interval of

SFA and VFA, the values were dichotomized using the median of

observed distribution as cut-off (B or [14061 mm2—SFA- and B

or [11534 mm2—VFA). Clinical characteristics of pts stratified

according SFA and VFA value are showed in Table 2. 35 pts expe-

rienced a DLT after a mean time of 112.1 ± 118.6 d (81.2–143 d).

The most frequent DLT event was skin toxicity (40%). The difference

in t-DLT between the two populations stratified for low or high SFA

and VFA was not significant. Considering only CP B class pts, t-DLT

was longer in pts with higher SFA and VFA (SFA: 203.2 ± 249.8 d

vs 100.8 ± 113.5 d, p = ns; VFA: 183.2 ± 208.1 d vs 82.2 ± 100.4

d, p = ns), although not significantly.

Fig. 1

Table 2

SFA VFA

Median (29 pts) Median (29 pts) P Median (29 pts) Median (29 pts) P

CP score (mean ± ds) 5.8 ± 1.04 6.2 ± 1.01 ns 6 ± 1.07 6 ± 1.04 ns

Meld score (mean ± ds) 7.7 ± 3.3 7.6 ± 3.4 ns 7.9 ± 3.4 7.4 ± 3.4 ns

BCLC C (n %) 15 (52%) 18 (62%) ns 15 (52%) 18 (62%) ns

ECOG O (n %) 24 (82%) 19 (66%) ns 22 (76%) 21 (72%) ns

Table 1

Total population

(n = 58)

95% LCL-UCL

Male (n-%) 48(83%)

Age (mean ± ds) 68.3 ± 9.8 65.7–70.8

Height (m) (median) 1.7 1.68–1.73

Weight (kg)

(mean ± ds)

70.5 ± 15.4 66.4–74.6

BMI (mean ± ds) 24.3 ± 4.5 23.1-25.6

SFA (mm2)

(mean ± ds)

16188 + 10673 13382.1–18995.2

VFA (mm2)

(mean ± ds)

12618.8 + 6829.5 10823.1–14415.5

Cirrhosis (n-%) 54 (93%)

Viral etiology (n-%) 29 (53.7%)

CP score (mean ± ds) 5.9 + 1 5.6–6.2

Meld score

(mean ± ds)

7.6 + 3.3 6.7–8.6

BCLC (n-%)

B 25(42%)

C 33(58 %)

ECOG (n-%)

0 43(74%)

1 15(26%)

Table 2

SFA VFA

[ Median

(29 pts)

\ Median

(29 pts)

P [ Median

(29 pts)

\ Median

(29 pts)

P

CP score

(mean ± ds)

5.8 ± 1.04 6.2 ± 1.01 ns 6 ± 1.07 6 ± 1.04 ns

Meld score

(mean ± ds)

7.7 ± 3.5 7.6 ± 3.4 ns 7.9 ± 3.4 7.4 ± 3.4 ns

BCLC C 15 (52%) 18 (62%) ns 15 (52%) 18 (62%) ns

ECOG O (n-%) 24 (82%) 19 (66%) ns 22 (76%) 21 (72%) ns
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Conclusion: Higher fat amount seems important in Child-Pugh B pts,

suggesting that evaluation of nutritional status may help to expand

enrollment of advanced cirrhosis to sorafenib.
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Antiviral therapy as secondary prophylaxis of hepatocellular
carcinoma (HCC) recurrence in HCV-related cirrhosis:
a case-control study

Roberto Di Donato, Ranka Vukotic, Maria Rita Badalamenti,
Chiara Marulli, Carmela Cursaro, Alessandra Scuteri,
Fabio Conti, Giovanni Vitale, Mauro Bernardi,
Carla Serra, Pietro Andreone

Department of medical and surgical science, Policlinico

S. Orsola-Malpighi - University of Bologna, Bologna, Italy

Introduction: patients with HCV-related cirrhosis developing HCC

have an increased risk of HCC recurrence. Efficacy of Pegylated

Interferon + Ribavirin (PegIFN + RBV) as secondary prophylaxis

after curative HCC therapy has never been evaluated.

Aim: assess whether PegIFN + RBV are able to reduce HCC recur-

rence rate and increase survival after HCC treatment in HCV

compensated cirrhosis.

Materials and Methods: 60 patients who underwent liver resection

[LR] or radio-frequency ablation [RFA] were enrolled in this pro-

spective, non-randomized, match-controlled study.

Results: Cases consisted of 20 subjects receiving standard Peg-

IFN + RBV schedule for 48 weeks while controls were 40 HCV

cirrhotics who had not received antiviral therapy after HCC treatment.

Cases and controls were matched (1:2) for sex, age at LR (or RFA),

Child-Turcotte-Pugh and MELD score. Median observation period

was 43 months (mo). The antiviral treatment efficacy on HCC

recurrence and survival was assessed at 12, 24 and 36 mo. HCC

recurrence was lower in cases compared to controls (10 vs 37.5%,

p = 0.034 after 12 mo; 20 vs 50% p = 0.029 after 24 mo; 40 vs 55%,

p = ns, after 36 mo, respectively). The contrary was observed

regarding survival (100 vs 97.5%, p = ns after 12 mo; 100 vs 87.5%,

p = ns after 24 mo; 100 vs 77.5%, p = 0.023 after 36 mo, respec-

tively). The overall survival was higher for cases compared to

controls (mo, M ± SD: 73 ± 40 vs 37.5 ± 32 p = 0.002, respec-

tively). Finally, time-to-recurrence of HCC was longer for cases

compared to controls (mo, M ± SD: 33 ± 18 vs 15 ± 17 p = 0.010,

respectively). In the treated group 40% obtained a sustained viro-

logical response (SVR). However, the intra-group analysis showed

that the achievement of this outcome did not influenced HCC recur-

rence rates and survival at 12, 24 and 36 mo.

Conclusions: Antiviral treatment with PegIFN + RBV allows to

decrease the HCC recurrence rate and to increase survival in subjects

with HCV cirrhosis treated for HCC. This advantage is independent

from SVR achievement.
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HCC Egyptian guidelines overview

Mohamed Ali Ezzel Arab

Head of HCC Unit, National Hepatology & Tropical Medicine

Research Insitute (NHTMRI), Cairo, Egypt

Egypt is considered nowadays as one of the hot spots in the inter-

national map of Hepatocellular Carcinoma. The Egyptian Society of

Liver Cancer (ESLC) decided to focus all their efforts during last year

scientific meetings to finalize the pilot broad lines for management of

hepatocellular carcinoma (HCC), aiming to find a clue for the

Egyptian HCC patients. Where most of experts with different spe-

cialties in that field all over the country, have been invited to discuss

the new guidelines taking into consideration basically the interna-

tional guidelines (level I evidence based), and in parallel considering

as well the local factors in Egypt, in addition to their own experience

(level III, expert opinion) in those points which could not be appli-

cable in Egypt, provided that it is based on reliable international

publications. Confirmation and collecting these points are done using

live voting system, while Finalization and drafting of the previously

accepted guidelines has been accomplished thc committee composed

of 29 experts of different specialties. The final draft has been com-

pletely endorsed by the ESLC to be applied for the Egyptian HCC

patients. The presentation will cover the HCC Egyptian Guidelines

including the following points:

I Screening

Early detection of cases with hepatic nodule or elevated AFP

II Diagnosis

Accurate diagnosis of HCC

III Staging

Treatment decision making, and determining prognosis

IV Treatment

Selection of appropriate therapy.

Topic: 13.b Clinical

Absno: 2467

Heparanase inhibitor PI-88 as adjuvant therapy
for hepatocellular carcinoma after curative resection:
a 3-year follow-up

Chun-Jen Liu1, Juliana Chang1, Deng-Yn Lin2,3, Cheng-Chung
Wu4, Long-Bin Jeng5, Wei-Chen Lee2,3, Rey-Heng Hu6, Nelson
Liu7, Kuan-Lang Lai7, Stanley Shi-Chung Chang7, Pei-Jer Chen1

1Graduate Institude of Clinical Medicine, Hepatitis Research Center

and Department of Internal Medicine, National Taiwan University

College of Medicine and National Taiwan University Hospital,

Taipei, 2Chang Gung Memorial Hospital-Linkou Medical Center,
3Chang Gung University College of Medicine, Tao-Yuan, 4Taichung

Veterans General Hospital, 5China Medical University Hospital,

Taichung, 6Graduate Institute of Clinical Medicine, Hepatitis

Research Center and Department of Internal Medicine, National

Taiwan University College of Medicine and National Taiwan

University Hospital, 7Medigen Biotechnology Corporation, Taipei,

Taiwan R.O.C.

Background/aims: A previous phase II clinical trial demonstrated

that heparanase inhibitor PI-88 at 160 mg/day was safe and promising

in reducing hepatocellular carcinoma recurrence for up to one year

following curative resection. This observational follow-up study

extended the follow-up period to track patient outcomes three years

after initial randomization.

Methods: 143 patients (83.1% of 172 in the phase II study) consented

to join the follow-up study. Of these patients, 50 had received no

treatment, 48 had received 160 mg/day PI-88, and 45 had received

250 mg/day PI-88 in the phase II trial. Clinical information including

safety parameters and the following efficacy endpoints were investi-

gated: (1) time to recurrence, (2) disease free survival and (3) overall

survival. PI-88 efficacy on patients at high risk for developing

recurrence was also explored.
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Results: PI-88 at 160 mg/day delayed onset and frequency of

Hepatocellular carcinoma (HCC) recurrence, and provided clinically

significant survival advantage for up to 3 years. Additionally, sub-

group analyses on patients with (1) multiple tumors or a single tumor
3 2 cm and (2) positive hepatitis B virus and/or C infection

(s) revealed that PI-88 at 160 mg/day conferred the most significant

survival advantage (P = 0.045) for patients with both risk factors for

recurrence.

Conclusion: PI-88 at 160 mg/day is a safe and well-tolerated dosage

that confers significant clinical benefits. A phase III trial will be

critical in deciding whether PI-88 is effective as an adjuvant therapy

for HCC.
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Survival rates and prognostic factors for unresectable
hepatocellular carcinoma after transcatheter arterial
chemoembolization

Amna Subhan Butt1, Saeed Hamid2, Nazish Butt3,
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1Section of gastroenterology, Department of Medicine, 2Department

of medicine, 3Department of Medicine, Aga Khan University

Hospital, 4Radiology, Aga Khan University Hospital, Karachi,
5Medicine, Aga Khan University Hospital, Karachi, Pakistan

Transcatheter arterial chemoembolization (TACE) is recommended

as palliative treatment for unresectableHepatocellular carcinoma

(HCC). No data is available from Pakistan in this regard.

Aims: To estimate the survival of the patients with unresectable HCC

treated with TACE and to analyze the prognostic factors affecting

survival.

Methods: All patients diagnosed with unresectableHCC who under-

went for TACE during 2000–2011at The Aga Khan University

Hospital, Karachi, Pakistanwere reviewed. Child-Pugh and MELD

score were used to define severity of liver disease. Information was

collected regarding demographic characteristics, baseline laboratory

parameters, tumor characteristics and staging, response to TACE and

survival. Survival at 1, 3 and 5 years and the predictors for survival

were estimated.

Results: TACE was performed in 350 patients with HCC. Mean age

was 57.60 ± 10.06 years and 75% were males. Hepatitis C was the

most prevalent (73.7%) etiological factor. Mean Childs and MELD

score was 7.11 ± 1.61 and 19.34 ± 4.70 respectively. Median AFP

was 51.98 (range 1.20–100,000) IU/ml. The mean tumor size was

6.1 ± 3.31 cm. Atotal of 46.6%, 22.0%, 22.6% and 8.8% had soli-

tary, paucifocal, multifocal and infiltrative/massive HCC respectively.

Majority of patients (65.7%) had one session of TACE while two

sessions were done in 24.0%, three sessions in 6.0%, four sessions in

2.3% and five sessions were done in 2% patients. The follow-up

duration ranged 1–120 months. The overall median survival was

28.000 months (95% CI 20.43–35.56). Moreover, the cumulative

1-year, 3-year, and 5-year survival rates were 82%, 38%, and 20%,

respectively. Age [ 65 years (Hazard ratio 2.50; 5% CI 1.40–4.47;

p 0.002), Child’s class B(Hazard ratio 2.54; 5% CI 1.48–4.38;

p 0.001), advanced HCC (Hazard ratio 2.13; 95% CI 1.29–3.52;p

0.003) and incomplete tumor response (Hazard ratio 2.12; CI 95%

1.28–3.05; p-value 0.02) were the factorsassociated with a poor

survival.

Conclusions: TACEwas useful and well tolerated palliative therapy

for unresectableHCC. Age [65 years, Child’s class B, advanced

HCC and incomplete tumor response were the factors associated with

a poor survival.
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Presentation and outcome of hepatocellular carcinoma in patients
with HBsAg positive and HBsAg negative HBV infection

Filippo Oliveri1, Carlotta Rastelli1, Piero Colombatto2,
Barbara Coco2, Pietro Ciccorossi3, Veronica Romagnoli1,
Beatrice Cherubini1, Riccardo Lencioni4, Laura Crocetti4,
Carlo Bartolozzi5, Alessandro Campatelli6, Franco Filipponi7,
Ferruccio Bonino8, Maurizia Rossana Brunetto3

1Hepatology Unit, 2Hepatologi Unit, University Hospital of Pisa,
3Hepatologi Unit, University, 4Diagnostic Interventional Radiology,
5Radiology Department, 6General Surgery, 7Liver Transplantation

Unit, 8General Medicine II, Digestive and Liver Disease Unit,

University Hospital of Pisa, Pisa, Italy

Background/aims: Overt and occult HBV infection were shown to

play an important role in the pathogenesis of hepatocellular carci-

noma (HCC) in different geographic areas. We studied their impact

on the clinical presentation and outcome of HCC.

Methods: From year 2000 to 2010 490 consecutive HCC-patients

were diagnosed and followed-up at our Hepatology Unit. We focused

the analysis on 289 HCC patients with CLD of viral etiology: 66

(22.8%) with HBV infection and 223 (77.2%) with HCV infection of

whom 95 with HBsAg negative HBV infection (anti-HBc +). Age,

sex, baseline features, therapy and outcomes were studied.

Results: In the Table 1 we report significant (Chi-square/ANOVA)

different variables by CLD-aetiology.

Independent factors influencing survival (Cox-regression) were

Child-Pugh, HCC stage, vascular involvement and treatment. The

overall profiles of HCC patients with/without HBsAg positive or

negative (anti-HBc +) HBV infections differed significantly. HBsAg

positive patients were younger with higher prevalence of male sex.

There was a significant trend for HCC related death among

HBsAg + , anti-HCV +/anti-HBc + , anti-HCV +/anti-HBc- HCC-

patients. The lower rate of cirrhosis related death in HBsAg + vs

HBsAg- HBV infection is possibly associated with delayed progres-

sion of cirrhosis associated with anti-HBV treatments.

Conclusion: HBsAg + and HBsAg- (anti-HBc +) HBV infections

determine different clinico-pathological profile of HCC. Their iden-

tification may have important implication in the managemente of

patients with chronic viral liver disease.

Table 1

Overall HBsAg+ Anti-

HCV+/anti-

HBc+

Anti-HCV+/

anti-HBc-
P

Age (mean,

years)

67.3 63.9 68.8 68.0 0.001

Sex (male) 72.9% 93.9% 69.5% 63.3% \0.001

HCC as

cause of

death*

68.2% 85.2% 70.0% 57.7% 0.042

* Other causes: Cirrhosis (overall 24%) and Extra-hepatic (7.8%)
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Hepatocellular carcinoma presenting with heart metastases:
case series

Andree Kurniawan1,2, Mala Hayati2, Rinaldi Lesmana2,
Indonesia Association for the study of the liver

1Internal Medicine, Pelita Harapan University, Tanggerang, 2Internal

medicine, University of Indonesia, Jakarta, Indonesia

Introduction: Hepatocellular carcinoma (HCC) is one of the most

common types of malignant liver tumor, which is the third leading

cause of cancer mortality worldwide. Advanced HCC with invasion

into the heart through the hepatic vein is a rare occurrence with an

extremely poor prognosis. Patients who present with right heart tumor

have generally been considered inoperable.

Case illustration:
Case 1 A 53-year old man came with increased swelling of abdo-

men 3 months before admission. He had been infected with

Hepatitis B 20 years ago without any treatment. On

abdominal examination there is palpable mass in the upper

abdomen, the surface was uneven, firm and immobile,

ascites and venectation was present. He was diagnosed

hepatic cirrhosis with Child Pugh B. Serum alpha-fetopro-

tein was 8753 lg/L. A tri phase CT of the abdomen showed

a hepatic solid tumor that has infiltrated diaphragm, the right

atrium of the heart and the inferior cava vein. The tumor

located in the left lobe and in the segment 5th, 7th, 8th of the

right lobe. The size of the tumor is 18.96 cm 9 25.44 cm 9

20.96 cm.

Case 2 A 61-year old man came with dyspepsia since 3 months before

admission. He felt nausea, loss of his appetite and significance

loss of his weight. There was abdominal tenderness. Serum

Alpha-fetoprotein result was [ 484000 lg/L. Chest x-ray

showed multiple nodules in both lungs. Abdominal ultrasound

showed hepatic solid tumor with enlargement of spleen. The

abdominal CT scan revealed HCC with ascites, thrombosis of

portal vein and inferior cava vein with the size of tumor

11.1 cm 9 7.0 cm 9 5.3 cm. He was diagnosed as hepatic

cirrhosis Child Pugh B and HCC. The thorax MSCT showed

continuous thrombus from right atrium to inferior cava vein.

From trans-esophageal echocardiography revealed hyper-

echoic mass infiltrating right atrium wall.
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Demographic profile and outcome of 126 consecutive HCC
cirrhotic patients treated with Nexavar. A 5 year Greek
multicentrer study

Dimitrios Dimitroulopoulos1, Andreas Protopappas2,
Stylianos Karatapanis3, Ioannis Elefsiniotis4, Aikaterini
Fotopoulou5, Dimitrios Kypreos1, Maria Nikaki1,
Apostolos Malahias1, Klisthenis Tsamakidis1,
Dimitrios Xinopoulos1

1Gastroenterology, Agios Savvas Cancer Hospital, Athens, 21st

Internal Medicine Dpt, AHEPA Hospital, Thessalonici, 31st Internal

Medicine Dpt, General Hospital of Rhodes, Rhodes, 4Internal

Medicine Dpt, Agoii Anargiri General and Oncology Hospital,
5Radiation Oncology, Hygeia Hospital, Athens, Greece

Aim: The aim of the study was to estimate if and to what extent

Sorafenib (Nexavar) improves survival and quality of life in cirrhotic

patients with advanced hepatocellular carcinoma (HCC).

Methods: The data of a total of 126 (Group A - 69.4 ± 6.3 years, 78

males) consecutive cirrhotics, stages A-B (stage B 66), due to chronic

viral infections and with advanced stage HCC (BCLC stage C 106)

treated with Nexavar (400 gr twice daily) were reviewed retrospec-

tively and were compared with that of a similar historic group of 66

(69.4 ± 5.6 years, 36 males) non-treated HCC patients that were

followed up in the same manner (Group B, stage B cirrhosis 32,

BCLC stage C 56). Follow-up was worked out in both groups

monthly as well as the estimation of quality of life (QLQ-C30

questionnaire).

Results: The etiology of tumour was HBV 58, HCV 62, HBV + HCV

6 in group A and HBV 38, HCV 26, HBV + HCV 2 in group B. The

morphology was multinodular in 26 and 13, massive in 86 and 45 and

diffuse in 14 and 8 patients from group A and B respectively. Met-

astatic disease was observed in 19 and 8 patients and AFP values were

2714 ± 5049 and 3208 ± 4500 respectively in each group. A sig-

nificantly higher survival time was observed for group A (49 ± 6 wk)

as compared to group B (28 ± 2 wk) LR = 20.39, df = 2, P \ 0.01.

Group A presented 68.5% lower hazard ratio [95% CI (47.4%-

81.2%)]. During the first year, a 22% and 43% decrease in the QLQ-

C30 score was observed in each group respectively.

Conclusion: Nexavar administration has shown to improve the sur-

vival and quality of life in cirrhotic, stage A-B, Greek patients with

advanced HCC.
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Relationship between vitamin B12 levels and survival of HCC

Ali Riza Koksal, Salih Boga, Mehmet Bayram, Osman Ozdogan,
Engin Altinkaya, Meltem Ergun, Canan Alatas Alkim

Gastroenterology, Sisli Etfal Training and Research Hospital,

Istanbul, Turkey

Aim: Although elevated blood vitamin B12 level has been identified

as a prognostic indicator for advanced cancer patients; the predictive

value of vitamin B12 for survival of patients with hepatocellular

carcinoma remains unclear. The aim of our study is to evaluate

relationship between vitamin B12 levels and survival rate in HCC

cases.

Materials and methods: We retrospectively studied thirty-one

patients diagnosed with HCC in our clinic from january 2009 to july

2012. Factors determining survival were analysed by univariate and

multivariate analysis using the Kaplan-Meier method and Cox pro-

portional hazard regression models.

Results: A total of 31 cases (26 male, 83.9%; mean age 58.2 ± 13.9)

were enrolled the study. Most patients had cirrhosis (n = 29) and the

most common etiology was HBV (18 cases, 58.1%). The mean sur-

vival time of 26 patients was 149.7 ± 172.7 days. The survival rate

was decreasing with the increasing CHILD, MELD scores and the

total lesion size, but this finding was not statistically significant

(p [ 0.05). According to AFP levels \ 200 or [ 200, median sur-

vival time difference was not statistically significant (183.1 days,

128 days respectively, p [ 0.05). The median survival was 74.8 days

in patients with vitamin B12 level [ 663 (n = 11) and 204.6 days in

patients with vitamin B12 levels \ 663 group (n = 15) (p \ 0.05).

The survival time was significantly lower in patients who had vas-

cular invasion (p \ 0.05). The survival mean times according to

treatment modalities were 342.2 days with RFA, 208.7 days with
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TACE, 94.2 days with Sorafenib, and 85.5 days with palliative

treatment.

Conclusion: Vitamin B12 levels were not elevated in all patients, but

survival rates were dramatically lower in patients with high vitamin

B12 levels.
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Characteristics of hepatitis B virus related hepatocellular
carcinoma in india: a comparative study of 142 patients
from North India
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Background and aims: The clinical profile of patients with hepato-

cellular carcinoma (HCC) may differ depending on the etiology of

HCC. There is no study from India comparing the clinical profile of

patients of HCC due to hepatitis B virus (HBV) infection with other

etiologies.

Methods: We retrospectively reviewed the records of patients clini-

cally diagnosed as HCC between Nov 2000 and Dec 2012 admitted

under a single unit of Department of Gastroenterology at our hospital.

We compared the clinical presentation of patients of Hepatitis B virus

etiology (HBV group) with other etiologies (Non-HBV group).

Results: One hundred and forty-two patients were included (median

age 60 years [range 30–83], 92% males). The etiology was HBV in 56

(39%) and among the non-HBV group (n = 86, 61%) the etiological

spectrum was following: alcohol 31 (22%), cryptogenic 26 (18%),

HCV 27 (19%), and miscellaneous 2 (1%). The median age of pre-

sentation was significantly less for HBV group than in non-HBV (56

[30–77] vs. 62 [42-83] years, p \ 0.01). Clinical evidence of cirrhosis

was significantly less common in the HBV group than non-HBV

group (75% vs 98%, p \ 0.01). HBV group had lower CTP score than

non-HBV (median CTP score 7 vs 8, p \ 0.05). Ascites was more

common in non-HBV group than HBV group (65% vs 48%,

p = 0.056). The BCLC staging was: A 13%, B 23%, C 35%, and D

29%, and there was no difference in tumor characteristics or BCLC

staging between HBV or the non-HBV group.

Conclusions: HBV is a common cause of HCC in India, accounting

for 39% of cases. The tumor characteristics of HCC due to HBV is

similar to other etiologies, however, HBV causes HCC at an earlier

age, and in less advanced or even absence of cirrhosis, thus con-

firming the directly carcinogenic potential of HBV.
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a population-based case–control study in Taiwan
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Objectives: The objective of this study was to explore the association

between statins use and risk of developing hepatocellular carcinoma

(HCC).

Methods: We used the research database of the Taiwan National

Health Insurance program to conduct a population-based case-control

study. Cases were 3480 patients with newly diagnosed HCC identified

during 2000 and 2009. Controls were 13920 subjects without HCC

and frequency matched for age, sex and calendar year to cases. Six

commercially available statins, including simvastatin, lovastatin,

fluvastatin, atorvastatin, pravastatin, and rosuvastatin, were analyzed.

Results: The adjusted odds ratio [OR] of HCC was 0.62 (95% con-

fidence interval [CI] 0.50–0.76) for the group with stains use, when

compared to the group with non-use of statins. In sub-analysis, sim-

vastatin (OR 0.54, 95% CI 0.39–0.75), lovastatin (OR 0.44, 95% CI

0.30–0.64), atorvastatin (OR 0.64, 95% CI 0.48–0.86), and prava-

statin (OR 0.60, 95% CI 0.36–1.00) were associated with significant

reduction in odds of HCC.

Conclusions: Statins use correlates with 38% decreased risk of HCC.

The risk for HCC is not significantly different among each individual

statins.
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Effect and safety of interferon for hepatocellular carcinoma:
a systematic review and meta-analysis

Liping Zhuang, Zhiqiang Meng

Fudan University Shanghai Cancer Center, Shanghai, China

Objectives: To evaluate the effect and safety of IFN for HCC.

Methods: PubMed, OvidSP, and Cochrane Library were searched

from their establishment date until August 30, 2012. Studies that met

the inclusion criteria were systematically evaluated and then sub-

jected to meta-analysis.

Results: Thirteen randomized control trials (RCTs) involving 1344

patients were eligible for this study. Eight studies aimed to investigate

the effect of adjuvant IFN therapy on HCC patients after curative

therapy. Five studies evaluated the effect of IFN on intermediate and

advanced HCC patients. When IFN was used as an adjuvant therapy

for HCC patients after curative therapy, the meta-analysis showed that

IFN reduced the 1-, 2-, 3-, 4-, and 5-year recurrence rates. Subgroup

analysis showed that IFN reduced the 2-, 3-, 4-, and 5-year recurrence

rates of hepatitis C viral (HCV)-related HCC. The effect of IFN for on

hepatitis B virus (HBV)-related HCC patients could not be deter-

mined because of isufficient data. After surgical resection, adjuvant

IFN therapy reduced the 4- and 5- recurrence rates. All studies

reported the negative results about the overall survival rate of HCV-

realated HCC patients after curative therapies. Only one study

reported positive result about the overall survival rate of HCC patients

after curative therapy and subanalysis of HCC patients after surgical

resection. Thus, meta-analysis was not performed. A varied setting of

control was used to study the effect of IFN for intermediate and

advanced HCC patients, thus meta-analysis was not appropriate. All

included studies, except for one, reported that IFN treatment was well

tolerated.

Conclusions: After curative therapies, adjuvant IFN reduced the

recurrence of HCC. IFN did not improve the survival of HCV-related

HCC patients after curative therapy. Whether IFN is effective for
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intermediate and advanced HCC patients could not be determined

because of insufficient data. The toxicity of IFN was acceptable.
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Hepatocellular carcinoma (about 30 cases)
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The hepatocellular carcinoma (HCC) is the most common primary

hepatic tumor, and its incidence is increasing. This tumor mainly

develops in cirrhotic livers in 90% of cases. This is a retrospective

study over a period of 6 years and involving 30 patients treated for

HCC. The average age of patients was 61 years, with no significant

difference between the two sexes in the prevalence. The alcohol-

smoking is found in 17% of cases. Among the incident cases of HCC,

63% were discovered in patients consulting for symptoms, and 37%

in patients undergoing screening. The pain in the right hypochon-

drium is the most dominant clinical sign (40%), then alteration of the

general condition (33%) and signs of portal hypertension and/or liver

failure (26.5%). HCC occurred on liver cirrhosis in 28 cases (93%)

and on normal liver in 2 cases (7%). The origin of the cirrhosis is

dominated by the viral hepatitis C (43% of cases). Child Pugh score

for cirrhosis calculated in 83% of our patients showed a stage A in

36% of patients, stage B in 39% and stage C in 14%. The determi-

nation of a-fetoprotein performed in 80% of our patients showed

normal levels in 37.5% of cases, a rate \ 200 ng/ml in 25% of cases

and a rate [ 200 ng/ml in 37.5% cases. The treatment was symp-

tomatic in 46.5% of cases, the radiofrequency is indicated in 2 cases,

palliative chemotherapy at home in one case, chemoembolization in

one case, sorafenib in one case and one patient was a candidate for

liver transplantation. 2 patients died before the treatment decision and

the remaining patients were lost to sight. In expectation of a better

understanding of hepatocarcinogenesis and new treatments, preven-

tion from risk factors and ultrasonographic screening of patients with

cirrhosis should increase prognosis.
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Phenotypic categorization and profiles of small and sarge
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We used a database of 4139 Taiwanese HCC patients to take a new

approach (Network Phenotyping Strategy) to HCC sub-set identifi-

cation. Individual parameters for liver function tests, complete blood

count, portal vein thrombosis, AFP levels and clinical demographics

of age, gender, hepatitis or alcohol consumption, were considered

within the whole context of complete relationships, being networked

with all other parameter levels in the entire cohort. We identified 4

multi-parameter patterns for one tumor phenotype of patients and a

separate 5 multi-parameter patterns to characterize another tumor

phenotype of patterns. The 2 sub-groups were quite different in their

clinical profiles. The means of the tumor mass distributions in these

phenotype sub-groups were significantly different, one being associ-

ated with larger (L) and the other with smaller (S) tumor masses.

These significant differences were seen systematically throughout the

tumor mass distributions. Essential and common clinical components

of L phenotype patterns included simultaneously high blood levels of

AFP and platelets plus presence of portal vein thrombosis. S included

higher levels of liver inflammatory parameters. The 2 different

parameter patterns of L and S sub-groups suggest different mecha-

nisms; L, possibly involving tumor-driven processes and S more

associated with liver inflammatory processes.
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Impact of extent of surgical resection on the outcome
of hepatocellular carcinoma based on prognostic factors

Rohan Siriwardana1,2, See Ching Chan3, Albert Chan3,
Chung Mao Lo4

1Hepato Biliary and transplant surgery, University of Hong Kong,

Hong Kong, China, 2North Colombo Liver Transplantation Service,

University Of Kelaniya, Ragama, Sri Lanka, 3Surgery, Division of

liver transplant surgery, University of Hong Kong, Queen marry

hospital, 4Surgery, University of Hong Kong, Queen Marry Hospital,

Hong Kong, Hong Kong S.A.R.

Background: Tumour stage and microvascular invasion are frontline

predictors of HCC recurrence. If these factors are controlled, impact

of resection extent may be highlighted. This study evaluated the

impact of resection extent on the outcome of hepatocellular carci-

noma (HCC).

Method: Totally 777 patients who underwent curative resection for

HCC were divided into the minor and major resection groups and their

survival was compared. Further, patients were divided as with good

prognostic factor (early-stage tumours, n = 365), no microvascular

invasion (n = 435), poor prognostic factor (advanced-stage tumours,

n = 412), and microvascular invasion (n = 342). In 82 patients with

excellent prognosis (early-stage tumour, tumour \ 5 cm, no micro-

vascular invasion, well-differentiated HCC), survival was compared

according to the specimen weight.

Results: Early-stage tumours correlated with better recurrence-free

survival after major resection (minor 45 months vs. major 90 months,

p = 0.001), but not advanced-stage tumours (minor 8 months vs.

major 7.6 months, p = 0.526). But overall survival was not affected.

A similar pattern was noted cases with and without microvascular

invasion. In best prognostic tumours, specimen weight was the most

important predictor of recurrence (OR = 3.86, p = 0.011). Totally

292 patients developed intrahepatic recurrence. A greater proportion

of patients with minor resection underwent curative treatment (re-

resection: 20% vs. 13.5%, ablation: 24% vs. 17%) for recurrence.

Minor resection for primary tumour seemed to prolong overall sur-

vival (minor 104 months vs. major 87 months, p = 0.062) when

recurrence developed.

Conclusion: With good prognostic tumours, major resection reduces

recurrence rate. Poor prognostic tumours benefit from minor resec-

tion as it preserves hepatic parenchyma for future treatment of

recurrence.
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Surveillance for hepatocellular carcinoma may improve patient
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Background: Surveillance for hepatocellular carcinoma (HCC) has

been widely recommended in high prevalence countries. It may affect

the stage at diagnosis and consequently the treatment options avail-

able for HCC. However, concrete data proving the survival benefits of

surveillance is not sufficient. In this study, we evaluated the tumor

characteristics and overall survival of patients with HCC according to

the surveillance status at a tertiary referral hospital.

Methods: The study included all patients diagnosed with HCC at the

Seoul National University Hospital from January 2005 to December 2006

(n = 1,145). Patients were categorized into two groups, a surveillance

group (595 patients) and a non-surveillance group (550 patients),

according to tumor detection in a surveillance program based on peri-

odical examination via ultrasound sonography or computed tomography

and alpha fetoprotein determination at 4–6 months’ intervals.

Results: There were no significant differences in age and Child-Pugh

classes between the two groups. The surveillance group exhibited a

smaller tumor size (3.6 vs. 7.1 cm) and a higher incidence of single

HCC (71.6% vs. 56.6%), compared with the non-surveillance group

(each, P \ 0.001). The cumulative survival rate in the surveillance

group was significantly higher than that in the non-surveillance group

(5-year survival, 54% vs. 35%; P \ 0.0001). The survival rate, cor-

rected for the lead time in the surveillance group, was still

significantly higher than that in the non-surveillance group

(P \ 0.001). The favorable effects of surveillance on survival was

also clear in patients with Child-Pugh class B/C (P \ 0.0001).

Conclusions: Surveillance for HCC can lead to discovery of tumors

at an early stage and result in a favorable outcome, especially in

patients with decompensated cirrhosis.
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Palliative treatment for obstructive jaundice prolongs survival
in patients with unresectable hepatocellular carcinoma: TACE
after successful biliary drainage

Jong Kyoung Choi1,2, Ji Kon Ryu2, Dong-Won Ahn2,3, Sang Hyub
Lee4, Jin-Hyeok Hwang2,4, Yong-Tae Kim2, Yong Bum Yoon2,
Chang Jin Yoon5, Sung- Gwon Kang5, Jin Wook Chung5

1Department of Internal Medicine, National Medical Center,
2Department of Internal Medicine and Liver Research Institute, Seoul

National University College of Medicine, 3Department of internal

medicine, Seoul National University Boramae Medical Center, Seoul,
4Department of Internal Medicine, Seoul National University College

of Medicine, Seongnam, 5Department of Radiology, Seoul National

University College of Medicine, Seoul National University Bundang

Hospital, Seoungnam-si, Republic of Korea

Introduction: Nonsurgical biliary drainage is considered as a priority

for obstructive jaundice associated with unresectable hepatocellular

carcinoma (HCC). Successful drainage allows the patient to receive

anti-tumor treatment, such as TACE. However, only limited data are

available on clinical outcomes in patients who treated biliary drainage

with or without subsequent TACE

Objective: This study evaluated the clinical outcome of biliary

drainage with or without subsequent TACEin unresectable HCC

patients with obstructive jaundice.

Design: Retrospective multicenter study.

Patients and methods: A total of 60 patients who received endo-

scopic biliary drainage (ERBD) or percutaneous transhepatic biliary

drainage (PTBD) in 2 tertiary-care referral centers.

Results: Successful drainage was achieved in 39 (65%) of all

patients. The median survival of 39 patients in whom successful

drainage was achieved, regardless of which procedure was performed,

was much longer than that of 21 patients without successful drainage

(147 days vs. 38 days, respectively, P \ .001). In particular, the

median survival was longer in the 17 patients who underwent tran-

sarterial chemoembolization (TACE) after achieving successful

drainage than in 22 patients who were treated conservatively after

achieving successful drainage (410 days vs. 77 days, respectively,

P \ .001). Multivariable analysis in 39 patients in the successful

drainage group showed that TACE [hazard ratio, 0.15: 95% confi-

dence interval (CI): 0.05–0.45, p = .001] was an independent

predictive factor of a favorable outcome.

Conclusions: Effective palliation by nonsurgical biliary drainage

prolonged survival in patients with obstructive jaundice caused by

unresectable HCC, because successful biliary drainage allows the

patients to receive TACE.
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Transarterial chemotherapy using CDDP powder in patients
with unresectable hepatocellular carcinoma

Satoru Kakizaki1, Ken Hatanaka2, Daichi Takizawa2, Takashi
Ueno2, Suguru Takeuchi2, Yasushi Shimada2, Mitsuo Toyoda1,
Norio Horiguchi1, Hiroaki Hashizume1, Yuichi Yamazaki1,
Ken Sato1, Masatomo Mori1

1Department of Medicine and Molecular Science, Gunma University

Graduate School of Medicine, Maebashi, 2Department of Internal

Medicine, Isesaki Municipal Hospital, Isesaki, Japan

Background/aims: We investigated the therapeutic effects of CDDP

powder for the patients with unresectable hepatocellular carcinoma

(HCC).

Methods: From March 2010 to March 2012, 204 patients with HCC

were treated at Isesaki Municipal Hospital. Clinical characteristics

and therapeutic effects were analyzed. CDDP powder (DDP-H, IA-

call (�)) was solubilized in saline at a concentration of 100 mg/70 ml

immediately before use and infused into the liver through the

proper, right or left hepatic artery. Maximum dosage of DDP-H was

65 mg/m2.

Results: Among 204 HCC patients, 52 patients were treated by DDP-

H. Fifty-two patients included 42 males and 10 females. Median age

was 71 years olds (range 50–88). Forty-two of 52 patients (80.8%)

had the previous history of HCC treatments. Etiology was HBV/HCV/

nonBnonC = 2/42/8. Child-Pugh grade was A/B/C = 28/24/0. Stage

of the tumor was Stage 1/2/3/4A/4B = 0/10/18/21/3. Twenty of 52

patients (38.5%) had vascular or biliary invasion. Average number of

sessions with DDP-H treatment was 2.8 times (range; 1–12). Average

dosage of DDP-H was 81.9 mg/body. Treatment effects were TE4/

TE3/TE2/TE1 = 0/6/16/30. Response to treatment was CR/PR/SD/

PD = 0/17.3/21.1/61.5%. Response rate was 17.3% and disease

control rate was 38.4%. Median survival time (MST) from first
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DDP-H treatment was 8.0 months. One year survival rates were as

follows. Overall patients, 34.6%; Stage 2: 50%; Stage 3: 25%; Stage

4A: 30%; Stage 4B: 0%. Response rate of the patients with vascular

or biliary invasion was 20%. Response to treatment of 10 cases (Stage

1/2/3/4A/4B = 0/1/2/7/0) without previous treatment was PR/SD/

PD = 4/2/4. Problematic adverse events were not observed.

Conclusions: Our results suggest that transarterial chemotherapy

using CDDP powder can be safely administered for HCC. Because

the patients of this study included the advanced stage and had the

previous treatments, disease control rate with 38.4% and 8 months of

MST were considered to be relatively good responses.
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Impact of a multimodality treatment strategy on the survival
outcomes in patients with recurrent hepatocellular carcinoma

Albert Chan, Ronnie Poon, Tom Cheung, Kenneth Chok,
Chung Mau Lo

Department of Surgery, University of Hong Kong, Hong Kong,

Hong Kong S.A.R.

Introduction: The prognosis of patients with tumor recurrence after

hepatectomy was dismal. However, it is uncertain if recent advances

in the surgical management of hepatocellular carcinoma (HCC) could

also improve the survival outcomes of this condition.

Objective: To evaluate the prognostic impact of a multimodality

treatment strategy for intrahepatic recurrence after hepatectomy.

Materials and methods: Data was reviewed for 469 patients with

post-hepatectomy intrahepatic recurrence who received secondary

treatments from 1993 to 2008. Transarterial chemoembolization

(n = 128) was the mainstay of treatment during 1993–2000 i.e Era I,

n = 170 while re-resection (RR), radiofrequency ablation (RFA) and

salvage transplantation were adopted during 2001-2008 i.e. Era II,

n = 299. Survival outcomes of the two eras were analyzed.

Results: Patients in Era II were at more advanced age (P = 0.03) and

had higher incidence of comorbid illness (P = 0.008). There was no

significant difference in liver function and tumor characteristics

between the two eras. However, there was a significant increment in

the number of patients receiving secondary surgical treatments from

12.9% in Era I to 36.1% in Era II (P \ 0.001), with a reciprocal

reduction in the number of transarterial chemoembolizations (Era I

75.3% to Era II 49.2%, P \ 0.001). The most notable increment was

the number of RR (Era I: 4.7% vs. Era II 14.7%) and RFA (Era I: 0%

vs. Era II 21.7%). As a result, the overall median survival was

improved from 41.4 months in Era I to 56.5 months in Era II

(P = 0.002). The 1-, 3- and 5-year overall survival rates in Era I were

81.1%, 55.6% and 36.7% and for Era II were 87.6%, 62.6% and

46.6%, respectively.

Conclusion: Recent advances in the surgical management of HCC

have also enhanced the chance for treatments of intrahepatic recur-

rence. A multimodality treatment strategy is imperative to improve

the prognosis of patients with post-hepatectomy tumor recurrence.
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Survival analysis of hepatic resection for breast cancer metastases
in Chinese women

Tan To Cheung1, Ronnie Tung Ping Poon2, Thomas Yau2, Siu Ho
Chok2, Albert Chi Yan Chan2, See Ching Chan2, Sheung Tat
Fan2, Chung Mau Lo2

1The University of Hong Kong, 2HKU, Hong Kong, Hong Kong

S.A.R.

Introduction: The survival for patients with carcinoma of the breast

with liver metastases remains very poor. The data on the survival

outcome of this treatment modality in Chinese population is still

lacking.

Method: From Jan 2000 to Dec 2009, 557 patients received hepa-

tectomy for liver metastases in our hospital. Total 14 patients received

hepatectomy for breast cancer liver metastases (BCLM) in the Uni-

versity of Hong Kong. Short term outcome and long term survival

were analyzed.

Result: Nine patients (64.3%) received major hepatectomy and five

patients (33.7%) received minor hepatectomy. The median blood loss

was 330 ml. There was no hospital mortality. The median hospital

stay was 6.5 days. The median tumour size was 3 cm (ranged 1.5 to

10 cm). All the patients received R0 tumour resections. The median

overall survival and five year survival following hepatectomy was

33 months (range 12.5 months to 134 months) and 45.1%. The

median disease free survival and five year disease free survival fol-

lowing hepatectomy was 14 months (range 6.6 months to 75 months)

and 27.7%. Univariate analysis showed that age of developing liver

metastases \41.5 year (p = 0.044), triple negative receptor status on

pathological examination (p = 0.047) and time to develop liver

metastasis \44.6 months from primary treatment (p = 0.034) were

associated with poor survival. Multivariate analysis showed that time

to develop liver metastasis \44.6 months from primary treatment was

an independent significant factors for poor survival (p = 0.044 HR

0.785 CI 0.62–0.99).

Conclusion: Liver resection for BCLM is a safe and effective method

in the management of patients with cancer of the breast. Satisfactory

short term and long term outcome can be achieved in Chinese pop-

ulations. It should be considered more frequently as part of the

multidisciplinary care of patient with breast cancer and liver

metastases.
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The effectiveness of angiographic subsegmentectomy
as the treatment method of unresectable metastatic liver cancers.

Shozo Iwamoto1, Taizo Yamaguchi1, Osamu Hongo1,
Hideki Iwamoto2

1Iwamoto Hospital, Kitakyushu, 2Division of Gastroenterology,

Department of Medicine, Kurume University School of Medicin,

Kurume, Japan

Background/aims: Angiographic subsegmentectomy (AS) was the

one of safest and most effective treatment method of hepatocellular

carcinoma (HCC). In this time, we’ll report the effectiveness of AS as

the treatment of unresectable metastatic liver cancers.

Methods: Putting microcatheter on peripheral feeding arteries, the

suspension of iodized oil and cisplatin (arterial infusion cisplatin) was

injected until peripheral particle veins were seen, and peripheral

feeding arteries were embolized by the small particles of gelatin

sponge. Patients were 20 with metastatic liver cancers. (9 colorectal

cancer, 3 bile duct carcinomas, 1 gastric cancer, 1 gall bladder cancer,

1 esophagus cancer, 1 pancreas cancer, 1 choriocarcinoma, 1 neuro-

endocrine tumor, 2 others).
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Results: In 9 with metastatic liver cancers of colorectal cancers, 2

were CR and 6 were PR, 1 was unevaluated. Metastatic liver cancers

of 1 gastric cancer, 2 bile duct and 1 neuroendocrine tumor were

apparently PR. Others were unevaluated due to they were end stage.

Conclusions: AS was one of effective treatment methods of meta-

static liver cancers.
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Bilateral drainage, more effective approach for Klatskin tumor

Chang Seok Lee, Dea Hwan Kang, Hyung Wook Kim,
Cheol Woong Choi, Su Bum Park

Pusan National University, Yangsan, Republic of Korea

Background: Biliary drainage is one of the most important treatment

in palliation with Klatskin tumor. There is still uncertainty about

optimal choice of either unilateral or bilateral drainage with hilar

biliary obstruction.

Aim: The aim of this study was to compare clinical outcomes of

bilateral drainage with unilateral drainage in hilar biliary obstruction.

Method: We retrospectively reviewed 72 patients with unresectable

Klatskin tumor who underwent metal stent between January 2009 to

September 2012. All cases were beyond Bismuth type II. 41 patients

were drained bilaterally, whereas 31 patients were performed uni-

lateral stent.

Results: Bilateral drainage had superiority over unilateral drainage in

median survival time (256 ± 154 days vs 196 ± 80 days, p \ 0.05)

and median stent patency time (230 ± 139 days vs 165 ± 68 days,

p \ 0.05). Cholangitis occurred more frequently after unilateral

drainage (6/31, 19% vs 1/41, 2.4%).

Conclusion: Bilateral drainage seems to more effective method for

palliation in hilar biliary obstruction, although its technical difficulty.
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Risk factors for cholecystitis after bilateral biliary stent
placement in patients with klatskin tumor

Young Mi Hong, Dae Hwan Kang, Hyung Wook Kim,
Cheol Woong Choi, Su Bum Park

Pusan National University Yansang Hospital, Yangsan, Republic

of Korea

Background/aims: Endoscopic bilateral metal stenting is a rapidly

evolving technique which allows the palliative treatment of malignant

hilar obstruction including Klatskin tumor. But cholecystitis in

patients with Klatskin tumor is bothersome event to patients and

physicians. Biliary stent may be associated with cholecystitis for

several reasons. The aim of this study to evaluate the prevalence and

risk factors of cholecystitis after bilateral matal stent placement,

especially in Klatskin tumor.

Patients/methods: August 2005 to June 2012, 102 patients treated

with a metal stent for Klatskin tumor were enrolled. The incidence

and characteristics of patients with cholecystitis were evaluated and

compared with those of patients without cholecystitis. We retro-

spectively reviewed following variables: sex, age, Bismuth type,

gallbladder filling by contrast medium during endoscoic retrograde

cholangiopancreatography (ERCP), cholangitis before ERCP, cystic

duct involvement of tumor mass on computed tomography (CT),

presence of gallbladder stones.

Results: There were 28(27.5%) patients diagnosed with cholecystitis

after bilateral metal stent insertion. In cholecystitis, 108.9 days were,

on average, taken (ranging from 1 to 310 days) since metal stent

placement to the onset of cholecystitis. We found that cystic duct

involvement of tumor mass on CT was associated with cholecystitis

(p = 0.015) and others were not related with development of

cholecystitis.

Conclusions: This study suggested that cholecystitis after bilateral

metal stent insertion in klatskin tumor is associated with cystic duct

involvement of the tumor. To prevent or manage cholecystitis,

effective modalities should be sought.
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Comparison of multiple plastic stents with single plastic stent
in palliative management of malignant biliary stricture.

Byoung Hoon Ji1, Dae Hwan Kang2, Hyung Wook Kim2,
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Background/aims: Plastic stent is less expensive than metal stent,

and can be easily replaced and removed. However, plastic stent has

poorer patency than metal stent. The aim of this study was to evaluate

whether multiple plastic stents have better stent patency and clinical

results than single plastic stent, in malignant biliary stricture.

Patients: From September 2008 to July 2012, 52 patients who

received palliative plastic stent in malignant biliary stricture.

Methods: Out of all 52 patients with malignant biliary stricture, there

were 22 patients underwent multiple plastic stents insertion and 30

patients received single plastic stent insertion. We evaluated patent

period of plastic stents, especially patent ratio in 3 month after stent

insertion. also we investigated bilirubin reduction at 7 days after stent

insertion and complication related stent insertion in each group.

Results: Mean patent period of multiple plastic stents is 99.2 days

and that of single plastic stent is 77.5 days, it has no statistically

significance.(p value = 0.860) But there was significant difference in

percentage of stent patency in 3 months after stent insertion. In

3 months after stent insertion, multiple plastic stents showed 50%

(11/22) of patent ratio, single plastic stent showed 23.3% (7/30) of

patent ratio. (p value = 0.046) Mean bilirubin reduction level at

7 day after stent insertion was 3.33 mg/dL in multiple stents group,

2.31 mg/dL in single stent group.(p value = 0.276) Pancreatitis was

observed in 1 cases (4.5%) and 2 cases (6.6%). Only one case of

cholecystitis after stent insertion was seen in single plastic stent

insertion group, no significant bleeding after stent insertion in each

group.

Conclusions: In palliative treatment of malignant biliary stricture,

multiple plastic stent insertion showed better patent ratio than single

plastic stent insertion. Between two groups, there are no significant

difference in complication.
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SUVmax measured on FDG PET-CT is a prognostic value
for survival in bile duct and gallbladder cancer
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Background/aims: Primary tumor standardized uptake value

(SUVmax) measured by2-[18F]-fluoro-2-deoxy-D-glucose positron

emission tomography-computed tomography (FDG PET-CT) has

been studied as a potential prognostic factor for survival. However,

there have been a few studies dealing with the prognostic value of

SUVmax for patients with bile duct and gallbladder cancer. We per-

formed retrospective analysis to determine the prognostic value of

primary tumor SUVmax for patients with bile duct and gallbladder

cancer.

Methods: Sixty one patients with confirmed bile duct and gallbladder

cancer who underwent FDG PET-CT in our institution from April

2008 to April 2011 were included in our study. Prognostic signifi-

cance of SUVmax and other clinicopathological variables was assessed

by Kaplan-Meier analysis with log rank comparison and Cox pro-

portional hazard regression analysis.

Results: The final diagnosis of enrolled patients was as follows:

Twenty-three (37.7%) with common bile duct (CBD) cancer; 17

(27.9%) with hilar cholangiocarcinoma; 12 (19.7%) with intrahepatic

cholangiocarcinoma; and 9 (14.8%) with gallbladder cancer. Final

diagnosis was confirmed by curative resection, percutaneous and/or

endoscopic biopsy, and follow-up in 16 (26.2%), 29 (47.5%) and 16

(26.2%) patients, respectively. In the univariate analysis, diagnosis of

intrahepatic cholangiocarcinoma and gallbladder cancer, mass form-

ing type, poorly differentiated cell type, nonsurgical treatment,

advanced AJCC tumor staging, tumor-node-metastasis factors, tumor

size, and SUVmax of primary tumor were significant predictors of poor

overall survival. On multivariate analysis adjusted for age and sex,

independent predictive factors associated with poor overall survival

were AJCC tumor staging (P = 0.049), nonsurgical treatment (HR

8.68, P = 0.026) and primary tumor SUVmax (HR 1.55, P = 0.011).

Conclusions: Primary tumor SUVmax measured on FDG PET-CT is

an independent and significant prognostic factor for overall survival

in patients with bile duct and gallbladder cancer.
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Strategy for improving the prognosis after liver resection
in colorectal cancer patients with liver metastasis
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Medical Center, Fukuyama, Japan

Background: More than 50% of patients develop recurrence of the

disease after curative resection of liver metastasis from colorectal

cancer. The aim of this study was to clarify the prognostic factors

after resection of liver metastasis in colorectal cancer and its strategy

for improving the prognosis.

Patients and Methods: Forty-two colorectal cancer cases with liver

metastasis who underwent hepatectomy between 1996 and 2006 were

assessed to determine the prognostic factors. Tumor characteristics

(number of tumors, extent of the tumor and presentation period of

liver metastasis), operative methods, recurrence and survival data

were analyzed to determine prognostic factors after the initial hepa-

tectomy. From these analyses, we reevaluated the prognosis between

2007 and 2011.

Results: Among 42 patients receiving hepatectomy, recurrence in

remnant liver was detected in 12 (28.6%) of the patients. 16 (38.1%)

patients had extrahepatic recurrence. The cumulative survival after

liver resection was 79.0% at 3 years and 72.9% at 5 years. On uni-

variate analysis, patients’ survival after liver resection was related to

the presence of bilateral lobar metastases (p = 0.029), recurrences in

the remnant liver (p = 0.02), and extrahepatic recurrences after

resection (p = 0.0049). Multivariate analysis revealed that only the

extrahepatic recurrence after resection was an independent prognostic

factor for poor outcome (p = 0.048). After this analysis, we induced

new regimens of systemic chemotherapy in 17 patients. In those,

recurrence in remnant liver was detected in 6 patients (35.3%) and 7

patients (41.2%) had extrahepatic recurrence. All of 4 deaths were

due to the extrahepatic recurrence.

Conclusions: The presence of extrahepatic recurrence after liver

resection.was only a prognostic factor in colorectal cancer patients

with a liver resection due to liver metastasis. After the induction of

new regimens, extrahepatic recurrence was still critical. We should

continue new adjuvant systemic chemotherapy for further analysis to

improve the prognosis.
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Differentiation between multiple hemangiomatosis and an adult
case of hemangioendothelioma with Kasabach-Merritt syndrome
by dual-tracer (11C-acetate and 18F-FDG) PET/CT

Chi-Lai Ho, Sirong Chen, Thomas K C Cheng, Yim Lung Leung,
Ka-Nin Wong, William S K Cheung

Hong Kong Sanatorium & Hospital, Hong Kong, China

Hepatic hemangioendothelioma (HHE) is a rare and less aggressive

malignant vascular tumor, often found in pediatric population and

considered difficult but important to be differentiated from benign

multiple hemangiomatosis and other forms of hepatic malignancies.

We herein discuss the uptake pattern and semi-quantitative charac-

teristics of dual-tracer (11C-acetate and 18F-FDG) PET/CT evaluation

of an adult case of HHE initially presented as Kasabach-Merritt

syndrome (KMS). Case description: A 63 year-old lady presented

with thrombocytopenia, splenomegaly and a hypervascular liver

lesion. Splenectomy and hepatic resection confirmed HHE by histo-

pathology. However, thrombocytopenia recurred 3 months after

surgery and MRI showed multiple enhancing nodules throughout both

hepatic lobes in all 3 phases of contrast injection. Diagnosis was

indeterminate between multiple hemangiomatosis and hepatic

malignancies (primary or secondary). 18F-FDG PET/CT identified

more than 10 liver nodules (size: 1.0–3.6 cm) diffusely scattering in

both lobes with moderately increased metabolism (18F-FDG lesion-to-

liver SUV ratio: 1.23–2.71). All liver nodules were negative for
11C-acetate, thus effectively excluded multicentric hepatocellular

carcinoma (HCC). As hemangiomas are not avid for both tracers,

multiple hemangiomatosis was likewise excluded. Since dual-tracer

PET/CT showed no evidence of vascular tumor thrombi/invasion,

regional or distant hypermetabolic lymph nodes/lesions in the

remaining parts of body, other forms of malignancies leading to liver

secondaries were not favored. The diagnosis of recurrent HHE was

thus suggested and later confirmed by histopathology. This is the first

case report with PET/CT on the dual-tracer uptake pattern and semi-

quantitative characteristics of HHE. In the presence of atypical triple-

phase contrast enhancement on radiological imaging in an adult

patient with rare KMS presentation, dual-tracer PET/CT may have a

potential value in differentiating HHE from multiple hemangioma-

tosis and other forms of hepatic malignancies such as liver
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secondaries and HCC, as individual management and prognosis vary

widely among these entities.

Topic: 14 Cholangioca and Other Liver Neoplasm

Absno: 894

Are chromosomal aberrations responsible for gallbladder cancer?
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Background: Gallbladder cancer is one of the commonest cancers of

the hepatobiliary tract in northern part of India. The disease is more

common in women and is found to be associated with gallstones in up

to 90% of the cases. Chronic inflammation and exposure to carcino-

gens is implicated as the commonest causes. Previous studies have

demonstrated frequent allelic loss at 3p, 8p, 9q and 22q. We per-

formed this study to look at the nature of chromosomal aberrations if

any in carcinoma of the gallbladder.

Methods: Chromosome preparation from cultured leukocytes was

performed in 30 cases of the histologically proven gallbladder cancer.

After the giemsa staining, chromosomal structure, banding and

aberrations were looked for under an inverted microscope. Lactic acid

dehydrogenase (LDH), Super oxide dismutase (SOD) and Catalase

were also estimated using native PAGE.

Results: Of the 30 patients, there were 7 males and 23 females. No

chromosomal aberrations were identified in any of the female

patients, while among 7 males 4 demonstrated breakage of 1p and one

showed translocation t(4p;6p). Elevated enzyme activity was seen for

all antioxidant enzymes irrespective of the gender of the patients.

Conclusion: The results suggest higher frequency of chromosomal

breaks in male patients with gallbladder cancer. The enzymatic

activity of antioxidant enzymes was higher and oxidant enzyme was

lower irrespective of gender hence it can be concluded that the

chromosomal breaks identified are not as a result of higher production

of oxidant enzymes.
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A p53/microRNA-200 axis regulates stemness-dependent
epithelial-mesenchymal transition in human gallbladder cancer
stem cells
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Gianfranco Alpini
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College of Medicine, Temple, TX, USA

Epithelial mechenchymal transition (EMT) is a process that is remi-

niscent of cancer stem cell characteristics. Loss of p53 is also

associated with the key regulatory genes (miRNAs) during cancer and

stem cell development. Our aim was to characterize the functional

roles of p53 regulated EMT through specific microRNAs in human

gall bladder cancer stem cells.

Methods: miRNA expression in human gall bladder cancer tissues,

human gall bladder cancer stem cells (GB-CSCs), Mz-ChA-1 gall

bladder cancer cells and H69 non-malignant cholangiocytes was

assessed using a hybridization based microarray and expression of

selected miRNA was evaluated by Taqman real-time PCR analysis.

Chromatin immunoprecipitation experiment was modified from the

EZ-CHIP protocol using p53 antibody.

Results: We identified miR-200 family including miR-200a, miR-

200b and miR-200c that are differentially expressed in doxorubicin-

enriched cell fractions in a mouse xenograft tumor model of gall

bladder cancer. Members of the miR-200 family were notably more

silenced in GB-CSCs compared with their parental gall bladder

cancer cells (GBCs) and Mz-ChA-1 cells. We discovered that p53

plays a role in regulating both EMT and EMT-associated stem cell

properties through transcriptional activation of miR-200b and miR-

200c. p53 transactivates miR-200b and miR-200c through direct

binding to their promoter region. Loss of p53 in gallbladder cancer

cells leads to decreased expression of miR-200b/c and activates EMT

program, accompanied by increased mesenchymal stem cell popula-

tion. Re-expressing miR-200b/c suppresses genes that mediate EMT

and stemness properties and thereby reverts mesenchymal and stem

cell-like phenotype caused by loss of p53 to differentiated epithelial

cell phenotype. Furthermore, loss of p53 negatively correlates with

miR-200b/c level but positively with increased expression of EMT

and stemness markers in GB-CSC xenograft tumor in vivo.

Conclusion: Tumor suppressor p53 can regulate cancer stem cell

potentials in gallbladder tumors by modulating the expression of miR-

200 family, the regulators of EMT process.
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Background and aims: Intrahepatic cholangiocarcinoma (ICC) is the

second most common primary liver cancer. In this study, we inves-

tigated the clinico-pathological features and surgical outcomes of 46

cases.

Patients and method: From 1983 to 2011, 46 ICC patients, 16

women, 30 men, with a mean age of 65.3 (46–83), were operated on

our institute. The size of the tumors was 4.7 cm (0.5–12 cm), 15

(32.6%) had lymph node (LN) metastasis, and 9 (19.6%) intrahepatic

metastasis. One underwent partial hepatectomy, 3 segmentectomy,

and the others lobectomy or extended lobectomy. Twelve cases

underwent regional LN resection. Fifteen had a positive surgical

margin or incomplete resection. Eleven had hepatic hilar invasion The

influence of such factors on surgical outocomes was evaluated.

Results: Chronic liver disease was found in 18 (39.1%), and 4 of

these cases were accompanied by Hepatocellular carcinoma (HCC).

The cumulative 3-, and 5- year survival rates were 41.0, and 32.5%.

The disease free 3-, and 5-year survival rates 38.1 and 30.4%,

respectively. The tumors with intraductal growth had a more favor-

able clinical course. Univariate analysis revealed the following factors

predictive of a poorer prognosis:LN metastasis, intrahepatic metas-

tasis, and hilar invasion. No patient with inrtrahepatic metastasis

survived for more than 14 moths. However, multivariate analysis

revealed no significant predictive factor.

Discussion and conclusion: 30% ICC patiets had chronic liver dis-

ease, such as hepatitis C and B. So, ICC has to be considered as well

as HCC if a tumor is found in a diseased liver. Curative surgery is said

to be the most effective treatment for ICC. However, ICC with

intrahepatic metastasis may require neoadjuvant therapy because of
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its very poor prognosis, and ICC with LN metastasis, hilar invasion,

and a positive surgical margin has to be considered for some adjuvant

therapy in order to improve the surgical outcome better.
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Results of surgical treatment for intrahepatic cholangiocarcinoma
and clinicopathological factors influencing survival.
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Background: The most effective treatment for intrahepatic cholan-

giocarcinoma (ICC) is to complete hepatic tumor excision. We

retrospectively investigated the clinicopathologic features and out-

come of 36 patients who underwent hepatectomy for ICC.

Methods: Demographic data and clinical variables for 36 patients (20

men and 16 women, with a mean age of 64 years) - who were

diagnosed with ICC and underwent hepatectomy for ICC from

December 2001 to June 2012 - were followed for an average of

26 months.

Results: Twenty-one patients (58%) died, and 26 patients (72%)

experienced tumor recurrence. The positive rates of vp, vv, and b were

calculated as 25, 22, and 37% respectively. The actuarial 1-, 3-, and

5-year survival rates in the 36 cases were 72%, 55%, and 44% respec-

tively. Patients with bile duct invasion (b1-4) showed a significantly

worse prognosis compared to those without bile duct invasion (b0)

(P \ 0.05). The survival rate of patients without vascular invasion

(Vv0, Vp0) was higher than that of patients with vascular invasion

(vv1-3, vp1-3), although it is not significant (P = 0.368). Patients with

vascular and bile duct invasion tended to have a longer operation time

(510 vs 285 min p \ 0.001), larger resected liver weight (464 vs 298 g

p \ 0.05), and longer hospitalization (37 vs 23 days p \ 0.05) in

comparison to patients without invasion.

Conclusion: The outcome of surgical treatment of ICC patients with

bile duct invasion is poor. In order to improve the prognosis,

effexctive adjuvant chemotherapy is mandatry.
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The role of contrast-enhanced ultrasonography (CEUS)
in diagnosis of non-hepatocellular carcinoma (HCC) malignancy
in cirrhosis patients
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Background and aim: CEUS has been long recommended as an

important contrast-enhanced imaging procedure for detection and

characterization of liver nodules in cirrhosis. It has shown the same

diagnostic accuracy as contrast-enhanced computed tomography and

contrast-enhanced magnetic resonance imaging. However, this proce-

dure has been dropped from the diagnostic flow chart of liver malignancy

in the update American Association for the Study of Liver Diseases

(AASLD) guidelines 2011, because of false positive HCC diagnosis in

patients with cholangiocarcinoma. This study was designed to assess the

role of CEUS in diagnosis of liver non-HCC malignancy.

Material and methods: From 2008 to 2012, 282 cirrhosis patients with

liver nodules underwent ultrasound (US)-guided percutaneous biopsy.

We preliminarly performed CEUS in all patients and evaluated wash-

out during portal phase of contrast distribution. CEUS-based diagnosis

was compared with histological evaluation of specimens obtained

through US-guided percutaneous biopsy.

Results: Final histological diagnosis was the following: HCC in 230

cases, non-HCC malignancy in 18 cases, regenerative nodules in 25

cases and borderline lesions in 9 cases. Non-HCC malignant lesions

included: metastasis in 8 cases, cholangiocarcinoma in 5 cases and

non-Hodgkin lymphoma in 5 cases. Early wash-out (\ 60 seconds) at

CEUS was observed in all cases of non-HCC malignancy and in only

7 of 230 cases of HCC. Sensitivity, specificity, diagnostic accuracy,

positive predictive value and negative predictive value of early wash-

out at CEUS for diagnosis of non-HCC malignant lesions in cirrhosis

were respectively 100%, 97%, 97%, 72% and 100%.

Conclusions: Early wash-out (\ 60 seconds) of liver nodules in

cirrhosis at CEUS has excellent diagnostic accuracy for non-HCC

malignancy. We postulate that liver nodules with early wash out

(\ 60 seconds) at CEUS should undergo liver biopsy to confirm

diagnosis and strongly believe CEUS should be reintroduced in

diagnostic algorithm of liver malignancy in cirrhosis.
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Vascular pain in the patients administered gemcitabine is relieved
by coadministration of 5% glucose solution
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Backgrounds/aims: Gemcitabine is in a class of drugs known as

pyrimidine analogs that is usually given to treat biliary tract or pan-

creatic cancer. By reviewing the drug information released by the

PubMed and the FDA, the incidence of vascular toxicity with gem-

citabine was higher than previously estimated. An important objective

of the treatment of patients with cancer is to minimize the toxic side

effects and to increase the life qualities.

Methods: From April to September 2011, we have treated 45 patients

with the chemotherapy containing gemcitabine and experienced 7

Table 1

Case Age Sex Tumor type Gemcitabine

dose

(mg/m2)

Number of

cycle, which

the pain

was occurred

Gemcitabine-

related

vascular pain grade

(before and after

administration of

5% glucose

solution)

Combination

with

1 68 M Lung cancer 1000 1 3 ? 1 Bevacizumab

2 76 F Pancreatic cancer 800 3 3 ? 1 Monotherapy

3 72 M Pancreatic cancer 800 7 3 ? 1 Monotherapy

4 76 F Malignant

mesothelioma

1000 2 3 ? 1 Vinorelbine

5 61 M Pancreatic cancer 1000 2 3 ? 1 Monotherapy

6 61 M Pancreatic cancer 1000 9 3 ? 1 Monotherapy

7 62 F Pancreatic cancer 1000 5 3 ? 3 Monotherapy
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patients with the vascular pains in our outpatient oncology unit. To

relieve the gemcitabine-related vascular pain, gemcitabine, which is

dissolved in saline 100 mL, and 5% glucose solution 100 mL were

administered simultaneously into these 7 patients, with the patients’

informed consents.

Results: In 6 of 7 patients, the vascular pains with the intravenous

administration of gemcitabine have been immediately relieved by this

administration method (Table 1). The pain score from patients was

assessed by Wong-Baker FACES Pain Rating Scale. After the

administration of 5% solution, the pains were disappeared within

several minutes.

Conclusions: When the gemcitabine-related vascular pain has

occurred by the administration of gemcitabine which is dissolved in

saline, we have experienced that the pains could be relieved by the

coadministration of 5% glucose solution in the most patients imme-

diately. The number of cases is very small, therefore, further

investigations are needed to clarify the mechanism and conduct the

randomized study to compare the frequency and degree of vascular

pain.
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Management of benign liver tumors. Our experience
in 95 patients
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Introduction: Benign liver tumors (solid and non-parasitic cystic) are

a very common condition in our setting. There are still issues for

debate and updating: dubious diagnosis of the tumor, diagnostic

approach, disabling symptoms or complications, inability to exclude

malignancy, complication of natural history (risk of rupture, hemor-

rhage or cancer). The purpose of this study is to evaluate the current

tendency to diagnosis and management in our practice.

Methods: Benign tumors to be discussed include: hyperplasia, ade-

nomas, hamartomas, hemangiomas and non-parasitic cysts.

Improvements in diagnosis and management can be defined as:

modern imaging techniques in assuring a precise diagnosis of tumor

nature, new minimally invasive laparoscopic surgical approach:

diagnostic and resectional procedures, and safer liver resections. The

difficulty in differentiating an HCA from a well differentiated HCC

(by imaging techniques and by biopsies) should be kept in mind.

We will present cases that underwent surgery: Resection (Res.) A

tailored therapeutic strategy should be used from a conservative

approach for hemangioma and FNH to Res. for HCA.

Results: Between 1990 and 2012, we diagnosed benign liver tumors

in 95 patients in 2 specialized HPB units. 55 of these tumors (31 solid

and 24 liquid) were operated (Res.) and 40 are clinically followed

(F.Up).

(1) FOCAL NODULAR HIPERPLASIA (FNH) symptomatic and

[ 10 cm: 5 Res., 7 F.Up in small FNH.

(2) HEPATOCELLULAR ADENOMA (HCA): 23 Res. and F.Up

of 8 asymptomatic with multiple HCA.

(3) SOLID MESENCHYMAL HAMARTOMA: 1 Res.

(4) HEMANGIOMAS: 3 Res. and 15 F.Up.

(5) BENIGN LIQUID 5.1) SIMPLE BILIARY CYSTS = Type 1:

14 patients: 3 Res. (lobar cysts) and 11 laparoscopic Res. of the

dome. 5.2) POLICYSTOSIS (PLC): 4 Res.: 3 symptomatic type

2 PLC and 1 type 3 PLC and 10 F.up.

(6) CYSTADENOMAS: 5 Res.

There was no mortality from surgical treatment. Morbidity was 11%

(6/55).
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Carcinosarcoma of the liver is a very rare malignant tumor worldwide

containing an intimate mixuture of carcinomatous and sarcomatous

elements. The terminology and pathogenesis of hepatic carcinosar-

coma remain controversial issues. We experienced a case of 70-year-

old male who complained of GERD with liver dysfunction and

jaundice. Hepatitis B and C markers showed negative. CT and MRI

demonstrated a well-vascularized multi-lobular huge mass combined

with calcification of 15 cm in size at segments 4-5 and 8 as well as

intrahepatic bile duct dilatation. No clear distant metastases nor vessel

thrombi were observed. Tumor marker such as AFP and PIVKA-II

were extremely high level, and diagnosed hepatocellular carcinoma.

Child-Pugh score was B at the diagnosis and the risk of liver failure

was expected after surgery, although, patient desired to be done a

surgery. We underwent central bisegmentectomy as surgically cura-

tive operation, Child-Pugh score was changed to C during the

evaluation period for a few weeks, though. Pathological findings

revealed a tumor contained a carcinomatous element showing positive

immunohistochemical (IHC) markers of CK, Hepatocyte and AFP,

and a sarcomatous element showing positive IHC markers of

Vimentin, CD68 and SMA, and diagnosed carcinosarcoma of the

liver. Ki-67 labeling index was 20% at carcinomatous element and

80% at sarcomatous element. Moderate grade of infiltration to portal

vein was observed. No clear evidence of recurrence nor distant

metastases so far. The prognosis of this neoplasm is extremely poor

whick may be largely due to the advanced stage of disease at the time

of clinical presentation. Strict follow up should be required.
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Intraperitoneal photodynamic therapy for locally-advanced
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Background and Aims: Photodynamic therapy (PDT) is a procedure

that combines a photosensitizer (PS), oxygen, and visible light to

produce cytotoxic reactive oxygen species that kill cancers. This
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study was designed to demonstrate PDT a novel interventional

treatment for locally advanced cholangiocarcinoma.

Material and Methods: We created an orthotropic animal model by

injection of cholangiocarcinoma cells (HuCC-T1) over hilum area to

assess tumor response after PDT. Photofrin was administered intra-

peritoneally to the animals (group-1) at the dose of 20 mg/kg at 24 h

before tumor illumination, and administered intravenously at 5 mg/kg

in group-2 animals. The cavity was then illuminated with a flat-cut

fiber optic cable through a small incision and the peritoneum is filled

with normal saline. Whole-peritoneum was irradiated using a 630-nm

CW diode laser with a dose of 100 J/ cm2. The pathologic status was

investigated 4 days later. Total tumor count was detected.

Results: PDT in group A and B mice resulted in a significant lowered

tumor weight and account of tumor nodes compared with the control

group. Percentage of cancer necrosis in group A animal significantly

higher than in group B and control group. Significant increases in

TUNEL-positive cells and Ki-67-positive cells ware seen, indicating

that PDT led to not only cell death but also inhibition of cancer

proliferation.

Conclusions: Preliminary results demonstrate feasibility of PDT for

peritoneal carcinomatosis. The results show that PDT is effective for

treatment of cholangiocarcinoma, and it will be a novel potential

application of laparoscope.
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In the literature all PELL was nonhodgkins lymphomas(NHL). PELL

is 0,4 % of all NHL . Diffusive B-cells lymphomas (DLBCL)com-

pound to 96 % of all PELL. At 60 % of patients PELL has one solid

tumor, at 35 % - many solid tumor, at 5 % diffusively amazes a liver.

On a lobe follicular lymphomas is only 4 % of PELL. The forecast at

PELL is bad. PELL as the primary tumour meets seldom.

In Cancer Research Center from 144 pts with a primary tumor of a

liver have been taped 16 pts with PELL. All diagnoses - PELL have

been confirmed only histological and immunohistochemical research

of a tumor. The solid lesion of a liver was at 15 patients, and at one

diffusive. The one solid tumor was at 6 of 15 patients. The HCV was

at 9 pts, HBV - at 2 pts. Serum level HCV RNA of 2 pts was very

high. Serum level HCV RNA was 6.8x106 and 1.6x106. LDG it has

been increased 1200 UD and 2510 UD. Level ALT and AST have

been raised 280/340 and 188/233. One pts have marginal zone non-

hodgkin lymphomas and second- DBLCL histological type. The cir-

rhosis has been taped 1pts. In all cases PELL at R-tomograph with

contrast the tumor of all pts with PELL was gipodensisity.

This two pts with PELL as a first line therapy have antivirus

therapy: alfa-interferon 3 MU every days and ribaverin 10 mg/kg.

After 2 and 4 months antivirus therapy we reached complete remis-

sions at 2 this pts. And after 2 and 7 months this therapy serum level

HCV RNA was negative.

Conclusions: In some cases HCV infection is associated with NHL

and play a major role in the pathogenesis of lymphoproliferative

disorders. In these cases treatment should begin with antiviral

therapy.
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Background and aims: Photodynamic therapy (PDT) is a procedure

that uses photosensitizer (PS) and visible light to generate reactive

oxygen species (ROS) that kill tumor cells. PDT is a potential treat-

ment for inoperable cholangiocarcinoma. However, the anti-cancer

effect seems to be decreased after repeated PDT. In this study, we

examined the accumulation of PS in cholangiocarcinoma and the

pathologic alternation of local tissue after repeated PDT.

Methods: We created an orthotropic animal model by injection of

cholangiocarcinoma cells intraperitoneally. These tumor-bearing

animals were divided into 3 groups undergone different times of PDT.

Photofrin was administered as PS and receive PDT for one time

(group 1), twice PDT with an interval of 3 days in group 2 animals,

and three times in group 3. Assessment of the posttreatment changes

was performed by vital staining with Evans blue and morphologic

investigation.

Results: The response rates by group were 71.5% in group 1, 75.3%

in group 2, and 60.6% in group 3, respectively, Percentage of necrosis

in tumors undergone twice PDT significantly higher than after once or

three PDT and achieved 92.5% vs 72.3 %(group 1) and 68.5%(group

3). The resistance of PDT developed after 2-3 times PDT. After once

PDT, in normal intraperitoneal tissues %StO2 and THC was 82% and

120 mM in mean, respectively; 24% and 90 mM in tumor tissues.

However, after twice PDT, the tumor %StO2 and THC became 42%

and 101 mM, after three PDT, the tumor %StO2 and THC became

65% and 109 mM, the difference between normal tissue and tumor

decreased gradually.

Conclusions: These Preliminary results demonstrate Photofrin-med-

iated PDT may be an effective treatment modality for patients with

locally-advanced cholangiocarcinoma, but resistance will develop

after repeated PDT. The decreased therapeutic effect is related to

decreased local oxygenation. That maybe results from local scaring

after repeated PDT.
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Background: Cholangiocarcinomas are malignant tumors that derive

from cholangiocytes of small intrahepatic bile ducts or bile. ICC of

the liver is rare. It has a high malignancy rate and poor prognosis, and

survival is typically no longer than one year. Hepatitis C virus (HCV)

infection is a risk factor for ICC.

Clinical case: We present a case of the treatment of ICC. The man,

54 years, was diagnosed with hepatic tumor mass, a well-demarcated

20 cm. Pathologic examination confirmed the presence of ICC.

CA19-9 levels was 40.2 IU. Alpha-fetoprotein was N. The patient had

viral hepatitis G and cirrhosis of the liver, class A (Child-Pugh).

Patients underwent right-hemihepatectomy. Relapse with interstitial

lung disease is diagnosed in a patient after 3 months. 5 metastases

were found in both lungs sizes up to 2.5 cm in the patient revealed a

cytolytic syndrome ALT 215 IU, 190 IU AST, GGT 560 IU, alkaline

phosphatase normal. Chemotherapy was not carried out because of

severe hepatic toxicity. Was initiated therapy with interferon alfa 3

million daily ribivirin 10 mg / kg, RES Immune (Lyophilized fetal

mesenhima) 1 times / month. The treatment normalized ALT, AST,

GGT, decreased level of CA 19-9. Metastases in the lungs - stabil-

ization. Effect of treatment (stable disease) remained 31 months. The

treatment normalized ALT, AST, GGT, decreased level of CA 19-9.

Metastases in the lungs-stabilization. Effect of treatment (stable dis-

ease) remained 31 months. ICC relapse characterized by a sharp

increase in SA19-9, an increase of a specific lung disease outbreaks,

increased GGT (1500 IU) and bilirubin (500 IU). The patient died of

disease progression.

Conclusions: Conducting immunotherapy can achieve good anti-

tumor effect, and requires further study.
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Cholangiocarcinomas were defined as tumors arise from the epithelial

cells of the bile ducts. They were divided into the intrahepatic,

perihiliar or extrahepatic type according to the different tumor loca-

tions. The prognoses of each type were different. The study aimed to

analyze the demographic and presentation patterns of these types of

cholangiocarcinomas. One hundred and fifty-five tissue-proof cho-

langiocarcinomas patients were collected from January 2007 to

December 2009, and 111, 37 and 7 cases were enrolled in the intra-

hepatic, perihiliar and extrahepatic groups respectively. The

extrahepatic group cases (74 years-old) were significantly elder than

the others (61 and 64 years-old). There were similar biliary tract

stones coincidence rates among these three groups. The intrahepatic

group patients had a predominant presentation of abdominal pain

(64.9%), but the perihiliar and extrahepatic cases were prone to have

jaundice (89.2% and 71.4%) and body weight loss (40.5% and

42.9%). The results of laboratory data documented significantly ele-

vated ALP, GPT and bilirubin in the cases of the perihiliar and

extrahepatic groups, but non-significantly higher CEA and CA199 in

the patients of the extrahepatic group. The perihiliar or extrahepatic

cholangiocarcinomas were likely presented as jaundice, body weight

loss and elevated liver function, but the intrahepatic tumor had fewer

clinical or laboratory alarm signs.
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Hilar Cholangiocarcinoma (HCCA) continues to be associated with

poor prognosis due to late presentation and diagnosis. Bile is in close

contact to the tumour environment and offers an enriched source of

potential biomarkers. We compare the protein profiles of bile in

benign and malignant biliary disease to identify candidate biomarkers.

Bile samples from 5 age/sex matched patients with cholethiasis and

histopathologically confirmed HCCA respectively were obtained at

ERCP. Samples were subjected to GeLC-MS/MS using a Agilent 1100

Series nano-LC system coupled online with a QSTAR XL quadropole

or in solution tryptic digestion for label free LC-MS/MS using a LTQ

XL* Linear Ion Trap Mass Spectrometer. Differentially expressed and

selected proteins were searched against International Protein Index (IPI

3.68) human sequence database using Mascot and MaxQuant 1.1.1.14

search engines. Wilcoxon-Mann-Whitney test was used to compare

intensities between the two groups (p \ 0.05) and selected proteins

validated using western blotting and immunohistochemistry.

Using combined shotgun proteomic approaches more than 1200

unique proteins were described representing one of the largest bile

proteins catalogues published to date. There were 37 proteins dif-

ferentially expressed between benign and malignant disease proteins

in bile derived from a label free comparative analysis-of these

MMP-9, Ly-GDI, Annexin A3 and Nicotinamide phosphoribosyl-

transferase were selected for further validation. MMP-9 and

Lipocalin-2 were selected from proteins derived from a GeLC-MS/

MS approach. Western blotting confirmed overexpression of both

Lipocalin-2 and MMP-9 in HCCA patients in larger bile sample

datasets and the pattern confirmed by immune-histochemistry com-

paring malignant and surrounding non-tumour tissue.

We present a series of shotgun proteomic approaches applied to

bile in HCCA and one of the largest compendiums of bile proteins to

date. Differentially expressed and selected proteins, (MMP-9 and

Lipocalin-2) were validated by western blotting in bile and the pattern

observed in tumour tissue compared to non-tumour tissue.
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Background/Aim: This study aimed to evaluate the prognostic fac-

tors in patients with colorectal liver metastases undergoing

radiofrequency ablation (RFA).

Methods: Between 2008 and 2012, 52 patients (males 34, mean age:

63 years) with colorectal liver metastases treated with either percu-

taneous RFA (n = 33) or intraoperative RFA plus resection (n = 19)

were enrolled. Cumulative incidence of local or new recurrence was

estimated by Kaplan-Meier method. The prognostic relevance of

clinical variables and recurrence or survival was evaluated by uni-

variate analysis with the log-rank test and by multivariate Cox0s
regression analysis.

Results: Primary technical success was achieved in 45 (87%) of

cases. There were no procedure-related deaths. Multinodularity ([ 3)

(P = 0.001) and primary treatment success (P \ 0.001) predicted

higher incidence of developing new recurrence and local recurrence

after RFA, respectively. Overall 1, 2 and 3 year survival from RFA

was 87%, 61% and 46%, respectively. Factors associated with overall

mortality were age younger than 60 years (P = 0.036), extrahepatic

metastasis (P = 0.003), and carcinoembryonic antigen (CEA)

level [ 10 ng/ml before RFA (P = 0.011). Multivariate Cox0s
regression analysis showed that young age (\ 60 years) and high

CEA level ([ 10 ng/ml) were independent factors associated with

overall survival.

Conclusions: RFA for colorectal liver metastases is an effective

treatment option. Young age and high CEA level predicted poorer

outcomes after RFA.
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Function of a thyroid gland of patients with gallstone disease

Rafik Saifutdinov, Ella Trifonova

Medical Academy for Postdegree Education, Kazan, Russia

The purpose: to estimate the function of a thyroid gland at patients

with gallbladder stones (GBS).

Materials and methods: an ultrasnic study of a thyroid gland is

executed 540 patient with GBS. Middle age has made

46,6 ± 0,7 years. Investigation of a level threeiodethyronine (T3),

thyroxine (T4), thyrotropin hormone (TTH) and antibodies to thyre-

operoxidase (AT to TPO) was carried out immunoensime the analysis

on the device, the automatic reader by firms ‘‘Bio-tek’’ (USA) with

use of reagent ‘‘Alcor-bio’’ (Russia).

Results: At ultrasonic of the right share of a thyroid gland the following

parameters are registered: length - 43,2 ± 0,6 mm (at women -

43,6 ± 0,8 mm, at men - 42,7 ± 0,9 mm, p [ 0,05), thickness -

19,1 ± 0,4 mm (at women - 18,6 ± 0,5, at men - 19,8 ± 0,6 mm,

p [ 0,05), width - 17,1 ± 0,4 mm (at women - 16,6 ± 0,5 mm, at men

- 17,9 ± 0,7 mm, p [ 0,05); the left share: length - 42,2 ± 0,8 mm (at

women - 41,9 ± 1,2 mm, at men - 42,7 ± 1,2 mm, p [ 0,05), thick-

ness - 18,1 ± 0,6 mm (at women - 16,7 ± 0,7 mm, at men

- 20,1 ± 0,9 mm, p \ 0,05), width - 16,5 ± 0,8 mm (at women

- 15,6 ± 0,6 mm, at men - 17,8 ± 1,7 mm, p [ 0,05); the sizes of an

isthmus - 4,1 ± 0,2 mm (at women - 3,9 ± 0,2 mm, at men-

4,3 ± 0,4 mm, p [ 0,05). Level T3 has made 1,6 ± 0,1 nmol/l (at

women - 1,5 ± 0,1 nmol/l, at men - 1,6 ± 0,1 nmol/l, p [ 0,05), T4

- 94,3 ± 2,3 nmol/l (at women - 95,5 ± 2,6 nmol/l, at men

- 92,6 ± 5,0 nmol/l, p [ 0,05), TTH - 3,0 ± 0,7 mcME/ml (at women

- 3,8 ± 1,0 mcME/ml, at men - 1,5 ± 0,2 mcME/ml, p \ 0,05), AT to

TPO - 36,9 ± 15,7 E/ml (at women - 48,7 ± 20,7 E/ml, at men -

3,3 ± 0,9 E/ml, p \ 0,05).

Conclusions: at women with GBS dysfunction of a thyroid gland is

marked: decrease TTH and increase AT to TPO.
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A prospective study on Endoscopic extraction of large
and multiple common bile duct pigment stones

Arunkumar Krishnan, Ravi Ramakrishnan,
Jayanthi Venkataraman

Department of Gastroenterology & Liver Transplant, Stanley Medical

College, Chennai, India

Background and aim: Different endoscopic modalities are available

for the extraction of common bile duct stones. However, there is no

clear consensus on the better therapeutic approach. The aim is to

analyze the effectiveness of ‘interim’ plastic biliary stent deployment

in difficult pigment stones.

Methods: Patients who had co-morbid illness and elderly patients

who are not fit for surgery were included. Endoscopic plastic biliary

stenting was performed in 35 patients with large and/or multiple

common bile duct stones or those difficult to extract with conven-

tional endoscopic therapy. Bile duct drainage and endoscopic

placement of 7 Fr plastic biliary stents were established in all patients.

The diameters of the CBD stones were measured on the radiographs

before and after stenting.

Results: In this 11 patients has multiple CBD stones ([ 3) and 26

patients had large stones ([ 2cms). Stone retrieval was possible, after

a median of 24 days (19-38 days). All patients had reductions in the

stone number and/or stone size. In 6 patients there was spontaneous

clearance of the stones from the CBD. The median number and size of

stones per patient was significantly reduced after biliary stenting

compared with before {5 (3) vs 2.0 (1.0) [P \ 0.0001]} and {2.8 (1.5)

to 2.0 (1.0) [P \ 0.001]} respectively. All the stones were black and

amorphous in consistency.

Conclusion: Plastic biliary stenting may fragment common bile duct

stones and decrease stone sizes. Unlike the reports from the West,

shorter period of deployment is sufficient for pigment stones, because

these are either black or mixed and are amorphous, unlike the hard

cholesterol stones reported from the West.
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Effects of Korean red ginseng as an adjuvant to bile acids
for gallstones: a prospective, randomized, controlled, double-
blind trial

Jun Kyu Lee, Hyoun Woo Kang, Jae Hak Kim, Yun Jeong Lim,
Moon-Soo Koh, Jin Ho Lee

Dongguk University Ilsan Hospital, Goyang, Republic of Korea

Background and Aims: Although ginseng, the root of Panax quin-
quefolium and P. ginseng, was reported to have anti-cholelithogenic

effects in animal experiments, there have been no human studies. We

conducted this prospective, controlled, double-blind pilot trial to

evaluate the safety and efficiency of Korean red ginseng (KRG), the

steamed root of P. ginseng C.A. Meyer.

Methods: Twenty eight consecutive patients were randomized to

receive either KRG (7.5 g divided into three times per day) or placebo

as an adjuvant to the standard regimen of bile acids for gallstones

(chenodeoxycholic acid 500 mg plus urusodeoxycholic acid 500 mg

divided into three times per day) for 24 weeks.

Results: No case of serious adverse reaction occurred in both groups.

Although decrease in stone burden was larger in KRG group
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(3.4 ± 0.6 ml3) than in placebo group (2.3 ± 1.1 ml3), it did not

reach statistical significance (P = 0.09). Also there were no differ-

ences in the rate of complete dissolution, subjective improvement in

symptoms and the rate of cholecystectomy due to worsening pain or

development of complications and the changes in laboratory tests

before and after treatment.

Conclusion: The addition of KRG as an adjuvant was safe for

patients undergoing bile acids dissolution therapy for gallstones

although it did not affect the results. Large-scaled trials to optimize

regimens are expectantly needed.
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Is double-guidewire technique really useful for difficult biliary
cannulation?

Su Jin Kim, Dae Hwan Kang, Hyung Wook Kim,
Cheol Woong Choi, Soo Bum Park

Internal Medicine, Pusan National University School of Medicine,

Yangsan, Republic of Korea

Background and Aim: Double-guidewire technique (DGT) has been

reported to be useful for difficult biliary cannulation. Needle-knife

fistulotomy (NKF) is also used in failed standard biliary cannulation.

The aim of this study was to compare the success rate and compli-

cations between the DGT and NKF in patients with difficult biliary

cannulations.

Methods: Patient who underwent endoscopic retrograde cholangio-

pancreatography (ERCP) between January 2009 and September 2012

were eligible for this study. DGT or NKF were perfomed if deep

biliary cannulation was not achieved despite of five mininutes of

attempted cannulationthan or more than three attempted unintentional

pancreatic cannulations. Patients with unsuccessful DGT underwent

NKF as alternative procedure. The success rate of cannulation and the

frequency of post-ERCP pancreatitis (PEP) were investigated.

Result: A total 1550 ERCP cases were analyzed, the total success rate

of selective biliary cannulation was 94.2% (1460/1550). Of the 302

patients with unsuccessful standard cannulation technique, DGT was

perfomed in 70 patients and NKF was perfomed in 199. The success

rates in the DGT and NKF groups were 41.4% (29/70) versus 81.4%

(162/199) (p \ 0.01). Thirty patients with unsuccessful DGT under-

went NKF as alternative procedure, biliary cannulation was achieved

in 70.0% (21/30). The incidence rate of PEP was significantly higher

in DGT group 20.0% (14/70) than in NKF group 8.0% (16/199)

(p \ 0.01). There was no significant difference in bleeding between

the three groups.

Conclusion: DGT in patients with a difficult biliary cannulation

resulted in a low success rate of biliary cannulation and a high inci-

dence of PEP comparing with NKF. We suggest that NKF should be

considered as a first approach in difficult cannulation situations.
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Factors predicting neoplastic polyp in polypoid lesions
of the gallbladder

Dong Jun Kim, Dae Hwan Kang, Hyung Wook Kim,
Cheol Woong Choi, Su Bum Park

Pusan national university Yangsan Hospital, Yangsan,

Republic of Korea

Background/aims: As polypoid lesions of the gallbladder have a

potential for malignant transformation, its management represents

challenge for clinicians. The aim of this study is to find factors pre-

dicting neoplastic polyps(adenoma and adenocarcinoma) in polypoid

lesions of the gallbladder.

Methods: A retrospective analysis was conducted on a total of 172

patients who underwent cholecystectomy due to polypoid lesions of

the gallbladder at Pusan National University Yangsan hospital

between December 2008 and August 2012. Based on the postopera-

tive pathological findings, polyps were divided into two groups: the

non-neoplastic polyps and the neoplastic polyps. Medical, laboratory,

and radiologic data were recorded and analyzed.

Results: 172 patients (mean age, 48.0 years; range, 19-78 years) with

gallbladder polypoid lesions were included, and there were 75

men(43.6%) and 97 women(56.4%). Of the 172 patients, 148 had non-

neoplastic polyps (86.0%) and 24 had neoplastic polyps (14.0%). The

mean age was higher in the neoplastic group(54.25 ± 10.79 years) than

that in the non-neoplastic group(46.98 ± 12.35)(p = 0.012), and older

age(C 50 years) revealed significant correlation with neoplastic

polyps.(p = 0.049) For the radiologic findings, large size

polyp(C 10 mm) (p = 0.005) and solitary lesion (p = 0.018) revealed

significant correlation with neoplastic polyps. But, no statistically sig-

nificant difference was found between two groups with respect to

gender, combined gallstone, shape of polyps(sessile or pedunculated),

BMI, other medical history and laboratory findings. On multivariate

analysis, large size poyp(C 10 mm) and solitary lesion were found to be

associated with neoplastic polyps [odd ratios (OR) = 13.85/

P = 0.001, OR = 8.86/P = 0.039, respectively], older age(C 50 -

years) has association with neoplastic polyp, with borderline

significance (OR = 2.45, P = 0.084).

Conclusions: Among patients with polypoid lesions of the gallblad-

der, high risk groups such as elderly patients(C 50 years), those with

solitary or large size polyp(C 10 mm) should be managed by

cholecystectomy.
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The clinical research of Laparoscopic transcystic duct common
bile duct exploration in elderly choledocholithiasis

Bin Wang1, Wei Xing Wang2, You Ming Ding1, Ai Min Zhang3

1Hepatobiliary & Laparoscopic Surgery, Renmin Hospital of Wuhan

University, Wu Han, 2Hepatobiliary & Laparoscopic Surgery,

Renmin Hospital of Wuhan University, Wu han, 3Hepatobiliary

& Laparoscopic Surgery, Renmin Hospital of Wuhan University,

wu han, China

Aim: Laparoscopic transcystic common bile duct explora-

tion(LTCBDE) has been successfully used to treat common bile duct

stones,which had been reported by many clinical centers and was

found to be an important technique for efficient and effective man-

agement of common bile duct(CBD)stones. However the report of the

LTCBDE applied in the elderly patients is few. So this article is to

evaluate the feasibility and safety of LTCBDE in elderly patients.

Methods: Between Jan 2010 and Dec 2011, 165 elderly patients

(age C 60 years) with documented CBD stones were initially treated

with LTCBDE. Other than ultrasonography, all the patients received

magnetic resonance cholangiopancrea- tography(MRCP) preopera-

tively or computed tomography (CT) were applied to determine whether

the obstructive jaundice were caused by oncoma in some patients.
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Results: The LTCBDE was performed successfully in 157 of 165

patients(95.15%), 3 case was converted to laparotomy and the other

was changed to laparoscopic choledochotomy. All the elderly patients

receiving LTCBDE were dealt with primary closure of cystic duct,

the others 5 were done with insertion of T-tubes. 4 in 165

patients(2.42%) got lung infection, and 1 bile leakage(0.6%), there

were no severe complications such as bleeding and residual stones.

The average duration of surgery was 102 ± 35 min and the mean

blood loss was 43 ± 20 ml. The postoperative hospital stay was

9 ± 1.4 days.

Conclusion: According to the eldlerly patients’ characteristics, and

taking appropriate measures, elective LTCBDE to treat gallstones and

secondary CBD stones in elderly patients is safe and effective.
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Sclerosing cholangitis in critically ill patients: an critical
and easily ignored problem according to Germany experience

Kai Qu, Ting Lin, Chang Liu

Department of Hepatobiliary Surgery, The First Affiliated Hospital

of Medical College,Xi’an Jiaotong University, Xi’an, China

Background: Intensive care unit (ICU), which aims to promote and

accelerate rehabilitation process of critically ill patients, has been

playing an important role in rehabilitation of critically ill patients. In

the past decades, some gastroenterological centers have diagnosed

sclerosing cholangitis in many patients who had received aggressive

treatment in an ICU. The presence of sclerosing cholangitis in

critically ill patients (SC-CIP) is a relatively new entity that has been

increasingly described.

Methods: To investigate the causes, clinical manifestation, treatment

and prognosis of SC-CIP, we searched for published cases in the

databases of PubMed, Highwire and Elsevier from 2001 to 2012. Data

were extracted using a standardized form and the retrospective clin-

ical analysis was performed.

Results: Twelve eligible studies, including 88 patients were enrolled

into this analysis. Among these patients, there were 64 men and 24

women and the mean age was 49.8 years. All patients had recovered

from critical illnesses such as trauma, infection, burn and major

surgeries. All of the patients accepted high pressure PEEP (peak level

with 12.8 cm H2O) which last for 36.3 days. In addition, nearly sixty

percents of SC-CIP patients have required vasopressor administration.

Clinical features of rapidly rising cholestasis and multiple irregular

strictures in the intrahepatic bile ducts were observed in following

several months. During a follow-up of mean 17.9 months, poor out-

come appeared in 54 patients including 34 deaths.

Conclusion: The development of SC-CIP is not associated with a

specific underlying disease. Ischemic injury of the biliary tree which

might be affected by PEEP and/or vasopressor administration plays an

important role in cholangiopathic procedure (Fig. 1). As a new type

of sclerosing cholangitis, SC-CIP is a severe and in most cases rapidly

progressive complication of intensive care patients. Therefore clini-

cians need to pay more attention to it.
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Distinct microRNAs expression profile in primary biliary
cirrhosis and evaluation of microRNA 505-3p and 197-3p as novel
biomarkers
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Osamu Kimura3, Tatsuki Morosawa1, Tomoaki Iwata1,
Yoshiyuki Ueno4, Keiko Nakayama2, Tooru Shimosegawa1

1Division of Gastroenterology, Tohoku University Hospital, 2Division

of Cell proliferation, Tohoku University School of Medicine,
3Tohoku Medical Megabank Organization, Sendai, 4Yamagata

University Faculty of Medicine, Yamagata, Japan

Background: MiRNAs are small RNA molecules that can serve as

biomarkers for numerous diseases. However, little is known about the

expression profile of serum miRNAs in PBC. This study examines

whether the serum levels of miRNAs expression can serve as bio-

markers for PBC.

Methods: We detected circulating miRNAs using Illumina Genome

Analyzer IIx. 10 cases of PBC were enrolled and 5 cases each of

CH-B, CH-C and healthy subjects as a control. The short reads were

mapped to miRBase and UCSC:hg19. 1) Comparing the 4 groups, the

differential expression levels of miRNA were extracted using

ANOVA. Cluster analysis with Ward’s method was performed and

we created a heat map. 2) Quantitative RT-PCR was conducted for

validating the expression levels of the miRNAs. 3) For computational

prediction of miRNA target genes, we used mirror 2.0 and these target

genes were annotated byDAVID v6.7.

Results: We obtained about 12 million 32-mer short RNA reads per

sample and the mapping rates to miRBase were 16.60%. In the sta-

tistical significance testing, the expression levels of 191 miRNAs

were found to be differentially expressed in the 4 groups. The heat

map and hierarchical clustering demonstrated that the miRNA profiles

from PBC clustered with those of CH-B, CH-C and healthy controls.

Additionally, the circulating levels of hsa-miR-505-3p, 197-3p, 210,Fig. 1 Pathological progression of ICU-related sclerosing cholangitis

S648 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



and 500a-3p were significantly decreased in PBC compared with

healthy controls and the expression levels of hsa-miR-505-3p, 139-5p

and 197-3p were significantly reduced compared with the viral hep-

atitis group. In silico analysis indicated that the genes of CD3e

molecule epsilon, interleukin 18 and piwi-like 2 were predicted to

relate the pathogenesis of PBC.

Conclusion: our results indicate that sera from patients with PBC

have a unique miRNA expression profile and that the down-regulated

expression of hsa-miR-505-3p and 197-3p can serve as clinical bio-

markers of PBC.
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A case of intraductal papillary neoplasm of the bile duct
with congested liver

Daisuke Ito, Hata Shojirou, Kenji Miki, Kaoru Kobayashi,
Masanori Teruya, Norio Kaminishi

Digestive surgery, Showa general hospital, Tokyo, Japan

Introduction: Intraductal papillary neoplasm of the bile duct(IPNB)

is a group of biliary tumors showing intraductal papillary growth of

neoplastic biliary epithelial cells with mucin overproduction and

luminal dilatation, and IPNB may be analogue to intraductal papillary

mucinous neoplasm (IPMN) of the pancreas. However, its patho-

genesis and natural history are ill-defined, and this disease itself is a

relatively new concept, difined in 2010 by WHO. We experienced a

case of intraductal papillary neoplasm of the bile duct with congested

liver.

Case: A 51-year-old man admitted for further examination of liver

function disorder in a blood chemistry test, incidentally pointed out

by screening. Physical examination revealed the no abnormal find-

ings. Laboratory data on admission showed the no elevation of the

tumor markers. Abdominal computed tomography (CT) and magnetic

resonance imaging (MRI) revealed an approximately 3 cm diameter

of solid mass in the right anterial bile duct, developing into the

intrahepatic bile duct. His liver dysfunction was considered with

congested liver because of chrohic heart failure and pulmonary

hypertension. There was no viral infection, alchoholic liver disease, or

steatohepatitis. Based on a diagnosis of intrahepatic cholangiocarci-

noma, portal embolisation and right hepatic lobectomy were

conducted. There was papillary solid mass in the intrahepatic bile

duct of the resected liver. Histological findings revealed that the most

part of the mass was lined with cuboidal or columnar epithelium with

lower papillary projection. Ovarian-like stroma was not observed in

the mass. There were focal aggregate of regenerative nodules in the

underlying liver. Based on these findings, the tumor was diagnosed as

IPNB. The patient is doing well and has no recurrence as of 8 months

after surgery.
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Less invasive surgical strategy for polycystic liver disease
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Introduction: Polycystic liver disease (PLD) is a rare affliction and

frequently associated with polycystic kidney disease. Most of patients

are asymptomatic but some symptomatic patients require conserva-

tive or surgical treatment. The purpose of this study was to present our

experience in laparoscopic procedures for patients with severe

symptomatic PLD.

Methods: Four patients were referred to our center for laparoscopic

surgery of PLD. We measured the liver reproduction rate of liver for

patients with PLD after operation.

Results: Laparoscopic procedures were left lateral segmentectomy in

one, and deroofing and fenestration procedures in three patients. No

major complications were recorded with laparoscopic procedures.

The symptoms were disappeared in all cases, but symptomatic

recurrence occurred in one case two years later. Deroofing and fen-

estration procedures were performed for this patient again. The liver

reproduction after operation rate of PLD was 111% on the average.

Conclusions: Laparoscopic procedure appears to be a useful and

effective approach for symptomatic PLD. Careful selection of patients

and meticulous surgical technique are recommended in the less

invasive surgical strategy of PLD.
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Ampulla of vater tumor and common bile duct web:
two cases, coincidence or coexistance?
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Fatih Oguz Onder2, Ertugrul Kayacetin2
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Tumors of the ampulla of vater are rare neoplasms. They display a

wide array of pathological features, from adenoma with mild dys-

plasia to high-grade dysplasia and invasive carcinoma. Common bile

duct (CBD) webs are extremely rare abnormalities. Association with

choledochal cysts or anomalous junction of the pancreatobiliary

ductal system, or lithiasis is defined but, there is no report that

describes coexistence with tumors of ampulla vater.

Case 1: A 76-year-old woman with complaining of undefined

abdominal pain for 6 months was admitted to the hospital. Upper GI

endoscopy revealed a large polypoid mass at ampulla vateri. Patho-

logic assessment of biopsies revealed tubulovillous adenoma. Piece-

meal excision was performed with snare and cholangiogram showed

ring-like constriction in the proximal CBD suggestive of a chole-

dochal web. Prophylactic pancreatic stent was inserted to reduce the

risk of pancreatitis. Pathologic examination of the apullectomy

material revealed adenoma without dysplasia, and no adenomatous

tissue at the resection borders.

Case 2: A 79-year-old woman presented with fever, jaundice and

right abdominal quadrant pain. Laboratory investigations showed

cholestasis (Bilirubin total/direct: 15/12 mg/dl). Duodenoscopic

evaluation showed a polypoid mass at the papilla of vater. Biopsies

were obtained and cholangiogram was performed. A well-defined

‘‘web-like’’ filling defect in the common bile duct was observed and it

was ruptured with inflatation of the balloon catheter. A plastic stent

was also placed to provide bile outflow. Histopathologic examination

of the biopsies of papilla was indicated adenocarcinoma. Surgical

treatment was recommended but the patient was declined to undergo
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surgery. Therefore, she was treated with concurrent chemo-radiation

therapy and endoscopic biliary stenting.

Discussion: CBD web formations are extremely rare abnormalities of

the extrahepatic biliary tree. The association with papilla of vater

tumor was not defined in the literature. We describe two cases with

papilla of vater tumor and common bile duct web.
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Role of biochemical tests in predicting common bile duct stone
or strictures

Muhammad Osama Tariq Butt, Zaigham Abass, Nasir Luck,
Syed Mujahid Hassan
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and Transplantation, Karachi, Pakistan

Background: Extrahepatic cholestasis associated with dilated bile

ducts, is caused by bile duct stones or strictures. This study was done

out to evaluate common liver function tests (LFTs) in the differential

diagnosis of extrahepatic cholestasis separating patients with bile duct

strictures from those with stones.

Methods: All consecutive patients with deranged LFTs and biliary

dilatation on ultrasound were evaluated by endoscopic retrograde

cholangiopancreatography (ERCP). Patients with biliary strictures

were compared with bile duct stones. Complete blood counts,

international normalization ratio, plasma alkaline phosphatase,

gamma-glutamyltransferase, aminotransferases, and bilirubin values

were determined in the same morning before doing ERCP.

Total patients evaluated were 227. 24 patients on ERCP were

found to have mild biliary dilation without stone or stricture while

15 had both stone and stricture. Both groups were excluded. 8

patients who had previous stenting and 5 who had fistulous

opening were also excluded from the final analysis leaving behind

175 patients for the study.

Results: Total number of patients were 175 out of which 84 were

male. Mean age was 43.8 years in patients having CBD stone and

48.1 years in those having CBD stricture. Total Bilirubin

(p = 0.003), Direct Bilirubin (p = 0.008), Alkaline phosphatase

(p = 0.004), and International normalization ratio (p = 0.003) were

found to be significantly higher in patients having CBD stricture

while Alanine aminotransferase (ALT) (p = 0.01) was significantly

higher in patients having CBD stones.

Conclusion: Obstructive jaundice with CBD stricture is associated

with more severe deranged LFTs while patients with CBD stones

have higher ALT levels.
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Objective: To compare Todani’s Bile duct cysts (BDC) type I

and IV.

Background Data: Type I and IV are the most frequent BDC. They

are often associated with anomalous biliopancreatic junction (ABJP).

Complete resection is the treatment of choice, however the course of

type IVa differs mainly because of its intrahepatic involvement.

Methods: From 1978 to 2011 a multicenter retrospective European

study (34 centers) included 350 eligible reports (17% excluded).

There was 245 (70%) type I and 73 (20.9%) type IVa.

Results: The two types were comparable for age, sex and ASA

score. AJBP was present in 78,4% of type I and 69.2% of type

IVa. In patients with AJBP, the common channel measured

15.7 mm ± 6.8, and amylase was significantly higher in the bile:

58560 UI/L vs 2005 (p = 0.006). Abdominal pain, jaundice and

abdominal mass were similarly observed between the two types,

while cholangitis was more frequent in type IVa vs type I: 39.7%

vs 26.5% (p = 0.0048). More previous surgical histories were

observed in type IVa: 41.1% vs 28.2% (p = 0.03). Higher previous

cholecystectomies (35.6% vs 23.3%, p = 0.03), hepatolithiasis

(8.2% vs 0.4%, p \ 0.001) and incomplete upper part cyst excision

(12.3% vs 4%, p = 0.01) were observed in type IVa. Type IVa had

also more complicated surgical outcome: 25.4% vs 14.5%

(p = 0.03) including more biliary complications (18.3% vs 8.2%,

p = 0.01). The rate of cancer was similar. According to modified

Mayo Clinic evaluation score, excellent and good late results were

observed in type I: 82.1% vs 63.8% (p = 0.003). Further additional

procedures were performed in type IVa: 27.6% vs 14,7%

(p = 0.02).

Conclusions: BDC type I and IVa are different in terms of presen-

tation, complications and outcome, but similar in terms of age, sex

ratio, AJBP and degeneration rates. The better understanding of the

differences will help to ameliorate the management and long-term

outcome.
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Retrospective analysis on cholecystectomy for 339 cases
with primary common bile duct stones

Yuanyuan Zhang, Yulan Liu

Gastroenterology Department, Peking University People’s Hospital,

Beijing, China

Objective: To study the possible association between cholecystec-

tomy and primary common bile duct stones.

S650 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Methods and Materials: We retrospectively reviewed the clinical

findings in 339 patients who were diagnosed as common bile duct

stones(CBD stones) in Peking University People’s Hospital from May

2000 to October 2010.

Results: There were 184 females and 155 males with a mean age of

61.54 ± 14.74 years. We divided the 339 patients into 2 groups, one is

CBD stones patients after cholecystectomy (n = 124), and another

group without cholecystectomy (n = 215). The mean age of the two

groups showing no significance. Clinical manifestations of CBD stones

such as abdominal pain, nausea, vomitting and fever showed no dif-

ference in two groups, but interestingly, jaundice was found in 21/124

cases of CBD stones after cholecystectomy, and in 66/215 case of CBD

stones without cholecystectomy (v2 = 9.125,P = 0.058). The ALT

level (t = -2.802,P = 0.005),TBIL lever(t = -3.413,P = 0.001) and

DBIL level(t = -3.524,P = 0.000)showed significant difference

between the two groups, but other laboratory tests such as AST, ALP,

GGT and CA 19-9 showed no significant difference. There were no

significant difference of the diameter of CBD and CBD stones between

the two groups, as well as the ratio of mutiple CBD stones. For the

treatment, more patients received endosopic therapy such as

ERCP(Endoscopic Retrograde Cholangio-Pancreatography) in the

group after cholecystectomy(v2 = 31.45,P = 0.000).

Conclusion:Cholecystectomy may effect the treatment selection for

CBD stones.
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Per-operative ERCP is a safe and feasible method

Irfan KORUK1, Mehmet Kaplan2, Semra Gunasti3,
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1Gastroenterology, Gaziantep University Medical School, 2General

Surgery, 3Anesthesiology and Reanimation, Medicalpark Private

Hospital, Gaziantep, Turkey

Background/aims: The vast majority of common bile duct (CBD)

stones are diagnosed with gall bladder (GB) stones. These patients

require both endoscopic retrograde cholangiography (ERCP) for CBD

stones and also open or laparoscopic cholecystectomy (LC) for GB

stones. Each procedure needs sedation and anesthesia. Per-operative

ERCP is called as the procedure done at the same session with cho-

lecystectomy. In this study we aimed to define the safety and

feasibility of the per-operative ERCP.

Methods: Patients with GB and CBD stones were enrolled to the

study. All patients were evaluated with trans-abdominal ultrasonog-

raphy (USG), liver enzymes and blood tests preoperatively. Patients

with GB stones and USG confirmed or highly suspicious CBD stone

were scheduled for ERCP and LC. Anesthesiologist performed spinal

anesthesia and sedation with midazolam-propofol. ERCP was per-

formed first and all procedures were completed successfully.

After having adequate position, LC applied in the low-pressure

(6-8 mmHg) manner successfully.

Results: 26 patients (7 M/19F) with median age of 51 (20-84) were

enrolled to the study. All patients had GB stone(s) and 19/26 (73%)

had also CBD stone disease. Remaining (27%) had high suspicion for

CBD stone. All patients had elevated liver enzymes. In one patient

the CBD was normal in ERCP, one was diagnosed as ascariazis in the

CBD and one had cholangitis. Others (23/26; 88%) had CBD stones.

The LC procedure was completed successfully after ERCP. In one

patient post ERCP bleeding occurred from the sphincterotomy site

and treated endoscopically. There was no other complication sec-

ondary to ERCP or LC. The hospital stay was between 1-7 days

(16patients-1 day, 6patients-2 days, 2patients-3 days, 1patient-

4 days). The patient with cholangitis hospitalised for 7 days.

Conclusion: Per-operative ERCP is a safe and feasible method for

patients with GB and CBD stones. With this combined method the

hospital stay, probable complications due to anesthesia and total costs

were reduced.
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Clinical evaluation and surgical techniques of laparoscopic
common bile duct exploration

Xingui Chen, He Huang, Zhicheng Yao, Pinzhu Huang, Bo Liu

The Ling Nan Hospital of Sun Yat-sen University, Guangzhou, China

Background and aims: To explore the clinical efficacy of laparo-

scopic common bile duct exploration for choledocholithiasis and

summarize surgical techniques.

Methods: There were 55 choledocholithiasis patients met inclusion

criteria from August 2011 to August 2012 in our institution.

According to the the surgery way, the patients were divided into

laparoscopic common bile duct exploration group (laparoscopic

group) and open group. The clinical data of the two groups were

observed and analyzed.

Results: The operative time of the laparoscopic group was

(105 ± 21) minutes, while the open group was (112 ± 19) minutes.

There was no statistically significant difference (t = -1.325,

P [ 0.05). The blood loss (53 ± 18) ml, the postoperative hospital

stay(6.3 ± 1.1) days and the gastrointestinal function recovery time

(1.5 ± 0.6) days in the laparoscopic group were significant less than

those in the open group(t = -10.157, -5.378, and -8.614,respectively;

P \ 0.01). There were 14 cases (56%) used pethidine postoperative in

the laparoscopic group, and 25 patients (83%) in the open group, the

difference was statistically significant (v2 = 4.939,P \ 0.05). Suc-

cessful clearance was in 22 patients (88%) in the laparoscopic group

and in 25 cases (83%) in the open group, there was no statistically

significant difference (v2 = 0.239,P [ 0.05). There were 2 patients

(8%) with complications in the laparoscopic group. There were

6 patients (20%) with complications in the open group

(v2 = 1.580,P [ 0.05). All of these patients recovered after conser-

vative treatment.

Conclusions: Laparoscopic common bile duct exploration is mini-

mally invasive, safe and effective in the treatment of common bile

duct stones, so it should be further promoted to enable more patients

to benefit. Mastering the surgical techniques is to determine whether

the beginners can successfully carry out this surgery.
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Endoscopic ultrasound directed endoscopic retrograde
cholangiopancreatography in severe acute pancreatitis patients
with high suspicion of choledocholithiasis

Shan Fap Liew, Tiing Leong Ang, Eng Kiong Teo,
Kwong Ming Fock
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Background: Patients with severe acute pancreatitis has high suspi-

cion for concomitant common bile duct (CBD) stones if there is
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presence of either raised serum bilirubin or dilated CBD. At presen-

tation, CBD stones may have been passed out. Endoscopic retrograde

cholangiopancreatography (ERCP) has been recommended for such

high risk patients in the context when cross sectional imaging is

negative for CBD stones. Endosonography (EUS) can obviate the

need for ERCP since spontaneous passage of CBD stones may occur.

Furthermore, the risk for ERCP complications is much higher than

EUS.

Aim: To evaluate the role of EUS in avoiding diagnostic ERCP in

patients with severe acute pancreatitis with negative cross-sectional

imaging but high clinical suspicion of CBD stones.

Patients and Methods: From the hospital prospective EUS registry,

patients with severe acute pancreatitis (as defined by Atlanta Sym-

posium criteria) who underwent EUS were identified from March

2010 to August 2012 retrospectively. Patients with high clinical

suspicion (i.e. raised serum bilirubin or dilated CBD or both) but

negative cross-sectional imaging for CBD stone were selected. The

primary outcome was the avoidance of diagnostic ERCP.

Results: A total of 31 patients with severe acute pancreatitis were

identified as having high suspicion for CBD stones and enrolled. EUS

showed CBD stones in 12 patients (38.7%) and no CBD stone in 19

patients (61.3%). Diagnostic ERCP was avoided in 61.3% while

therapeutic ERCP was performed for the rest. All cases of CBD

stones identified by EUS were confirmed by ERCP during the same

setting (100% specificity). All patients with negative EUS study had

normalization of serum bilirubin within 3 to 6 months.

Conclusion: EUS was useful in avoiding substantial number of

unnecessary diagnostic ERCP even in patients with severe acute

pancreatitis and high clinical suspicion of CBD stones.
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Genetic risk factors associated with the development
of gall bladder disease and carcinoma

Raj Kumari Deblakshmi1, Manab Deka2, Anjan Kumar Saikia1,3,
Bir Kumar Sharma4, Dhabali Singh Thanjam5, Bipin Thanjam5,
Sujoy Bose1

1Department of Biotechnology, 2Department of Biological Sciences,

Gauhati university, 3Department of Medicine and Gastroentrology,

central hospital NF railway, Guwahati, 4Department of Surgery,
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Aim: To study the role of deregulation of Wnt/b-catenin pathway and

downstream genes like human telomerase RT component(hTERT)

and CyclinD1 expression in development and progression of gall

bladder disease and carcinoma.

Methods: Surgically ressected tissues of clinically and histopatho-

logically proven cases of gallbladder disease patients {Cholelithiasis

(CL, n = 25), Cholecystitis(CS,n = 20) and CaGB(n = 20) along

with autopsy based controls(n = 10)} were collected from Central

Hospital,NF Railway, Guwahati and RIMS, Manipur. Differential

mRNA expression analysis for APC and b-catenin were studied by

semi-quantitative rt-PCR analysis; and b-catenin, HGF, CyclinD1 and

hTERT mRNA expression by Real Time-PCR, using b-actin as

internal control. Mutation analysis of b-catenin exon3 region was

performed by Direct PCR-sequencing. b-catenin protein expression

was studied on 5 lm formalin fixed paraffin embedded sections by

immunohistochemistry and western blotting. Statistical analysis was

performed by SPSSv13.0 software.

Results: b-catenin mRNA expression was up-regulated chronologi-

cally in the gallbladder diseases (control \ Cholelithiasis \
Cholecystitis \ CaGB); while compared to CS cases expression of

APC was found downregulated in CL and CaGB cases. HGF

expression was significantly increased in CaGB cases and corelated

with b-catenin expression(p = 0.001). The downstream signalling

analysis showed that CyclinD1 expression was significantly increased

in CaGB cases(11.954 ± 3.11folds) and CL(5.03 ± 3.61folds,p =

0.036) but not in CS compared to controls;correlated significantly

with increased b-catenin(p = 0.015) and HGF(p = 0.004) expres-

sion. Mutation analysis for the exon3 region of b-catenin showed

presence of mutation in 2/20(10%) of CaGB cases only. The protein

based expression analysis by IHC showed increased expression of

membranous and cytoplasmic b-catenin in CaGB cases compared to

controls and CL. hTERT expression was up-regulated in gall bladder

diseases, highest being in CL(1.999 ± 0.0282), followed by CS

(1.479 ± 0.5656) and CaGB (1.0065 ± 0.009) cases compared to

controls.

Conclusion: Deregulated Wnt/b-catenin signalling promotes gall

bladder disease and carcinogenesis. hTERT is an early event in gall

bladder disease development. CyclinD1 mRNA expression may be

used as prognostic biomarker for gall bladder diseases.
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Biliary conplication due to mirizzi syndrom - serie of 12 cases

Ludmil Marinov Veltchev1, Manol Anastasov Kalniev2,
Dimo Stoynov Krastev2
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Introduction: Impaction of gallstones in the gallbladder0s Hartmann

pouch cause obstruction of cystic duct and inflamation of the rest of

the bile fallowed by empyema. Long term compression causes

necrosis of the cystic wall and of the wall of the common duct.

Formation of pericholedochal absces with compression and jaundice

may provoke formation of cholecystocholedochal fistula.

Objective: To present our experience in diagnosis, treatment and

follow-up of group of 12 patients with this surgical disease.

Aims: analysing and grouping of patients by clinical presentation and

methods of management of different cases.

Patients and methods: twoelve patients were admited and treated

with diagnosis of Mirizzi syndrom. Major clinical presentation was

upper abdominal pain localized at right subcostal area and epigas-

trium, with low grade jaundice, mediam range continous pain and

fever. First choise for diagnosis was abdominal ultrasound which

confirmed stone in the infundibulum, pericholecystatis and thickness

of cystic wall.

Abdominal CT and Magnetic resonance cholangiography has

higher sensitivity in imaging presentation.

Only surgery can propose definitive treatment. Laparoscopic

cholecystectomy and tube drain was performed in all 9 patients. In

two patients with cholecystocholedochal fistula with more than 3 cm

communication our method for reconstruction was laparoscopic

cholecystectomia and Roux-Y- jejeuno choledochal anastomosis. The

last patient had cystic perforation, local biliary peritonatis and mul-

tiple choledocholithiasis . He obtained laparotomy.

Results: Mirizzi syndrom required surgery for definitive

treatment. US, CT and MRCG are methods that confirm local

status. Major biliary tree destructions need major reconstructive

procedures.

S652 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Topic: 15 Cholelithiasis and Biliary Tract Disease

Absno: 2424

Obstructive Jaundice—evaluation of etiology and clinical,
biochemical and imaging characteristics—experience of a tertiary
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Background: Obstructive jaundice is a common problem in both

medical and surgical practice. Except clinical signs,usually bio-

chemical and radiological imaging investigations are required to

confirm the cause.

Aim: To assess the etiology of obstructive jaundice as well as com-

mon clinical, biochemical and imaging findings and evaluate the

differences between benign and malignant causes.

Methods: The population of this prospective study included 128

patients admitted to hospital from June 2009 to June 2012 with

confirmed diagnosis of Obstructive Jaundice. The patients data were

obtained by thorough history and physical examination,biochemical

tests and radiological investigations.

Results: Out of 128 patients were 83 male(65%)and 45 female(35%).

Mean age was 64.35 years old(range 18 - 91 years). To age group

61-70 years old belonged most of the cases(32%). Malignant obstruc-

tive was more common than benign (64% vs 36%) and was found more

in male than female(72% vs.28%), without significant change. Benign

obstruction is seen at younger age group compared to malignant. Out of

benign causes choledocholithiasis was the first one(74%), while from

malignant was pancreas head cancer(58%). Carcinoma of the pancreas

head was commonest etiology(36.71%) followed by choledocholithi-

asis (26.56%), cholangiocarcinoma(18.75%). Abdominal pain

jaundice, dark urine and clay coloured stools were more frequent in

patients with malignant disease(p \ 0.05), while related to laboratory

was revealed significant change for hemoglobin(p \ 0.02),total bili-

rubin(p \ 0.003), direct bilirubin(p \ 0.05), alkaline phosphatase

(0.006). Regarding etiology the accuracy of ultrasound, CT scan,

MRCP was 85.6%, 94.8%, 91% respectively. Sensitivity in the diag-

nosis of benign disease were 83.5%, 85.8%, 92.7% while for malignant

were 86.6 %, 95.7 %, 87 % respectively,whereas specificities for

benign were 86.8%, 95.4%, 87%,whereas for malignat were 83.6%,

82%, 94% respectively.

Conclusion: Carcinoma of pancreas head and choledocholithiais

were the commonest malignant and benign etiology respectively.

Malignant obstructive jaundice is predominant in males,while benign

obstruction is seen at younger age group compared to malig-

nant(Mean age 59.6 yrs vs.67.8 yrs). Ultrasound and CTand MRCP

have high diagnostic accuracy,sensitivities and specificities.
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sIgA secretion in obstructive jaundice rats: the effects of internal
biliary drainage and external biliary drainage

Wen Li

PLA General Hospital, Beijing, China

Background: Secretory immunoglobulin A (sIgA) is the predomi-

nantly functional immunoglobulin in biliary and intestinal tract, and

polymeric immunoglobulin receptor (pIgR) is the key path for the

transmission of IgA, which is the precursor for sIgA. However, the

effects of biliary obstruction and its relief on sIgA secretion are

unclear.

Aim: To investigate the effects of internal biliary drainage and

external biliary drainage on sIgA in rats with obstructive jaundice.

Methods: 48 sprague dawley rats were randomly assigned into 4

groups, obstructive jaundice group (OJ, n = 13), internal drainage

group (ID, n = 13), external drainage group (ED, n = 13) and sham

surgery group (SH, n = 13). Weights were observed before and after

surgery. Serum and intestinal juice samples were collected for mea-

suring sIgA by enzyme-linked immunosorbent assays. Liver and

intestinal mucosa collected were measured for pIgR mRNA and/or

IgA mRNA by semiquantitative reverse transcription-Polymerase

Chain Reaction.

Results: After bile tract ligation, rats lost body weight

(5.28% ± 7.05%), the internal drainage could reverse this situation

while external drainage would deteriorate this situation (Fig. 1). Serum

and intestinal juice sIgA in the OJ (14.63 ± 2.09ug/ml,

14.97 ± 1.62ug/ml, respectively) was found to be distinctively lower

than the SH (19.95 ± 2.93ug/ml,p \ 0.001; 17.71 ± 1.95ug/ml,P =

0.001,respectively), while the ID (19.80 ± 3.60ug/ml, 17.32 ±

1.75ug/ml) has a higher serum sIgA than ED (17.96 ± 4.23

ug/ml, 15.88 ± 1.77ug/ml) (Fig. 2). In intestinal mucosa, the expres-

sion of IgA mRNA and pIgR mRNA in OJ were higher than in SH

(P = 0.047, p = 0.014), after bile drainage, the expression of IgA

mRNA and pIgR mRNA reduce in ID more than in ED (P =

0.014,P = 0.030) (Fig. 3). However, in liver, there are no distinctive

change in the expression of pIgR mRNA (Fig. 4).

Conclusions: sIgA secretion in serum and intestinal juice was

depressed in rats with obstructive jaundice. Internal biliary drainage

had a better effect on reversing the changes than external drainage.

The main mechanism is not about the quantity of pIgR in hepatocyte.
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What make hepatic hydatid cysts rupture into biliary tree?
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Introduction: Hydatid disease is parasitic infestation by tapeworm of

the genus Echinococcus. It is endemic in many sheep rearing areas.

Liver is most common organ to be affected. Intrabiliary rupture is a

complication happened in 5-15 %of patients with hepatic hydatid

cyst.

Aim: To find what make hepatic hydatid cysts rupture into biliary

tree.

Materials and Methods: Between March1998-December 2004,in

GIT center Baghdad, Iraq, 150 patients with hepatic hydatid cysts

were studieded to identify independent risk factors responsible for

intrabiliary rupture.

Results: Out of150 patients 87(58%) had intrabiliary rupture,

63(42%)had no rupture. Of those with intrabiliary rupture;54 were

younger than 40 years, 33 were older,44 were females,43 were males.in

54 symptoms were for \ 1 month,in36 symptoms are for [ 1 -

month.in 62 Diameter of cyst was \ 8 cm,in 26 it was [ 8 cm.53 had

Solitary cyst,34 had multiple cysts,73 had Multivesicular cyst,5 had

univesicular cysts.67 had Right lobe cysts,26 had left lobe cysts,48 had

Non infected cysts,39 had infected cysts.Of those with out intrabiliary

rupture :33 were younger than 40 years,30 were older,36 were

females,27 were males. In 30 symptoms were for \ 1 month,In 30
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symptoms were for [ 1 month.in 36 Diameter of cyst was \ 8 cm,in

26 it was [ 8 cm.42 had a Solitary cyst,21 had multiple cysts.34 had

Multivesicular cyst,28 had univesicular cysts.45 had Right lobe

cysts,12 had left lobe cysts,49 had Non infected cysts,14 had infected

cysts. Figure 1.

Conclusion: Females, younger than40 with cysts \ 8 cm,multive-

sicular,solitary,in right lobe liver, non infected & with short history

are at increased risk of Intra hepatic biliary rupture.
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Acute Exacerbation of Chronic Hepatitis B In Pregnant Woman
As a rare Case Under Effect of Pregnancy

Emine Günal, Can Polat Eyigün, Hanefi Cem Gül, Gürkan Mert

Gülhane Medical School, Ankara, Turkey

Objective: Relative lack of the data about the course of chronic

hepatitis B during pregnancy and its antiviral treatment makes it a

critical medical challenge. Although a few acute exacerbation cases

of chronic hepatitis B have been reported during postpartum period, It

is very rare during pregnancy in literature due to immunosuppression

effect of hormonal changes in pregnancy. We report an acute exac-

erbation case in second trimester.

Case report: She has used tenofovire disoproksil 245 mg (TDF) for a

7 months since diagnosed as chronic hepatitis B with positive

HBeAg, high level of alanine aminotransferase (ALT: 96 U/L) and

high copy of serum HBV DNA (9.8 9 109 copies/mL). Serum ALT

was normal on 2 months of therapy and serum HBV DNA was

undetectable on 6th month. But she has discontinued TDF on

14 months of therapy just after learned her pregnancy within 1 month

of gestation without leading us to know. Then she came with acute

exacerbation on 20th gestational week. Her aspartate aminotransfer-

ase (AST) was 1382 U/L, ALT flared up to 1722 U/L and HBV DNA

level was [9.9 9 109 copies/mL. Since fetal growth wasn0t within

normal reference ranges and ultrasonography revealed serious hepa-

tomegaly and ascites, her pregnancy was terminated. Her

transaminases showed gradual decline to normal values within

2 months after initiation of TDV again and then HBV DNA disap-

peared from serum within 6 months.

Conclusion: We don0t recommend interrupting therapy with trusting

to pregnancy immunosuppression if patients have positive HBeAg

and high viral load at the beginning and duration of antiviral treat-

ment is short to press disease strongly.
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Chronic Hepatitis-B virus infection in Community Health
Centers0s rural and urban area of Tangerang Regency:
prevalence of serological markers.
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Shierly Moningkey3, Ivet Suriapranata2, Andi Utama1, Ali
Sulaiman4, George Mathew1,2

1Faculty of Medicine, Universitas Pelita Harapan, 2Mochtar Riady

Institute for Nanotechnology, Universitas Pelita Harapan, 3Health

Office Tangerang Regency, 4Liver Center, Siloam Hospital Lippo
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Introduction: With a population of approximately 2.8 Millions,

Tangerang Regency consists of 29 sub-districts with 42 government-

mandated community health centers (CHC). Although Chronic Hep-

atitis B has been well studied in general, the epidemiological study of

the disease is still limited in this region.

Aim: To support the government healthcare program as a community

service pilot project with surveillance for serological prevalence of

HBV infection in the urban and rural areas of CHC in Tangerang

Regency.

Patients and method: Six CHC were selected, three in urban and

three in rural areas. The inclusion criteria for sample recruitment were

15–60 years old male and female, with no history of alcohol use and

of jaundice. Patients’ plasma was screened for HBsAg using ELISA;

those with HBsAg-positive were subsequently tested for HBeAg, anti

HBe, and HBV DNA viral load. A total of 978 patients were enrolled

in this study, 498 from the urban areas and 480 from the rural areas.

Result: Prevalence of HBsAg-positive was 2.81% in urban areas and

3.96% in rural areas. Out of 14 patients (mean age

43.71 ± 10.74 years old) with HBsAg-positive from urban areas,

14.28% were HBeAg-positive, 71.42% with anti-HBe, and 42.8%

with HBV DNA[2,000 IU/mL. While in 19 HBsAg-positive patients

(mean age 37.74 ± 7.88 years old) from rural areas 10.53% were

HBeAg-positive, 42.12% with anti-HBe and 15.78% with HBV DNA

[2,000 IU/mL. Male to female ratio of HBsAg-positive patients were

71.43% and 52.63% in urban and rural areas respectively.

Conclusion: HBsAg-positive detected in rural is higher compared to

urban areas. However, number of patients experiencing HBe sero-

conversion and HBV DNA viral load [2,000 IU/ml were higher in

urban areas. Patients with HBsAg-positive from the CHC0s urban

were older with higher male to female ratio than patients from the

rural.
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The evaluation of the dose-modified entacavir treatment
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Fig. 1 Jaundice after hydatid cyst intrabiliary rupture
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Infectious Diseases, School of Medicine,, Ataturk University,

Erzurum, 4Department of Biochemistry, School of Medicine,
5Department of Internal Medicine, School of Medicine, Recep Tayyip
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Background: The main targets of using the potent antiviral treatment

in chronic hepatitis B (CHB) are to suppress of the viral load deeply

and quickly, which means an indicator of virological response, to

overcome the problem of resistance, to increase the therapeutic suc-

cess and to maintain the adherence to treatment. Entacavir is one of

drug used for this purpose in Turkey.

Aim: To analyse of the results of dose modification effects of ent-

acavir treatment in antiviral-naive patients with CHB over the 4 year-

following periods.

Methods: Twenty three patients whose HBeAg were positive, 36 of

patients whose HBeAg were negative and treated with entacavir

0.5 mg daily plus. It was determined an increase in their liver

enzymes and a minimal activation of HBV-DNA levels but there were

no resistance to antivirals or entacavir at the end of the 48th weeks.

Entacavir treatment was continued as 1 mg per day in 27 of total 59 of

patients. Results collected over the 4 years were evaluated.

Results: Total 59 of patients with CHB whose the initial dose 0.5 mg

per day entacavir were evaluated as two group. First group who

received 0.5 mg daily plus dose for all 4 years was 32 of patient.

Second group consisted of 27 of patients, who treated with 0.5 mg per

day entacavir for only the first year, and with 1 mg daily plus then the

rest of the following period. The repression of HBV-DNA levels in

group 2 were ahead of while both groups had partial virological

response and there were no statistically difference in terms of HbeAg

clearance (58% and 63% respectively) and decline levels of ALT at

the end of the 4 years.

Conclusion: It has been thought that dose modification could be

evaluated in patients who there were no resistance to entacavir.
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Gulhane Military Medical Academy, Ankara, Turkey

Aim: This study aims to assessment of HBsAg seroconversion rate in

patients with chronic hepatits B (CHB) treated with various treatment

modality.

Materials and methods: In this study, patients from a single center in

Turkey were included if they had had treatment (interferon alone,

nucleos(t)ide alone, and interferon+ nucleos(t)ide combination) for

CHB. Data were collected from CHB patients0 records between 1993

and 2012. Patients who HBsAg seroconverted were stratified by

treatment status (Group A). HBsAg carriers who developed HBsAg

seroconversion spontaneously were also included to compare with

treatment group (Group B).

Results: Between 1993-2012, 591 patients were identified in total.

Mean age of patients were 45.27 (17-83) year. 444 (75.1%) patients

were in group A, and 147 were in group B. Patients in group A were

treated with interferon alone (48 subjects), interferon and nucle-

os(t)ide combination (273 subjects), and nucleos(t)ide (123 subjects).

HBsAg seroconversion rates were found in group A as 4.3% (19/444),

and in group B as 4.1% (6/147). Subgroups analysis in group A, we

found that seroconversion rate was high in patients who treated with

interferon alone compared to interferon and nucleos(t)ide combina-

tion, and nucleos(t)ide alone (8.3% vs 2.9%, and 5.6% respectively).

The mean duration of interferon, interferon and nucleos(t)ide com-

bination, and nucleos(t)ide therapy were 45.5, 157, and 460 weeks

respectively.

Conclusion: HBsAg seroconversion rate was higher in interferon

treatment group than nucleos(t)ide treatment group and carriers.
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Introduction: Importance of pre-transplant cross-match test as well

as protocol liver biopsy has been discussed these days. We herein

discuss impact on cross-match test and protocol biopsy on living-

donor liver transplantation.

Patients and methods: Pre-transplant cross-match test was performed

in 33 recipients. Immunosuppression basically included steroid and

tacrolimus. Patients with positive cross-match and/or with steroid

refractory rejection were administrated mycophenolate mofetil. No

induction drugs were used. Twenty-five patients who survived longer

than 1 year and gave informed consent underwent protocol liver biopsy

at 1, 3, 5, 7, 10 year after the transplant. Patients with positive CDC

cross-match and/or FACS cross match were defined as positive cross-

match (XM-P). Statistical investigation was done with SPSS software

and p \ 0.05 was considered as significance.

Results: Patients included 23 males and 20 females with average age

of 25.9. There were 4 CDC (TW)-P, 11 CDC (BW)-P, 2 FCXM (T)-P,

and 5 FCXM (B)-P. No significant differences were observed on age,

sex, and Kaplan-Meier survival. One-year rejection-free survival was

significantly less in XM-P patients (32.7%) than in XM-N patients

(69.3%). Patient’s demography who underwent protocol biopsy did

not show significance on age, sex, and duration after transplant.

Protocol biopsy revealed subclinical hepatitis in 1 patient. Rejection

activity index were significantly high in XM-P patients (RAI) than

XM-N patients (2.1 vs. 1.0). Difference was greater when compared

among survivors longer than 5 years (2.3 vs. 0.7).

Conclusion: Positive cross-match test did not have impact on survival

but reduced 1-year rejection-free survival. In patients with positive

cross-match test, subclinical rejection activity might progress despite

of normal liver function tests. Cross-match test and protocol biopsy

seemed important tools for an adjustment of immunosuppression,

which would enable long-term graft survival.
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Background: Helicobacter Pylori is a small gram-negative spiral

bacillus living in the mucus layer of the human stomach, and there are

evidences proving its effect on some gastrointestinal disorders.

Considering the immuno-compromised nature of transplant recipients

due to medical immunosuppression, these patients are generally prone

to viral & bacterial infectious diseases. In this study we aimed to

investigate the seroprevalencce of H-pylori infection among Iranian

kidney transplant recipients.

Methods: Ninety one patients were selected randomly among patients

who underwent kidney transplantation in Urmia, Iran. Each patient

was experimented for anti-Helicobacter Pylori IgG using ELISA

method (Lake Success, NY).

Results: Forty three subjects (47.3%) were seropositive for anti-HEV

IgG. There was no significant difference among the age (P = 0.49),

sex (P = 0.22), history of blood transfusion (P = 0.19), and history

of hemodialysis (P = 0.46) between seropositive and seronegative

groups, but there was a significant difference among two groups

regarding the educational status of the subjects (P = 0.03), This

difference was not confirmed by considering diploma as the cut point

for categorizing the subjects (P [ 0.05). Comparing the age groups,

Pearson chi-square revealed no significant correlation between HP

seropositivity and increasing age (P = 0.963).

Conclusion: The frequency of transplant recipients with anti-H-

Pylori IgG antibodies in our institution (47.3%) is not higher than

its prevalence in the general population. This rate is lower

compared to some reports from developing countries which the

difference could be due to a better health and sanitation status in

our setting.

Keywords: Helicobacter Pylori, Renal Transplantation, ELISA.
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Impact of MELD and CTP score on short-term and long-term
prognosis outcome of patients on the liver transplant waiting list

Arunkumar Krishnan, Jayanthi Venkataraman
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Background and objectives: Indices for predicting survival are

essential for assessing prognosis and assigning priority for liver

transplantation in patients with liver cirrhosis.

Aim: To compare the Child-Turcotte-Pugh (CTP) scores and Model

for End-Stage Liver Disease (MELD) score for 3, 6 months survival

in cirrhotic patients waiting for liver transplant.

Methods: We investigated 216 consecutive patients listed for single-

organ liver transplantation for nonfulminant liver disease between

April 2010 and May 2011. To assess the ability of MELD and CTP

score predicting the risk of death, the study was performed by range

by using c-statistic for area under the receiver operating characteristic

curve.

Results: 42 patients died during the observation period. The mean

CTP score at baseline, 3, 6 months was 7.4, 7.39 and 7.88 respec-

tively for patients in the waiting list 7.63, 8.9 and 9.48 respectively for

patients who died on waiting. The Mean MELD at 3, 6 months was

10.35, 10.37 and 12.99 respectively for patients in the waiting list and

10.8, 17.25 and 20.57 respectively for patients who died on waiting.

The sensitivity and specificity to identify mortality or severe deteri-

oration for CTP was 73.9% and 79.5%, respectively; for MELD

82.6%, 78%, respectively. In stratified analysis there were no sig-

nificant differences between MELD and CTP for the c-statistic in

patients with low and intermediate range MELD scores at 3,

6 months.

Conclusion: MELD has a better performance over the CTP score in

determination of priorities for organ allocation. The outcome with

lower range MELD cannot be reliably predicted only with their

MELD scores, and alternative prognostic markers should be used in

conjunction to enhance the predictive accuracy.
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Background/ aims: Staphylococcus aureus is the leading cause of

bacterial infection in liver transplant recipients. Preoperative nasal

carriage of methicillin-resistant S. aureus (MRSA) is associated with

a high risk of infection. The purpose of this study was to evaluate the

risk factors of methicillin-resistant Staphylococcus aureus (MRSA)

infections in liver transplant recipients.

Methods: This is a retrospective cohort hospital based study in order

to identify independent risk factors for early-onset S. aureus infection

after liver transplantation 50 living donor liver transplantation

patients’ were screened preoperatively for methicillin-susceptible

S. aureus (MSSA) and MRSA nasal carriage. Risk factor analysis was

performed by univariate analysis followed by stepwise logistic

regression. Liver recipients with MRSA infections were retrospec-

tively identified and compared to an age, gender, other risk factors,

clinical presentation and transplant date matched (2:1) non-MRSA-

infected recipient control group. Most of MRSA infections were

initially treated with vancomycin.

Results: Of the 50 patients included, 11 (22.0 %) patients developed

S. aureus infection (6 MRSA, 5 MSSA) within 1 month of surgery.

Variables significantly associated with infection in the univariate

analysis were MRSA and MSSA nasal carriage, careless healthcare

workers not wearing personal protective equipments, prior antibiotic

usage, and presence of ascites. In the multivariate analysis, MRSA

nasal carriage (odds ratio [OR]: 20.9, P \ 0.0001), MSSA carriage

(OR: 3.4, P = 0.0004), careless healthcare workers in wearing per-

sonal protective equipments (OR: 4.8, P = 0.001) and excessive prior

antibiotic usage (OR: 10.2, P = 0.001) were independent predictors

of infection.

Conclusion: The infection in liver transplant recipients’ is most often

of endogenous origin. Preoperative nasal carriage of MRSA and

excessive prior antibiotic usage and careless healthcare workers in

wearing personal protective equipments are an independent risk fac-

tors for MRSA infection in liver transplant recipients.

Topic: 16 Liver Transplantation

Absno: 72

Outcome of living related liver transplantation for biliary atresia
in Egyptian children: (Single institutional study)

Wesam S. Morad1, Yasser K. Rashad2, Hosam Soliman3,
Behairy E. Behairy4

S656 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



1Community medicine, National Liver Institute- Menoufiya

University, Shebin El Kom, 2Pediatric Hepatology, National Liver

Institute- Menoufiya University, Shebin El- Kom, 3Hepatobiliary

Surgery, National Liver Institute- Menoufiya University, Cairo,
4Pediatric Hepatology, National Liver Institute- Menoufiya

University, Menoufiya, Egypt

Background/ aims: Biliary atresia has become the most common

indication for OLT among pediatric recipients. This obstructive

cholangiopathy leads to early development of secondary biliary cir-

rhosis. The prognosis of untreated biliary atresia is poor with reported

median survivals of less than 2 years. Aiming to characterize the

Outcome of living related liver transplantation for biliary atresia in

Egyptian children:(single institutional study).

Patients and Methods: We retrospectively reviewed our experience

in 11 cases of pediatric liver transplant for biliary atresia in Pediatric

Hepatology and Hepatobiliary Surgery departments - National Liver

Institute (NLI) - Hospital - Menofiya University- Egypt.

Results: The prognosis of untreated biliary atresia is poor with

reported median survivals of less than 2 years. Vascular complica-

tions were founded in 5 cases of the died group and only one of the

living group had vascular complication. All vascular complications

are hepatic vein thrombosis except one in the died group had hepatic

artery thrombosis, while biliary complications reported in this study

was biliary leak in one patient and biliary stenosis in another one

patient, but the remaining 9 were free of biliary complications.

Conclusion: Our results confirmed the effectiveness of OLT for the

treatment of children with biliary atresia and failed Kasai procedures.

Living related liver grafts represented an excellent organ supply for

these patients. If the diagnosis was late, performing OLT can be a

more judicious choice than performing a Kasai procedure.
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Background/ aims: Living donor liver transplantation (LDLT) is

becoming a widespread technique for patients with acute and chronic

end stage liver diseases with good results making liver transplantation

a widely accepted treatment modality. Infection is the most frequent

cause of morbidity and mortality following liver transplantation in

Egypt. This is a cross sectional hospital based study describe types,

characteristics and rate of infections occurring in the early postop-

erative period and the possible associated preoperative, operative, and

post operative risk factors in patients underwent living related liver

transplantation aiming at designing strategy for infection control

protocol in liver transplant program applied at National Liver

Institute.

Methods: 50 living donor liver transplantation patients’ provided

informed consent to participate. Participants were interviewed to

gather risk factors information using multiple question model previ-

ously prepared questionnaire, biophysiologic measures and

observation checklist.

Results: Living donor liver transplantation complicated Infection was

76.0 %. 68.8 % of infection episodes occurred in the first month post

transplantation and the incidence declined thereafter. Infection

induced mortality was 77.8%.

Conclusion: This study confirmed that high infection rate was associated

with prolonged operative time (14.8 ± 3.07) and septic techniques used

intra and post-operative. Designing a good healthcare educational pro-

gram for the nurses, health care workers and patient contacts’ focusing on

the prevention of infection related risk factors and careful evaluation of

donor and recipient prior to liver transplantation prevents serious post

transplantation infection, either by excluding risky donors or by defining

the need for specific antimicrobial therapy post liver transplantation.
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Prompt postoperative deceases clinical profile in decease donor
liver transplant recipients: a preliminary report
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Background and aim: Liver transplant often results in hemodynamic

and biochemical changes in the immediate postoperative period, often

causing concern to the treating physician. Aim of the study to

determine the pre-operative clinical profile, the hematological and

biochemical changes in the immediate postoperative period up to

7 days following DDLT patients.

Method: A detailed assessment of the patients pre operative clinical

diagnosis, presence of co-morbid illness and postoperative hemato-

logical, biochemical, microbiological and clinical events was made

between survivors and those who died. Various parameters were

compared between two groups to understand the various that deter-

mined early postoperative outcome in DDLT patients.

Results: A total of 34 patients, categorized into groupI -26 patients

(Survivors) and groupII-8(mortality). There was no difference in the

fluctuation of hemoglobin levels between the two groups (10 ± 4%).

Early leukocytosis predicted early morbidity and mortality between

2groups. This difference was statistically significant (P \ 0.01). Serum

urea showed a significant elevation in GpII than GpI(P \ 0.01). Serum

creatinine increased in both groups, but its much higher in GpII compare

to GpI(P \ 0.05). The serum platelet count in groupI was

350000 ± 180000 platelets/ mL, whereas in groupII it had reduced

to 80000 ± 120000 platelets/ mL(P \ 0.001). PT was correlated

well with outcome, although the trend was the same in both groups.

INR was also significantly higher in GpII patients. Transaminases

showed a significant rise between the 2nd and 3rd postoperative

days and stabilized and showed a downwards trends by the 7th-9th

postoperative days in both group. Cause of death was intra-operative

events like cardiac arrhythmias, and in ischemic cardiac event-

s(2),pulmonary thromboembolism(1),and hepatic artery

thrombosis(1),sepsis and multiorgan failure(4).Two patients required

renal replacement therapy for resistance renal failure in groupII.

Conclusion: Pre-operative co-morbid illness, postoperative worsen-

ing azotemia, persistent leukocytosis, and sepsis and cardiac events in

the immediate postoperative period predicts an outcome post DDLT.
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Background: It has been shown in adult solid organ recipients that

the m-TOR inhibitor everolimus (EVL) is capable to reduce relevant

post transplant complications, such as renal impairment, viral infec-

tion, and graft fibrosis. Up to now there is little data available on the

use of everolimus in pediatric liver graft recipients and therefore, the

aim of our study is to report our first experience with EVL in selected

patients.

Patients and methods: A total of 30 pediatric patients were treated

with EVL in combination with low-dose cyclosporine or low-dose

tacrolimus. The indications for the use of EVL were as followed:

Chronic graft dysfunction n = 18, CNI related renal impairment

n = 4, and miscellaneos n = 8. The aimed trough levels of EVL were

3 to 6 ug/ml, those of cyclosporine were 30 to 60 ug/l, and tacrolimus

2 to 5 ng/ml respectively.

Results: In 8 out of 18 children with chronic graft dysfunction an

improvement (liver function test and/or clinical parameters and/or

histology) could be documented. In 2 out of 4 patients with CNI

induced renal impairment an improvement of GFR was observed. In

two patients with chronic graft dysfunction a hypercholesterolemia

was observed which may be related to EVL therapy, another patient

developed aphtous lesions for 12 weeks until EVL has been stopped.

There were no other side effects of EVL recorded.

Conclusions: Everolimus may play a role in children following liver

transplantation in the case of CNI derived renal toxicity or chronic

graft dysfunction when conservative therapy has failed. Controlled

clinical trials to assess the future value of EVL in liver transplanted

children have been initiated.
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Background/aims: Increasing shortage of cadaveric liver grafts.

However, donor safety is a primary concern and selection of preop-

erative imaging modality is important to preserve donor health by

excluding unsuitable candidates and tailoring the surgical procedure

according to anatomical variations.

Aim: to evaluate the impac of the multislices spiral CT on potential

donor selection and surgical planning before living-related-liver

transplantation.

Subjects & Methods: A total 175 potential living liver donors (62

female and 113 male) were included in our study. Their ages ranged

from 23 to 34 years (mean, 32 years). They underwent multiphasic

multislice spiral CT. Post contrast acquisitions were obtained for the

arterial and venous phases respectively. They were 139 potential

donors for right lobe and 36 potential donors for left lateral seg-

ment.All data were analyzed to detect vascular variants, exclude focal

liver lesion and determine hepatic volume, these preoperative finding

were correlated with intraoperative findings (available in 65 cases).

Results: Out of 175 potential liver donors evaluated by multislice

spiral CT, 56 (32%) were excluded on the basis of multislice spiral

CT finding. Causes of exclusion were: portal vein anomalies in 11

potential donors(19.6%), hepatic venous anomalies in 9 potential

donors (16.1%), fatty liver in 17 potential donor(30.3%),small liver

volume in 12 potential donors (21.4%) and focal lesion in the liver in

7 potential donors (12.5%).Surgical planning and technique were

modified in 24 candidates; involving both donors and recipients in 23

and involving the donor only in one out of 65 living- related liver

transplantation candidates.

Conclusion: Multislice spiral CT has provided parenchymal, vascular

and volumetric preoperative evaluation of potential donors undergo-

ing living related liver transplantation and had impact on surgical

planning allowing the surgeon to modify the surgical technique to

reduce the postoperative complications.
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Hepatic ischemia reperfusion (HIR) induces liver injury, and endo-

toxemia, which aggravates HIR-induced liver injury and dysfunction,

or even causes liver failure. Taurine has been shown to protect organs

from ischemia reperfusion or endotoxin by its anti-oxidant and anti-

inflammatory activities. The aim of this study was to investigate

whether taurine could attenuate endotoxin-induced acute liver injury

after HIR. Wistar rats subjected to 30 min of hepatic ischemia fol-

lowed by reperfusion and lipopolysaccharide (LPS) (0.5 mg/kg)

administration, exhibited liver dysfunction (elevated serum levels of

ALT, AST and LDH) and hepatic histopathological alteration. The

serum levels of TNF-a and production of myeloperoxidase (MPO)

and malodialdehyde (MDA) in liver tissues and apoptosis of hepa-

tocytes were also increased after the combination of HIR and LPS.

However, pre-administration of taurine protected livers from injury

induced by the combination of HIR plus LPS as the histological score,

apoptotic index, MPO activity and production of MDA in liver tis-

sues, and serum levels of AST, ALT, LDH and TNF-a, were

significantly reduced. The expression of caspase-3, Fas and Fas ligand

was upregulated in homogenates of livers from rats subjected to HIR

and LPS, and this elevated expression could be inhibited by taurine.

In summary, the results further emphasize the potential utilization of

taurine in protecting livers against endotoxin-induced injury espe-

cially after HIR, by its anti-inflammatory, anti-oxidative and anti-

apoptotic activities.
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Backgrounds: ABO-incompatible liver transplantation is usually

contraindicated. The presence in the recipient of performed antibodies

located on endothelial cells raises the risk of antibody-mediated

humoral rejection of the graft. We describe 20 successful cases who

had living donor liver transplantation (LDLT) from ABO-incompat-

ible donors.

Methods: The immunosuppressive protocol consisted of rituximab

and plasmapheresis prior to LDLT followed by basiliximab

induction, maintenance with tacrolimus, mycophenolate mofetil,

and steroids. Plasmapheresis was planned for up to 2 weeks after

LDLT aiming at maintaining the anti-ABO titers level below

1:32.

Results: Between September 2010 and January 2012, twenty

patients received an ABO-incompatible LDLT. Median age of

recipients was 56 years and median MELD score was 13. The

range of initial IgM and IgG titer was 1:8 - 1:1024 and 1:2 -

1:1024, respectively, and preoperative IgM and IgG titer was less

than 1:32 in all recipients. There were no statistically differences

on the AST levels, ALT levels, INR levels, and total bilirubin

levels between high MELD group (C 20) vs. low MELD group

(\ 20) and local graft infusion vs. no local graft infusion and high

initial titer (C 1:256) vs. low initial titer (\ 1:256) in the first

2 weeks after transplantation. The incidence of CMV infection and

bacterial infection were 50% (n = 10) and 45% (n = 9). Four

patients were occurred biliary leakage and 1 patient was biliary

stenosis. Patient and graft survival was 100% and acute rejection

did not occur in the recipient at median follow-up of 177 days

(range, 13-496).

Conclusion: ABO-incompatible LDLT can be safely performed when

rituximab and plasmapheresis was used and may be proposed when

ABO-compatible donors are not available.
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Matrix metalloproteinase-9 is critical for regulatory
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Objective: Matrix metalloprotease-9 (MMP-9) is considered as a

destructor of extracellular matrix and promoted liver injury, metas-

tasis of carcinoma and activation of enzymes. Hepatic regulatory T

cells (Treg) was found to pile up in liver wound healing and facilitate

liver recovery from injury. The aim of this study is to investigate the

mechanism of MMP-9 induced Tregs to promote inflammation res-

olution and liver wound closure.

Material and methods: MMP9-/-, MMP13-/-, TGFbR-/- and control

wild type (WT) mice were used in thioacetamide (TAA) induce liver

injury model. After TAA administration, serum alanine aminotrans-

ferase, intrahepatic frequency of Treg and hepatic levels of cytokines

(TNF-a, IL-1b, IL-10 and TGF-b) were analyzed. Hepatic stellate

cells (HSCs) were isolated from WT mice and cultured in 3-dimen-

sional extracellular matrix to investigate the role of MMP-9 in

activation of latent TGF-b. The HSCs conditioned media were col-

lected to induce Treg (cmiTreg) from WT Naı̈ve CD4+ T cells. The

immunosuppressive function of cmiTreg was analyzed both in vitro

and vivo.

Results: Although deficiency of MMP-9 attenuated liver injury, liver

function recovery was delayed in MMP9-/- mice compared to WT

mice, which had less frequency of intrahepatic Tregs compared with

WT animals. Intrahepatic Treg recruitment depended on TGF-b
manner. MMP-9 is critical for HSCs to produce active TGF-b, which

is crucial for Treg induction. When inject cmiTreg to TAA challenged

mice can promote liver recovery.

Conclusions: These results documented a novel role of MMP-9 in

liver homeostasis mechanism from acute tissue damages by regulat-

ing intrahepatic Treg recruitment/activation.
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Liver transplantation is one of the accepted treatment modalities for

hepatocellular carcinoma (HCC) that can lead to cure. Defining the

most precise pre-transplant criteria to predict post transplant tumor

recurrence may be challenging as the rate of tumor recurrence may be

significantly high despite careful patient selection.

Methods: The study was done on all 35 recipients of liver organ with

pathologically documented HCC in their explants in Nemazi hospital

organ transplant center from September 1995 to September 2011.

Patients’ recorded information and tumor characteristics were ana-

lyzed and compared between those with and without tumor

recurrence.

Results: Of 1236 liver transplantations, HCC was reported in ex-

planted livers of 35 recipients. In 5 out of 35 patients the tumors were

incidental pathological findings without pre transplant diagnosis.

Computed tomography (CT) findings were typical in 17 cases

(48.6%) and suggestive in 12 (34.3%). Pre-transplant diagnosis of

HCC in one case was made only by ultrasound and confirmed by

tissue biopsy. HCC recurrence rate was 14.3% (5 cases). The sites of

recurrent tumors were lung, bone, regional lymph nodes and trans-

planted liver. All cause mortality rate during study time was 28.6%

(10 cases) and only 3 deaths (9%) were related to HCC recurrence.

Significant factors associated with tumor recurrence in clinical

aspects was extrahepatic tumor involvement at the time of transplant

and in pathologic aspects were poorly differentiated tumor, TNM

stage beyond IIIB and tumors exceeding University of California, San

Francisco (UCSF) criteria.

Conclusion: Liver transplantation is an effective treatment for HCC

with an acceptable recurrence rate. Post transplant HCC recurrence is

likely the result of microscopic extrahepatic disease that mandates more

precise pre transplant evaluation. Pathology of the explanted liver may

be useful to detect patients at high risk for tumor recurrence.
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Background: The application of liver biopsy as one of the selection

criteria in living donor liver transplantation (LDLT) is controversial.

In populations with high prevalence of liver disease and obesity, it

seems logical to include liver biopsy as one of the donor selection

criteria. The aim is to maximize the benefit to the recipient and

minimize risk to the donor.

Aim: The aim is evaluate the rule of liver biopsy as rejection criteria

for LDLT and to ascertain the safety of the procedure to the donor.

Methods: From March 2002 to May 2012, a total of 233 deceased

donor liver transplants and 188 LDLT were performed at our insti-

tution. The number of potential donor worked up was 736. Potential

living donors were worked up according to a step-wise evaluation

protocol. Those with BMI [ 28 were excluded. The age of the

worked up donors ranged from 18 to 50 years(mean = 28).

Results: a total of 548(74%) donors were rejected. Most were rejected

at the initial stages of evaluation. In 82 donors(11%) the rejection was

for complicated biliary anatomy. Other anatomical reason includes

insufficient liver volume in 132(18%) and complicated vessel anatomy

in 15(2%). Liver biopsy excluded 94 donors(13%). Significant macr-

ovesicular steatosis (fat more than 10%) was detected in 56 donors

(60%) and was the main reason for rejection. Other causes include

significant fibrotic changes in 15(16%), significant portal lymphocytic

infiltrate in 13(14%), active hepatitis 3(3%), shistosomiasis in 3(3%)

and other rare disorders in another 4(4%). There was no major com-

plication from the procedure.

Conclusion: In our experience liver histology excluded 13% of the

potential living donors. This percentage is significant and in our

opinion justifies the procedure when complication rate is negligible.

We therefore recommend liver biopsy as part of the LDLT workup

especially in the setting of high prevalence of liver disease.
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Background and aims: Organ shortage has been the ongoing obstacle

to expand liver transplantation world-wide including Saudi Arabia.

Living donor liver transplantation (LDLT) was hoped to improve this

shortage. The aim of the present study was to analyse the impact of

variant anatomy and insufficient liver volume on living donation.

Methods: From July 2007 to May 2012, a total of 147 deceased donor

liver transplants and 139 LDLT were performed at our institution. 600

potential living donors were worked up according to a step-wise eval-

uation protocol. Those with BMI [ 28 were not worked up. The age of

the worked up donors ranged from 18 to 50 years (mean = 28). They

were all first or second degree relatives of the patients.

Results: Only 139(23%) donors were accepted for donation and

461(77%) were rejected. Some were excluded either at initial

screening due to incompatible blood group, positive hepatitis serol-

ogy, elevated liver enzymes. Others were rejected because of

significant steatosis, socioeconomic reasons or for reasons related to

recipients status. 78(13%) potential donors were rejected because of

variations in biliary anatomy and 16(2%) others were rejected

because of portal and hepatic vein anatomical varitions. 106(18%)

potential donors were rejected due to insufficient remnant volume

(\ 30%) as determined by CT volumetry, while 21(3.5%) were

rejected because of graft to body weight ratio less than 0.8%.

Conclusion: There is no doubt that LDLT has helped in alleviating

the severe shortage of deceased organs in Saudi Arabia. However

suitable living donors are not easy to find especially with prevalent

hepatic steatosis. Over 35% of the potential donors were rejected

because of either anatomical variations or inadequate liver volumes.

Our initial evaluation is effective in eliminating a large number of

unsuitable donors. The donor evaluation process indeed remains to be

a large burden on the resources of our program.
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Background: HBIG and lamivudine has been the most commonly

used prophylaxis for HBV post liver transplant, decreasing the

recurrence rate from 90% to less than 10%. Both entecavir and ten-

ofovir are potent and reported as a rescue therapy to control HBV post

liver transplant.

Our aim is to evaluate the safety and efficacy of entecavir and ten-

ofovir in the post liver transplant setting.

Method: Out of 133 liver transplants performed for HBV, 15 patients

received entecavir (5) or tenofovir (10) post liver transplant,demo-

graphic and clinical data was collected. We evaluated HBV recurrence

(reappearance of HBsAg or HBV DNA), as well as interaction with

immunosuppression (rate of rejection) or renal impairment.

Results: Total of 15 patients, 10 males, mean age of 51 (34-64), with

mean follow up of 32 month (12-114 month), average MELD of 22(12-

40), All were positive for HBsAg, HBcAb and 13 were HBeAg negative,

HBV DNA was undetectable in 9 at the time of transplant and positive in

6 (2 with high viremia), 5 patients has HCV and 6 patients has HDV.

With regards of HBV treatment before transplant, 3 patients received

lamivudine, 3 combined adefovir and lamivudine, 6 tenofovir and 3

entecavir, 5 patients has HCC within Milan criteria, 10 patients received

cadaveric liver transplant while 5 has LDLT, all patients received HBIG

for 12-16 month Three out of the 15 patients had HBsAg after liver

transplant with only one patient having positive HBV DNA who was on

adefovir post-transplant, and viremia was controlled after switching to

entecavir. No worsening of renal function related to tenofovir.

Conclusion: Tenofovir and Entecavir are safe and effective in pro-

phylaxis of post liver transplant with high resistance barrier, no effect

on renal function or interaction with immunosuppression. It may

provide an attractive alternative to long term HBIG use.
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Partial portal vein thrombosis (PVT) has not been no more contra-

indicated to liver transplantation (LT). Most cases of partial PVTs

were overcome with eversion thromboendovenectomy, However, in

case of diffuse PVT, other alternative modalities should be considered

such as interposition vein graft, renoportal anastomosis (RPA), or

cavoportal anastomosis(CPA).

Here, we report our successful experience of reconstruction of

portal flow with collateral vein during deceased donor LT (DDLT) for

a patient who had total occlusion of portal system. A 60-year-old man

who presented with alcoholic cirrhosis and 28 episodes of variceal

bleeding underwent DDLT. At laparotomy, no portal system vein was

found to be patent, because well organized thromboses occluded main

portal vein, SMV and splenic vein. Splenorenal shunt did not deve-

olop. Only a choledochal vein plexus was found on the ventral part of

common bile duct, even it had occlusion with partial thrombus. After

failing of eversion thromboendovenectomy of native portal vein,

portal recostruction was made between the donor0s PV and patient0s
choledochal plexus. Postoperative Doppler ultrasound revealed nor-

mal blood flow of portal vein. Patient revealed uneventful course and

discharged on 18th postoperative days.

In case of complete occlusion of portal vein system, it is difficult

to decide which methods can be appropriate to restore portal perfu-

sion. Collateral vein is not used, because the blood flow is not

sufficient and the wall is friable to suture. Futhermore, the long-term

results are not known. A choledochal vein plexus was the only option

in our case. Further discussion and study is needed.
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Aims: Recent genome-wide association studies found that the SNPs

near the IL-28B gene (rs12979860, rs12980275, rs8099917) were

strongly associated with sustained viral response in HBV and HCV

infection patients. We investigated the effect of IL-28B genes on HBV

recurrence and liver functional recovery in liver transplant recipients.

Methods: A total of 260 liver transplant recipients were enrolled into

this study. All recipients were in a stable stage. The total recipients

(n = 260) were divided into end-stage liver disease secondary to hep-

atitis B (n = 178) and end-stage liver disease secondary to other

diseases (n = 80) before transplantation. Recipients (n = 178) had

hepatitis B before transplantation were defined to non HBV recurrence

group (n = 157) or recurrence group (n = 21). The HBV recurrence

group was defined by positive for HBsAg or elevatory in HBV-DNA

after transplantation. For all the recipients, we studied the IL-28B genes

by high-resolution melting (HRM) curve analysis.

Results: Rs12980275, rs12979860 and rs8099917 were in linkage

disequilibrium. After transplantation, recipients with allele

T(CT + TT) of rs12979860 associated with higher globulin (GLB) and

lower albumin (ALB) (P \ 0.05),The recipients with allele

C(CC + CA) of rs8099917 had higher alanine aminotransferase (ALT)

and aspartate aminotransferase (AST) levels (P \ 0.05) in HBV related

liver transplant recipient. No association was found between IL-28B

gene polymorphisms and haplotype with HBV recurrence in the liver

transplant recipient. No association was found in IL-28B polymorphism

between different aetiologies before transplant.

Conclusions: The allele C of rs8099917 and the allele T of

rs12979860 were associated with hepatitis B related hepatocytes

injury. Genetic variation of IL-28B allele A of rs8099917 and the

allele C of rs12979860 may prevent HBV progression and be benefit

to liver function recover by reducing liver inflammation, providing a

valuable gene therapy tool. On the other hand, the SNPs in IL-28B

were not associated with HBV recurrence and transplant aetilogies in

liver transplant recipients.
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Background and aims: Hepatitis B virus (HBV) related orthotropic

liver transplant (OLT) recipients have high risk of re-infection in

absence of continuous post-operative HBV prophylaxis. Although

there is a controversy about optimal protocol, HBV immune glob-

ulin (HBIg) and nucleos(t)ide analogue (NA) combination is

currently recommended as prophylaxis. Post-liver transplantation

(post-LT) HBV prophylaxes vary with regard to the dosing, duration

and routes of HBIg administration. We aimed to investigate the

efficacy of NA with long-term low and high dose HBIg therapy

after OLT.

Patients and methods: 42 HBV patients undergone OLT between

2000 and 2012 were evaluated. In anhepatic phase, 24 patients

received low-dose (2 000 IU) IV HBIg, 18 Patients received high-

dose (10 000 IU) IV HBIg. Patients were divided into the two groups

in long-term period. First group had HBsAg titers C 100 IU/dl and

second group had \ 100 IU/dl. After transplantion both groups

received oral antiviral agents.

Results: 24 patients were treated with low-dose HBIg and remaining

with high-dose HBIg prophylaxis in the follow-up period. Four

patients couldn’t able to continue HBIg prophylaxis. In three of these

four patients, HBV relapsed. At a median time of 33 months (range

2-110 months) post-LT, 4 of 38 patients had recurrent HBV infection.

Patients receiving high dose HBIg and NA had a lower frequency of

HBV recurrence after OLT. 7 of 37 patients receiving lamivudine

treatment had 19% of HBV recurrence. Recurrent rates were similar

in patients receiving both low-dose and high-dose HBIg in the an-

hepatic phase.

Conclusions: NA therapy was effective and safe to prevent post-LT

HBV recurrence, in this study. However, combination of long-term

high-dose HBIg and NA for HBV prophylaxis significantly reduces

the risk of HBV recurrence after OLT.
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A 42 year old male patients who had HBV associated liver cirrhosis

and suffered from massive ascites, varix bleeding 6 times transferred

our department for Living Donor Liver transplantation. Donor was

48 year old his brother. The calculated volume of rt. lobe was 702 gm

(GRWR 1.15%). However the actual volume was 590 gm (GRWR

0.95%). The graft showed partial congestion of anterior sector after

reperfusion, but resolved fully after artery anastomosis. He have got

sustained ascites which was up-to 8000 ml/day and showed delayed

correction of coagulation profiles. T-bilirubin was reincresed. The

Doppler USG showed RI of hepatic artery 0.6, portal vein velocity

134/130 cm/sec, biphasic hepatic vein, anterior sector congestion.

The CT showed also anterior sector congestion. At POD 10 he got

Splenic Artery Embolization. After SAE, ascites was decreased, less

than 1000 ml/day, dramatically. and coagulation profiles was

improved gradually. He discharged at POD #30. Now the patient is

doing well.
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Terminal stages of liver disease and listing for liver transplantation

(LTx) are powerful stress factors. Studying of the mechanisms that

form the type of the attitude to a disease, depending on premorbid

features of the personality, will allow establishing a complex of sig-

nificant personal properties.

Material and methods: emotional, cognitive and behavioral feature

in patients with autoimmune liver diseases (ALD) for waiting list

(WL) timing and after LTx was studying in this. 70 pts from WL and

30 pts after LTx was accepted. Examinations was performed in listing

time and 30 days after LTx. Using tests: « SIO » ; Integrative anxiety

test (IAT); Zung, Scale of types of the attitude to disease; WOCQ (R.

Lazarus); Life style index (LSI).

Results: Before LTx the asthenias symptoms were prevailed. High

level of similar to neurosis frustration in structure of emotional dis-

turbances (« SIO ») in pts with ALD for WL timing was revealed

(7,79 ± 1,23 points). Established sleeping disorders (57,8 ± 11,4

before and 45,0 ± 5,4 p. after LTx, p \ 0,05); asthenias frustrations

(52 ± 9,3 p. & 38,0 ± 6,2 p., p \ 0,01), hypochondria disorders

(37 ± 9,8 and 23,9 ± 10,1 p., p \ 0,01), violations of social contacts

(36 ± 5,4 and 23,0 ± 4,4 p., p \ 0,01). Anxiety was very higher

before (7,6 ± 0,9), than after LTx (5,6 ± 0,3; p \ 0,01). Depression

was not important in WL (53,2 ± 1,5) and after LTX no revealed

(42 ± 2,3). Sensitive type of attitude to disease predominates

in « internal picture illness » as before as after LTx. The leading

protective mechanism was « jet formations » which consists in

inversion of an affecting component of the reaction. This mechanism

underlies phobias and obsessive disorders (85,83 ± 21,5 in WL and

71,90 ± 19,5 after LTx). Before LTX leading coping-strategies of

control stress behavior were ‘‘self-control’’ and « planning of prob-

lem decision » , after LTx - « positive revaluation » and «

distancing ».

Conclusion: The emotional-affecting symptoms of control stress

behavior are leaders in forming internal disease picture.
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Introduction: We started a program of living donor liver transplan-

tation(LDLT) in February 2003.

Objectives: The main objective of this study was to evaluate results

and long-term follow up .

Patients and methods: 39 recipients were followed from March 2003

to March 2012, the mean age was 38 years (16-58) they were 23 men

and 16 females, 34 underwent LDLT . The complications were

stratified according to Clavien’s system. 5 patients had DD graft

abroad : LT (n = 3) and liver-kidney transplantation (n = 2) . For all

recipients we studied long term complications.

Results: The survival recipient rate at 3 years was 61 % (n = 26) for

all and 62 %(n = 21) in LDLT group with median follow up of

58 months . 43% of recipients died (n = 13), in perioperative period

(n = 10) and lately (n = 3) . 26 complications were recognized in 16

donors (49%). Complications were scored as grade I in 6 cases, II in

13, IIIa in 3, IIIb in 3 and IV in 1 . Surgical or interventional man-

agement was successful in all grade IIIa,III b and grade IV donors.

The 34 donors are alive without any late complications. 15 % of

recipients had biliary complications, 42% had a recurrence of initial

disease, metabolic syndrome was seen in 61 %, infectious compli-

cations in 2 cases and nasopharyngeal cancer in one.

Conclusion: Despite significant morbidity in donors, and disease

recurrence on histological examination the survival achieved was

encouraging.
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A pathological score was built to predict HCC recurrence after LT

(Parfitt, Liver Transpl 2007), including: number of nodules, size of

the largest nodules, nuclear grade, microvascular invasion, microsa-

tellitose, bizarre cells and necrosis. It stratifies the risk of recurrence

in 3 groups: score 0-4 (low, \ 5%), score 7-7.5 (intermediate,

40-65%), and score [ 10.5 (high [ 95%). However, (1) it doesn’t

include vascular invasion; (2) downstaging may modify this score.

Aims: To assess mortality, HCC recurrence and HCC-related mor-

tality after LT; (2) to validate Parfitt’s score.

Methods: We included prospectively all pts who underwent LT for

HCC between April 2007 and September 2011 in our institution. We

retrospectively reviewed the files of all consecutive pts transplanted

for HCC between January 2000 and April 2007. Parfitt’s score was

assessed retrospectively by one anatomo-pathologist in this group.

Results: 99 pts underwent LT: 37 between 0ct1999-Apr 2007, 62 in Apr

2007-Sept 2011 (mean age 55.7 ± 9.2 years, male gender = 84.8%,

alcohol [24.5%], hepatitis C [45.9%], hepatitis B [18.3%], other

[11.3%]). At least one downstaging treatment was performed in 58.9%

of pts (52.2% TACE, 16.9% radiofrequency ablation, 2.7% surgery).

Mean follow-up was 47.5 ± 35.8 months. HCC recurrence occurred in

11.1 % pts; 17.8% pts died and 56.2% deaths were related to HCC

recurrence. Factors associated with HCC recurrence were aFP [ 1000

(p = 0.04), Milan or UCSF out on explants (26.1% vs 3.1%, p = 0.001,

and 37.5% vs 4.1%, p \ 10-4). HCC-related mortality was higher in pts

outside Milan/UCSF criteria (p \ 10-4). Parfitts’ score was \ 4 in 70

pts (77.8%), and [ 10.5 in 7 pts (7.8%). AUROC for Parfitt’s score was

0.66 ± 0.08. HCC recurrence was not different in pts with Parfitt’s

score \ 4 or [ 10.5 (p = 0.12).

Conclusion: After pretreatment, neither radiological scores at diag-

nosis nor Parfitt’s score were able to predict HCC recurrence or HCC-

related mortality.
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Background/aims: Th17 cells and CD4+CD25+Foxp3+regulatory T

cells (Treg) have been suggested to be associated with allograft

rejection and tolerance, respectively. The aim of the present study is

to investigate the characteristics of Th17 cells and Treg in liver

transplant recipients and demonstrate the correlation between the

Th17 / Treg ratio and liver allograft tolerance.

Methods: The acute rejection for liver allograft is diagnosed by

pathological analysis. A total 25 liver transplant recipients are divided

in to 2 groups: acute rejection group (12 cases) and tolerant group (13

cases). In addition, 13 normal health individuals are enrolled as

control. The frequencies of Th17 cells and Treg cells in all partici-

pants in peripheral blood are analyzed by flow cytometry.

Results: The frequency of Th17 cells is significantly higher in

patients with acute rejection than healthy control and tolerant group

(P \ 0.01), but no difference is found between healthy control and

tolerant group (P [ 0.05). However, the frequency of Treg cells is

significantly lower in acute rejection group and tolerant group than in

the healthy control (P \ 0.01). In addition, the frequency of Treg cells

in acute rejection group is also significantly lower than in tolerant

group (P \ 0.05). Importantly, the Th17 / Treg ratio in peripheral

blood in acute rejection group is markedly higher than in healthy

control and tolerant group (P \ 0.01). The Th17 / Treg ratio is pos-

itively correlated with alanine aminotransferase (ALT) and aspartate

aminotransferase (AST) levels in acute rejection group.

Conclusions: Th17 / Treg ratio imbalance is associated with liver

allograft acute rejection, and it may play a potential role in the onset

and development of acute rejection after liver transplant.
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A return to employment is an important outcome after LT. A recent

study in the US has shown a high rate of unemployment after LT

(75%). No data is available in France, where the public health

insurance program guaranties financial protection for everyone.

Aims: To assess employment rate after LT in France.

Methods: All patients transplanted in our centre between January 2000

and April 2011 were subjected to a questionnaire. Inclusion criteria: (1)

aged 18-65 at time of LT; (2) alive 1 year after LT, (3) being alive, not

retired and discharged from hospital at time of survey, (4) being French

resident and affiliated to French public health insurance.

Results: 345 LT were performed in 314 pts. 109 pts were not con-

sidered for the study: 23 pts died within the first year after LT, 28 pts

dead at the time of the survey, 3 still hospitalized, 7 living in a foreign

country, 11 retired and 37 [ 65 ry after LT. 205 pts were included.

Response rate was 77%: mean delay after LT: 6.1 ± 0.9 years, male

gender 75.8%, mean age at LT 48.8 ± 9.3 yr. At 2-year, 43.7% were

employed vs 72.2% before LT (p \ 10-4). The demographic variables

associated with post LT employment included male gender (p \
10-4), an age of 18 to 40 at time of LT (p = 0.008), sedentarity before

LT (p = 0.006), being in a relationship with somebody (p = 0.03),

being employed before LT (p \ 10-4), raising children younger than

18 years old at time of LT (p = 0.02), not being affiliated to universal

health coverage (p = 0.001), and to be self-employed (p = 0.04).

Among 89 patients who did not return to work after LT, 32.6% felt

physical disabilities.

Conclusion: Employment rate was higher in our centre than reported

in US. However, global employment rate remains low.
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Background and objective: Combined hepatitis B immunoglobulin

(HBIG) and nucleos(t)id analogue (NUC) therapy have been widely

adopted as the most effective treatment strategy against recurrent

hepatitis B virus (HBV) disease after liver transplantation (LT). HBIG

immunoprophylaxis using iv or im administration requires qualified

medical or paramedical staff. In this study, we wanted to determine

the safety, tolerability and feasibility of sc HBIG self-administration.

Methods: We included patients without evidence of HBV recurrence

which were converted from 2-3 monthly iv HBIG ± NUC to weekly

sc HBIG (500 IE [\ 75 kg] -1000 IE [C 75 kg]) ± NUC.

Results: During a period of 12 months after switch, patients (n = 45)

showed excellent compliance, and no signs of HBV reinfection

occurred. Mean body weight was 76.9 kg (range, 39-120 kg) and did

not significantly change during the study period. All patients main-

tained an anti-HBs safety level of [ 100 U/L. No serious adverse

events were assessed related to HBIG application. After an initial

training period, self-administration was feasible in all patients.

Treatment satisfaction was higher in patients after switch from iv

HBIG to home-based sc HBIG route.

Conclusions: Weekly sc HBIG is effective, well tolerated and easy-

to-apply. The anti-HBs titres may not only be dependent on the body

weight which was taken into account in determining the dose. Future

studies will show whether the dosing interval might be lengthened

where appropriate to reduce treatment costs.
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Background: This prospective, monocentric study was designed to

assess the efficacy of transient elastography (TE), biochemical tests,

and more complex scores in determining fibrosis stage in patients

transplanted for hepatitis C virus (HCV) infection or non-HCV-rela-

ted liver diseases.

Methods and Results: The optimal TE cut-off values for HCV

patients (n = 48) and non-HCV patients (n = 98) were 4.7 and

5.0 kPa for F C 1, 7.1 and 7.3 kPa for F C 2, 10.9 kPa and 9.9 kPa

for F C 3, and 17.3 and 12.6 kPa for F = 4, respectively. The cor-

responding area under the receiver operating characteristic (AUROC)

curves for F C 1, F C 2, F C 3, and F = 4 were 0.95 and 0.86, 0.89

and 0.85, 0.97 and 0.88, and 0.99 and 0.97 for HCV and non-HCV

patients, respectively. Based on the logistic regression equation we

created a transplant score to identify advanced fibrosis (F C 3). The

accuracy of this model was tested in a validation group (n = 74).

AUROCs for diagnosis of F C 3 in HCV patients and non-HCV

patients were 0.89 and 0.83 for the newly developed transplant score,

and 0.86 and 0.66 (Benlloch score), 0.81 and 0.71 (APRI), 0.80 and

0.77 (Hepascore), 0.79 and 0.70 (FibroTest), 0.78 and 0.71 (FIB-4),

0.75 and 0.60 (Forns index), 0.73 and 0.69 (FibroIndex), and 0.70 and

0.59 (Lok score). Among the validation group, AUROCs of the

transplant score for F C 3 were 0.90 and 0.91, respectively.

Conclusions: TE and the transplant score can be reliably used for

diagnosing advanced fibrosis in liver transplanted patients.
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Background: Postoperative venous congestion of graft and remnant

livers can lead to life-threatening complications in adult live donor

liver transplantation (ALDLT). The purpose of this study was to

evaluate the safety and benefits of 3-D CT-guided donor hepatectomy

‘‘carving’’ partitioning technique.

Methods: 83 consecutive ALDLT were performed based on data

obtained from individualized pre-operative 3-D CT reconstructions

and virtual graft hepatectomies.

Results: There were 71 right and 12 left grafts. Small grafts [graft

volume body weight ratio (GVBWR) \ 1.0] were used in 20

instances. We observed no significant differences in postoperative

function between right and left grafts. Four recipients developed

lethal small for size syndrome. Reversible small for size syndrome

was observed in a right graft recipient and in 2 right graft donors.

Conclusions: Pre-operative 3-D CT virtual liver partitioning allowed

for: 1) individualized carving technique based on specific donor

anatomical characteristics, 2) donor safety based on individualized

venous outflow patterns, 3) optimized drainage of the medial area of

the graft based on the preferentially inclusion of the middle hepatic

vein.

Topic: 16 Liver Transplantation

Absno: 996

An assessment of knowledge gaps in paediatric liver transplant
recipients and their care-givers

Li Nien Tan1, Maria Janelle Liwanag1, Pamela Sue Yin Tan1,
Seng Hock Quak1,2, Marion Margaret Aw1,2

1Paediatrics, Khoo Teck Puat - National University Children’s

Medical Institute, National University Hospital, 2Department

of Paediatrics, Yong Loo Lin School of Medicine, National

University of Singapore, Singapore, Singapore

Introduction: Education of transplant recipients and their care-givers

is an important aspect of post-transplant care. As biliary atresia is the
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main indication for liver transplant in children, education is given to

their parents. Often, physicians may neglect to ‘‘educate’’ these

children as they grow older. This may have implications for adoles-

cents and transition to adult service, where the shift in medical care is

from parent-led to self-managed care.

Aim: To assess the knowledge of the transplant recipients or their

care-givers regarding various aspects of care, in order to identify

knowledge gaps.

Method: A questionnaire was administered over a period of

24 months (2009-2011). The questionnaire was completed by a care-

giver proxy for children \ 12 years, and self-administered by ado-

lescents [ 12 years. These questions focused mainly on

understanding of liver graft, post-transplant medications and lifestyle

modifications.

Results: These patients were aged 1-25 (mean 9.69) years and

between 0.03-13 (mean 4.67) years post-transplant. All adolescent

questionnaires (n = 9) were self-administered while parent proxy for

children \ 12 years (n = 20) were mostly mothers (60%, n = 12).

Results showed that parents were significantly more knowledgeable

than the adolescents in terms of liver function, p = .001; graft dys-

function, p = .037; and dietary/environmental safety practices,

p = .000. There was no statistically significant difference between

parent-proxy and adolescent knowledge of; and attitude towards

taking medications, adherence, sports and outdoor safety, pet-keeping

and illness exposure post-transplant.

Conclusion: Although adolescent patients did not receive active

education regarding medications, they were aware of their medica-

tions, indications and dose timings. They may have learnt it from their

parents or picked it up after being on the medications for some time.

However, they had poor knowledge of liver function and implications

of liver disease. This may imply that adolescents who are non-com-

pliant may have a lack of insight to the implications of graft

dysfunction.
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Background: Living donor liver transplantation (LDLT) is a valuable

treatment option for patients with end-stage liver disease, particularly

in Asia where availability of organs from deceased donors is limited.

Results from H2304 deceased donor liver transplantation (LT) study

(NCT00622869) demonstrated comparable efficacy and superior renal

function for everolimus (EVR) with reduced tacrolimus (r-TAC)

compared to standard exposure TAC Control (TAC-C). Safety and

tolerability were comparable between treatment arms. This abstract

presents the design of the H2307 study which evaluates the efficacy

and safety of EVR + rTAC vs. TAC-C in LDLT recipients. As in

study H2304, EVR will be introduced at 1 month (M) post LTx

mitigating potential mTOR inhibitor-related effects on allograft

regeneration and wound healing.

Methods: H2307 is a 24 M, multicenter, randomized, controlled study

that will enroll at least 470 LDLT recipients mainly from Asia. After a

30-day run-in period with TAC (8-12 ng/mL) ± mycophenolate mo-

fetil ± anti-IL2 induction and steroids, patients will undergo stratified

randomization (RND) in a 1:1 ratio to receive either EVR + rTAC or

TAC-C. Stratification is based on Hepatitis C Virus (HCV) viral load

and hepatocellular carcinoma (HCC) status at time of LT. Study

objectives include the composite efficacy failure of treated biopsy

proven acute rejection, graft loss or death as well as the evolution of

renal function from RND to M12 and the incidence of adverse events.

Specific objectives include incidence and time to HCC recurrence,

evolution of HCV viral load and allograft regeneration.

Conclusion: Study H2307 is designed to demonstrate the efficacy and

safety of EVR + rTAC for the LDLT population.
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Objectives: Although liver transplantation (LT) is the established

treatment of choice for acute and chronic hepatitis B virus induced

liver failure in chinese, the long-term therapy and chronic graft

dysfunction efficacy affect allograft liver regeneration, the regener-

ating liver allograft function after LT remain undefined in chinese.

Therefore, the aim of this study was to assess long-term graft liver

function follow-up 4 years after live transplantation.

Methods: A total of 89 unrelated liver transplant patients were

enrolled(72 men, 17 women; mean ± SD age, 49.9 ± 10.2 years).

All the patients were all in stable stage. we defined the first year liver

function tests(LFTs) include total protein(TP), albumin(ALB),

aspartate aminotransferase(ALT), aspartate aminotransferase(AST),

alkaline phosphatase(ALP),c-glutamyl transpeptidase(GGT), total

bilirubin(TB) of liver transplant recipients as a baseline. Using

baseline values divided all liver transplant recipients into three

groups(low, medium,or high). The three groups of liver transplant

patients followed up 4 years. The serum LFTs were determined on

roche DDP modular automatic biochemical analyzer.

Results: Through 4 years continuous observation, the results showed

that there were no significant differences in liver injury indicators:

ALT groups(low P = 0.412, medium P = 0.056, high P = 0.164,

respectively), AST groups(low P = 0.309, medium P = 0.072, high

P = 0.411, respectively), ALP groups(low P = 0.406, medium

P = 0.968, high P = 0.202, respectively), GGT groups(low

P = 0.725, medium P = 0.628, high P = 0.315, respectively), and

TB groups(low P = 0.038, medium P = 0.418, high P = 0.741,

respectively). However, there were significant differences in albumin

groups(low P = 0.005, medium P = 0.003, high P = 0.016, respec-

tively) and TP groups(low P \ 0.001, medium P \ 0.001, high

P = 0.005, respectively).

Conclusions: Liver transplant recipients with different baseline status

of liver injury indicators had no further liver damage in 4 years, but in

the high baseline group also found no significant recovery. The trends

of albumin and total protein indicated liver regeneration function

would become consistency in long-term.

Hepatol Int (2013) 7 (Suppl 1):S1–S754 S665

123



Topic: 16 Liver Transplantation

Absno: 1061

Serum IP-10 and MCP-1 levels associated with chronic
nephrotoxicity in liver transplantation recipients

Jiangtao Tang1, Yunying Shi2, Junlong Zhang1, Yi Li1,
Yunfei An1, Lanlan Wang1

1Department of Laboratory Medicine, 2Department of Nephrology,

West China Hospital of Sichuan University, Chengdu, China

Objectives: Chronic nephrotoxicity has been a very outstanding

problem which threatened the lives of liver transplant recipients. Our

research objectives is to find out the relationship of cytokines and

chemokines with chronic CNI-induced nephrotoxicity.

Methods: A human 10-plex antibody bead kit (Bio-Rad 200 System)

was used to measure the levels of 10 cytokines and chemokines from

each transplant patient and controls. We detected the serum cystatin C

and urine micro-protein(a1M, MA, TRU and IgU)of 136 liver trans-

plant recipients to evaluate if the recipients have be with early renal

injury, as well as exact location of renal lesion.

Results: Our study adopted urine microprotein and Cystatin C as the

early indicators for renal injury. In early renal damage group(Cystatin

C [ 1 mg/L), the concentration of IP-10 was much higher compared

to the normal renal function group (Cystatin C B 1 mg/L)(P \ 0.05),

whereas the concentration of MCP-1 in early renal damage group was

lower than that in the normal renal function group (P \ 0.05). The

concentration of IP-10 in the tubulointerstitial lesion group

(a1 M [ 12.5 mg/L)was much higher compared to the group without

tubulointerstitial lesion(a1 M B 12.5 mg/L) (P \ 0.05).

Conclusions: IP10 may be the important cytokine to lead to chronic

CNI-induced nephrotoxicity, especially the tubulointerstitial lesion.

Liver transplant recipients with high posttransplant serum IP10 levels

develop severe chronic CNI-induced nephrotoxicity because of

increased immune activation. The demonstration that posttransplant

serum IP10 levels are a clinically useful parameter for the identifi-

cation of chronic CNI-induced nephrotoxicity suggests that these

subjects may require heavier posttransplant immunosuppressive reg-

imens. Our results show that the serum concentration of MCP-1 in

early renal damage group was lower than the group with normal renal

function. We infer that the reason is Excessive consumption of

MCP-1 in kidney tissue.
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Objectives: Both Tac and CsA have been associated with a variety of

toxic effects including nephrotoxicity. CYP3A5 have been identified

as the major enzymes responsible for the metabolism of cyclosporine

and tacrolimus. Our research objectives is to find out the relationship

between different genotype of CYP3A5 and chronic CNI-induced

nephrotoxicity.

Methods: We studied the single-nucleotide polymorphisms in the

CYP3A5 gene at the position 6986A [ G by HRM analysis. A human

10-plex antibody bead kit (Bio-Rad 200 System) was used to measure

the levels of 10 cytokines and chemokines from each transplant

recipients and controls. We detected the serum cystatin C and urine

micro-protein(a1 M, MA, TRU and IgU)of liver transplant recipients

to evaluate if the recipients have be with early renal injury, as well as

exact location of renal lesion.

Results: Our study adopted urine microprotein and Cystatin C as the

early indicators for renal injury. Liver transplant recipients were

defined to the different genotype groups(AA, GA, GG). In AA

genotype group, the concentration of IFN-c was much higher com-

pared to the GA and GG genotype group, also the concentration of IL-

10 in AA genotype group was higher than that of GA and GG

genotype group. The concentration of a1 M and cystatin C in AA

genotype group was much lower compared to the GA and GG

genotype group.

Conclusions: CYP3A5 gene polymorphisms were associated with

chronic CNI-induced nephrotoxicity, especially the tubulointerstitial

lesion. Liver transplant recipients with AA genotype develop mild

chronic nephrotoxicity because of decreased immune activation. Our

data show that the concentration of IFN-c and IL-10 in AA genotype

group was much higher compared to the GA and GG genotype group.

So IFN-c and IL-10 may be the protective cytokines for the kidney in

liver transplant recipients.
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Objectives: To explore peripheral cellular immune balance of

CD8 + CD28- suppressor T cells (Ts) and CD4 + CD25 +

Foxp3 + regulatory T cells (Treg) in allo-liver recipients treated with

tacrolimus- based regimen.

Methods: 51 allo-liver recipients, 20 patients with end-stage liver

disease (ESLD) and 34 healthy volunteers (HC) were included. All

recipients were treated with tacrolimus and mycophenolic acid or

prednisone. Peripheral T lymphocyte subsets, Treg, Ts were determined

by flow cytometry. Serum IL-10 and TGF-b1 were detected by ELISA.

Results:

(1) Whole blood concentration of tacrolimus in recipients: Mean

concentration of tacrolimus was 6.18 ng/ml and 4 to 5 ng/ml in

post-transplantation 0.5-1 year and [ 1 year, respectively.

(2) The disturbance of peripheral T lymphocyte subsets in recipients

was characterized by CD3 + CD4 + T cells and the ratio of

CD3 + CD4 + T cells to CD3 + CD8 + T cells (CD4/CD8)

decreasing, compared HC or ESLD. With time going, CD4/CD8

kept the level of healthy control.

(3) Peripheral Treg and Ts cells in recipients were gradually

decreasing or increasing with transplantation time going, respec-

tively. However Treg increasing in recipients with post-

transplantation 0.5-1 year was observed. The CD8 + CD28 +

effector T cells (Teff) was gradually increasing with time going.

(4) Serum negative cytokine expression in recipients: Serum IL-10

level increased in recipients compared with ESLD (P \ 0.05)

and HC (P [ 0.05); and serum TGF-b1 level in recipients

increased compared with ESLD (P \ 0.05), and was close to

S666 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



HC. A good positive correlation between serum TGF-b1 level

and percentage of Ts cells was shown.

Conclusions: In allo-liver recipients with tacrolimus-based regimen

cellular immune was characterized by increasing peripheral

CD8 + CD28- Ts cells with decreasing Treg cells and CD8+ CD28+

effector T cells. CD8 + CD28- Ts cells play more important role in

recipients with tacrolimus-based regimen than Treg cells and

CD8 + CD28- Ts cells exert its suppressive role through TGF-b1

signal.
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Objectives: To explored peripheral cellular immune balance between

peripheral CD4 + CD25 + Foxp3 + regulatory T cells (Treg), helper

T 17 cells (Th17) and helper T 1cells (Th1) in allo-liver recipients

with tacrolimus-based regimen.

Methods: 51 allo-liver recipients, 20 patients with end-stage liver

disease (ESLD) and 34 healthy volunteers (HC) were included.

Among them there were 6 recipients with hepatitis B recurrence. All

recipients were treated with tacrolimus and mycophenolic acid or

prednisone. Peripheral T lymphocyte subsets, Treg cells, Th17 cells

and Th1 cells were determined by flow cytometry.

Results:

(1) The disturbance of peripheral T lymphocyte subsets in recipients

was characterized by CD3 + CD4 + T cells decreasing, com-

pared HC or ESLD. With time going, CD4/CD8 kept the level of

healthy control.

(2) Peripheral Treg cells in recipients was close to HC and ESLD,

Th17 cells in recipients was significantly higher than that in HC

and ESLD (P \ 0.05), percentage of Th1 cells in recipients was

close to that in HC and lower than that in ESLD (P [ 0.05).

With transplantation time going, peripheral Th1cells percentage

in recipients gradually decreased to the level of HC, and Th17

cell percentage in recipients gradually increased.

(3) Peripheral Th17 cells percentage in recipients with hepatitis B

non-recurrence was significantly higher than that in HC, ESLD

and recipients with hepatitis B recurrence (P \ 0.05). Peripheral

Th1 cells in ESLD was the highest and that in recipients with

HBV recurrence was the lowest (P value \ 0.05, compared with

recipients without hepatitis B recurrence). There was no

significant difference of peripheral Treg cells between recipients

with hepatitis B recurrence and non-recurrence.

Conclusions: Increasing Th17 cells and decreasing Treg cells was the

immune characteristics of allo-liver recipients with tacrolimus-based

regimen. In liver recipients tacrolimus-based regimen could not

effectively suppress the proliferation of peripheral Th17 cells, which

played more critical role in anti-HBV effect than Th1 cells.
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Background and aims: HCV-related end-stage cirrhosis is the most

common indication for liver transplantation in Western countries.

Unfortunately, reinfection of the liver allograft is universal. Regula-

tory T-cells (Tregs) are thought to be involved in determining the

balance between antiviral and allogeneic immune responses. The aim

of this study was to assess the effect of immune suppressive and

antiviral drugs on the Treg population.

Methods: Peripheral blood mononuclear cells (PBMCs) were incu-

bated with immunosuppressive drugs (Cyclosporin A (CsA),

Tacrolimus, MMF, Everolimus, Prednisolon) and anti HCV drugs

(Ribavirin and Interferon alpha) in different concentrations during

various time points. PBMCs, sorted CD4 cells and sorted Tregs were

incubated with CsA. Phenotyping of these cells was performed using

extensive flow cytometric multicolour analysis (FACS Canto II).

Supernatant of stimulated and unstimulated cultures was analysed for

MIP1a, MIP1b, IFNa, IFNg, TNF, IL-2, IL-4, IL-9, IL-10, and IL-17

using a Cytometric Bead Array (CBA). Suppression assays after

incubation of Tregs with CsA were performed.

Results: FoxP3 and CTLA-4 expression on Tregs decreased after 48

hours of incubation with CsA in a dose dependent manner, but not

with any other drug. FoxP3 expression decreased by around 50% and

CTLA-4 decreased by around 30% after incubation with 10 lg/ml

CsA. No change was observed on the expression of TGFb. Incubation

with Tacrolimus, another Calcineurin inhibitor, did not lead to any

distinct phenotypic change. Co-culture with IFNa and RBV did not

change the phenotype of Tregs.

Conclusions: The actual standard of care HCV therapy maintained

the suppressive phenotype of Tregs. Cyclosporin A, but none of the

other immunosuppressive drugs induced consistent phenotypical

alteration of Tregs by decreasing FoxP3 and CTLA-4. In contrast,

Tacrolimus did not interfere with the inhibitory phenotype of Tregs

while still inducing an anti-proliferative effect on T cells.
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Background and Aim: Biliary complications are important causes of

morbidity and mortality in liver transplantation patients. Although

endoscopic treatment modalities have been widely used in this setting,

efficiency of these techniques has not yet been established, especially

after living donor liver transplantation (LDLT). We aimed to present

endoscopic retrograde cholangiopancreatography (ERCP) results in

patients with biliary complications after LDLT.

Methods: A total of 654 patients underwent LDLT at our medical

center were retrospectively evaluated. We investigated the age, gen-

der, type of biliary complication and ERCP treatment procedures of

patients with biliary complications.

Results: ERCP was performed in 138 (21.1 %) of 654 patients.

Common bile duct cannulation could not be achieved in 12 (8.69%)

patients and referred to percutanous procedures. Stricture was

observed in 80 (63.5%), biliary leakage in 22 (17.5%),

stone + stricture in 10 (7.9%), stricture + leakage in 11 (8.8%), and

stone in 3 (2.4%) cases. All strictures were anastomotic. In 28 patients

(22.2%), anastomotic stricture could not be passed over. We inserted

plastic stent in 64 patients (50.8%). In 38 patients (30.1%) bougie

dilation and in one patient (0.8%) balloon dilation were performed

before stenting. In 17 patients (13.5%), only sphincterotomy was

performed. Nasobiliary catheter was inserted in 6 patients (4.7%).

Biliary stones were removed with stone extraction balloon in 13

patients (10.3%). Consequently, ERCP-based treatments were suc-

cessfully performed in 98 (71.0%) of 138 patients.

Conclusions: Biliary complications are common after LDLT and

endoscopic interventions are effective for treatment of these

complications.
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Background and aim: The significance of humoral immune response

for allograft survival following liver transplantation (LT) is still a

matter of debate. The aim of our study therefore was to assess the

clinical significance of anti-major histocompatibility complex (MHC)

antibodies in LT recipients.

Methods: Data were retrieved from the medical records of 174 LT-

patients. Univariate and multivariate Cox proportional regression

analysis was performed. Kaplan Meyer method was used for survival

analysis. Serum samples from each patient were analyzed for the

presence of anti-MHC antibodies using LABScreen Single Antigen

assay. Immunohistochemical C4d staining was performed on forma-

lin-fixed, paraffin-embedded tissue.

Results: Overall 1, 5 and 10 years graft survival rates were 95.2%,

80.4% and 64.4%. Univariate Cox regression analysis identified the

following risk factors for graft failure: presence of MHC class II

donor specific antibodies (DSA), donor age [ 50 years, anti-cyto-

megalovirus (CMV) IgG-positive donor, recurrent episodes of

cholangitis, ischemic type biliary lesions, diabetes mellitus, and

hepatitis C virus (HCV) etiology of liver disease at LT. Multivariate

Cox proportional analysis identified presence of MHC class II DSA

and anti-CMV IgG-positive donor as independent risk factors for graft

failure following LT. Patients with HCV infection had a significantly

lower graft survival compared to non-HCV recipients. Within the

subgroup of patients with HCV infection, patients with MHC class II

DSA had a significantly lower graft survival in comparison to HCV

recipients who were negative for DSA (median survival 5.35 years vs

11.2 years). C4d deposition was found more frequently in allograft

biopsy specimens of patients with HCV recurrence and presence of

MHC class II DSA compared to recipients who were DSA negative.

Conclusion: Presence of MHC class II DSA negatively influences

allograft survival following LT, especially in HCV-infected

recipients.
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Transplantation, Bucharest, Romania

Background: Liver transplantation is the only long term therapeutic

solution for end stage liver disease, but the increasing number of

patients listed for the procedure and the scarcity of donor organs is

leading to increased mortality on the waiting list. The aim of the study

was to characterize the dynamics of the Romanian waiting list for

liver transplantation evaluating management of patients with end

stage liver disease listed for LT, mortality on the WL and overall

outcome during two tome periods: 2004-2008 vs. 2009-2012.

Methods: 1085 patients listed for liver transplantation during the time

period 2004-2012 have been included in our analysis. Statistical com-

parisons of baseline characteristics were performed between 2 time

periods (2004-2008 and 2009-2012). Survival rates were calculated

using Kaplan-Meier method and compared using log-rank test.

Results: The most prevalent ethiology of liver disease in patients listed

for LTx was HCV (31.3%). Median survival on the WL for LTx was

47.66 months, 1, 3 and 5 years mortality were 25%, 46.3% and 57.3%

respectively. Death on the WL was significantly higher before 2008

37% vs. 26,4% (p = 0.0001) and risk of dying while on WL was 60%
higher between 2004-2008 compared to 2009-2012. Waiting time on

the WL was with 75% longer before 2008 compared to the period

2009-2012 and time until LT was with 102% longer before 2008

compared to the second time period (p = 0.0001). After 2009, 62.3% of

patients were listed for LTx with Child Pugh class C compared to 22.1%

before 2008 (p \ 0.0001). MELD score at inclusion was a better pre-

dictor of mortality on the WL during 2009-2012 (AUROC 0.72 vs 0.62).

Conclusion: A significant reduction of mortality has been registered

on the Romanian WL for LTx after 2009, despite the increased

severity of liver disease in patients listed for liver transplantation.
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Background: liver resection (LR) is a reasonable first-line treatment

for small hepatocellular carcinoma (HCC) in compensated cirrhotics,

with salvage liver transplantation (SLT) an option for recurrence. We

analysed the feasibility and outcomes of SLT.

Methods: January 2003 to July 2012, 1060 liver transplants and 204

liver resections were performed. 84 LR and 187 living donor LT(LDLT)

were performed in cirrhotics with HCC (HCC-cirr). Data was available

in 44 LR patients, 40 were initially transplantable (LR-T). Six of the

LR-T patients who developed recurrence, underwent SLT.

Results: Of the 40 LR-T patients, 22 developed with recurrence at

5-23 months [55%], 10 were transplantable (no extrahepatic tumour,

no major vascular invasion) [45%], and finally 6 (15% of the LR-T

group, 27% of the recurrence group, 60% of the transplantable group)

underwent SLT. The mean time interval from LR to tumour recur-

rence was 12.82 ± 9.8 months, and the mean duration from LR to

LDLT was 16.84 ± 7.8 months. During SLT, mean operative time

was 15 ± 3 hours, a mean of 5 blood units were transfused. There

were no postoperative deaths. The mean ICU stay and hospital stay

were 4 ± 1 day, and 15 ± 1.5 days, respectively. Explant pathology

revealed 5/6 were beyond conventional criteria (multifocal, large

tumours) and microvascular tumour invasion was present in 50%.

After a median follow-up of 9.6 months (range 1-32 months), all 6

patients are alive, 1 patient has tumour recurrence in the lungs.

Conclusion: Salvage liver transplantation is feasible. Most tumour

recurrences after resection occur within 2 years. Only a fourth of

those who recur eventually undergo SLT. A longer follow-up and a

larger cohort of patients is needed to justify routine use of the SLT as

opposed to a primary liver transplantation in HCC-cirr patients.
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Background: End-stage liver disease (cirrhosis) due to chronic

hepatitis C & B viral infections and postcirrhotic HCC has become

the leading indication for liver transplantation (LTx) in Pakistan. We

do not have our own transplant program and most of our patients

getting it from India. This is our first audit of liver transplant report.

Purpose: To evaluate the incidence of postoperative complications in

liver donors.

Results: We report our experience with LRLT in 30 adults during

2008-2011, who were transplanted in India,China and Singapoure.

During this period, 30 potential intra familial (mostly parental)

healthy volunteers donors between the ages of 18 and 40 year donors

with normal liver function and no medical comorbidities were eval-

uated,five donors n = 5 (%) were excluded because of organ

steatosis. liver grafts have been selected to meet graft-recipient size-

matching requirements.30 living donors (intra familial) underwent

procurement of right lobe without mortality or any serious morbidity.

Their median hospital stay was 7 days (range: 6-12); full physical

rehabilitation and normalization of liver tests were usually obtained

within three weeks. Post-operative one donor develop empyema chest

that was treated with chest tube placement and improved, rest of

donors n = 29 has no any complication, includindg psychological

follow-up did not disclose any longstanding serious sequellae.

Conclusion: Although complications from liver donation are

uncommon, most are minor and managed easily, having no long term

sequelae. The crucial prerequisite to performing this procedure is

minimal morbidity and zero mortality risk to the healthy live donors.

Recipient outcome is a strong determinant of the donor0s well-being.
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Introduction: Acute graft-versus-host disease (GVHD) following

orthotopic liver transplantation (OLT) is a rare but feared complication

arising in 1% to 2% of all OLT cases. It presents as fever, rash, and

diarrhea, with or without pancytopenia. Acute GVHD has a high mortality

and poses a major diagnostic and therapeutic challenge. Cellular GVHD

occurs when immunocompetent donor lymphocytes originating from the

transplanted liver undergo activation and clonal expansion, allowing them

to mount a destructive cellular immune response against recipient tissues.

Case description: We report the case report of the first case of acute

GVHD after OLT in transplant center in Brno since the year 1983 (all

together 417 OLT). A 59-year-old woman underwent an OLT for

secondary biliary cirrhosis after iatrogenic injury of ductus choledo-

chus during laparoscopic cholecystectomy. The Roux-en-Y

anastomosis was made during uncomplicated OLT. Fourteen days

after OLT watery diarrhea appeared followed by oral ulcers and

diffuse rash, pancytopenia and septic shock. The diagnosis of GVHD

was performed by skin biopsy and the presence of chimerism in the

peripheral blood. The patient responded to the treatment by increased

daily dose of corticosteroids, broad-spectrum antibiotics, growth

factors, together with minimalization of immunosuppressive therapy.

Diarrhea and rash gradually disappeared. Seven months after OLT the

patients is without the clinical symptoms of GVHD. Acute GVHD is a

rare complication after OLT with a high mortality of 85% to 90%.

The reported woman presents the first case of this complication in our

transplant unit after 28 years of liver transplantation and 417 OLT. It

means the incidence of acute GVHD in our center is 0.24 %.
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Introduction: Some studies have suggested that sCD14 could be an

acute-phase protein (APP), and is also produced by hepatocytes which

represent the major source of APP. sCD14 (Presepsin) has been

identified as a protein whose levels increase specifically in the blood

of sepsis patients. Pathfast Assay System (PAS) is able to detect the

levels of sCD14. In this study, we evaluated the clinical performance

of PAS and its usefulness in the early diagnosis of bacterial infection

in liver transplant recipients.

Materials: We studied 20 adult patients who underwent liver transplant.

Mean age of patients was 51 years, 11 female and 9 male. The heparinized

whole blood for (PAS) was used in the evaluation at 48hours after surgery.

Blood cultures were performed in all patients at moment that PAS was

performed as control of bacterial infection presence. The assay time was

15 min using a sample volume of 100 ll. A value [ 377 pg/mL was

considered positive as indicated by manufacturers.

Results: Eighteen patients resulted positive to PAS. The mean sCD14

level was 2794 ± 2093 pg/mL. Microbiological findings confirmed

the presence of bacterial infections within 74 ± 2,5 h from enrolment

in all 18 positive patients. When the PAS was performed, 50% liver

transplant patients no showed signs or symptoms of bacterial

infection.

Conclusions: Early diagnosis is essential to improving the results of

treatment of infections in particular in transplant recipients where

infection represents one of the primary barriers to successful organ

transplantation. PFP test highlighted a complete sensitivity(100%) in

showing the presence of infection in a very short time (15 min),

confirmed by the results of positive blood cultures. A greater number

of patients is necessary to confirm these data.
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Purpose: In Japan, steroid-resistant sever hepatitis or acute hepatic

failure is good indication of LDLT for AIH. However, the number of

LT is limited, and there are still many points that are unclear like

long-term survival in LDLT for AIH.

Patients and methods: We performed 512 liver transplantations

(living donor 494 cadaver 18) from 1996 to September 2012. Of

these, 19 (3.7%) were transplanted due to AIH cirrhosis (2 patients

with fulminant hepatitis were included). After transplantation, all of

the patients received the same immunosuppressive treatment with

tacrolimus and methylprednisolone.

Results: Over survival rate of LT of AIH in our series was similar in the

AIH group and non AIH group groups (84% and 85% within 5 year,

respectively). However, of the 19 patients, 9 (47%) were complicated

with ACR within 90 days after transplantation at the University of

Tokyo Hospital. The ACR cumulative risk of recurrence rate in the AIH

patients during the same period was 42% within 1 months which was

higher than that of other than AIH patients with significant difference.

All patients with ACR were managed effectively with various immu-

nosuppressive agents like steroid pulse therapy. Furthermore, none of

these patients had recurrent episodes of ACR. In addition, none of the

patients with almost normal liver function developed clinical AIH

recurrence although historical proof was limited.

Conclusions: This finding was acceptable compared with western

previous reports, in which about 20% LT recipients developed

recurrence of AIH disease including re-transplant after LT.
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Aim: To investigate the clinical significance of peri-transplant AFP

levels for predicting recurrence in HCC patients who underwent liver

transplantation(LT).

Methods: We retrospectively reviewed the data from 231 HCC

patients who underwent LT between February 2000 and December

2010. Peri-transplant AFP levels were analyzed for patient distribu-

tion and recurrence free survival.

Results: Before LT, there were 125 patients who had high AFP levels

and 106 who had normal levels. Of 125 patients with high pre-transplant

AFP levels, 101 had normal AFP levels after LT and 28 had persistently

high. Of 101 patients with normalized post-transplant AFP levels, 23

showed recurrence, of whom 15 had high AFP levels and 8 had normal

levels. Of 106 patients with normal pre-transplant AFP levels, 8 showed

recurrence, of whom 3 had high AFP levels and 5 had normal levels.

Pre-transplant AFP levels \ 20 ng/mL and normalized post-transplant

AFP levels showed significantly better recurrence free survival (RFS)

rates(p \ 0.001). Also, in 125 patients with high pre-transplant AFP,

post-transplant AFP levels (HR = 14.4, p \ 0.001) as well as sex

(HR = 3.2, p \ 0.032), tumor size(HR = 1.1, p = 0.001), microvas-

cular invasion(HR = 2.6, p = 0.005) were independent risk factors for

RFS in multivariate analysis. We compared clinical factors according to

post-transplant AFP(normalized post-transplant AFP vs. persistently

elevated AFP) in elevated pre-transplant AFP patients. Pre-transplant

AFP, tumor size & number, microvascular invasion had significant

difference between two groups. Moreover, even if patients with very

high pre-transplant AFP([ 200) had normalized post-transplant AFP,

these patients had good RFS as patients with normalized post-transplant

AFP level. However, if patients with not so high pre-transplant

level(20 \ pre-transplant AFP B 200) had persistently high post-

transplant AFP, they had poor outcomes as patients with persistently

elevated post-transplant AFP level.

Conclusions: Not only pre-transplant AFP but also post-transplant

AFP may provide the clinical information of recurrence in HCC

patients who underwent LT.
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Background: Congestion of the liver is caused by interruption of

regional venous outflow and it may disrupt the function of relevant

hepatic parenchyma, but it is not clear whether partial venous dis-

turbances affect on clinical outcomes. We investigated the influence

of congestion on the recurrence of hepatocellular carcinoma (HCC)

after living donor liver transplantation (LDLT).

Methods: A total of 114 patients with HCC within UCSF criteria who

underwent LDLT between November 1999 and September 2011 were

investigated. The patients were divided into two groups according to

the degree of the congestion using a 3D-CT software program : group

A, congestion ratio of graft liver (CR) \ 10%, group B, CR [ 10%.

Results: There was no significant difference of preoperative demo-

graphics in two groups, except more interpositional graft in group B.

Tumor recurrence is more common in group B, 38.5% than group A,

8.8%. In multivariative analyses, congestion (HR 3.47, p = 0.002),

microvascular invasion (HR 5.36, p = 0.004), AFP [ 200

(HR = 4.46, p = 0.011), and histologic grade (HR 5.64, p = 0.024)

were significantly related to tumor recurrence. Postoperative laboratory

results of highly selective C- reactive protein, aspartate aminotrans-

ferase and alanine transaminase were significantly more increased in

group B. After 6 months later, overall regeneration rate was similar in

both groups, but the imbalance of regeneration rates between conges-

tive and non-congestive sections were prominent in patients of group B.

Conclusion: The congestion of the graft liver cause inflammatory

reactions and it could induce the tumor recurrence. Transient liver

dysfunction with poor regeneration was also found in congested liver

that facilitate the compensatory over growth of the liver which might

be associated with tumor recurrence.
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To prevent HBV recurrence after liver transplantation (LT), combined

prophylaxis with oral antivirals plus HBV immunoglobulins (HBIG)

have dropped HBV re-infection rate to \ 5%. Since HBV prophylaxis

needs to be planned long-life, cost-effectiveness and easier treatments

are mandatory to gain both antiviral efficacy and patient compliance.

After LT, HBIG administration is planned by each Center either

IV or IM, to maintain a protective anti-HBs titre [ 100 U. Recently, a

subcutaneous (SC) route of HBIG has shown good safety, tolerability

and pharmacokinetic properties. In our Center, after the perioperative

IV HBIG administration, HBV prophylaxis is based on a fix monthly

low-dose (2000 U) of HBIG administration. To improve long-term

compliance, we ‘‘early’’ converted 22 HBV + post-LT patients from

the perioperative IV administration, soon after their hospital dis-

charge, to an home self-treatment with SC HBIG. A fix monthly

schedule of 2000 U was recommended, by leaving patients to their

own free decision about dose frequency (500 U/weekly, 1000 U, bi-

weekly, 2000 U monthly). In all 22 patients an improved feasibility

and tolerability of HBIG SC, due to painless and easy home self-

administration was registered. In 20/22 patients with a serological

follow-up [ 6 months, a protective anti-HBs titer [ 150 U. was

invariably found, with a median anti-HBs titer of 240 U. before, and

of 145 U. after the conversion to SC HBIG. No differences related to

home self-administration timing schedule have been registered. In

conclusion, for the long-term post-LT HBV immunoprophylaxis, an

early conversion to SC HBIG soon after the hospital discharge is safe

and effective. A monthly schedule of 2000 U. is recommended to

maintain protective anti-HBs levels [ 100 U. HBIg SC administra-

tion route was generally painless and well tolerated, and this in turn

would improve the patient0s well-being, with a better compliance for

this life-long treatment requiring frequent injections.
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HBV + transplanted patients requires long-life anti-HBV prophy-

laxis, in order to prevent HBV re-infection after liver transplantation

(LT). Protocols with oral antivirals plus HBV immunoglobulins

(HBIG) have dropped HBV re-infection to 0-5%. More cost-effective

and easier treatments are therefore mandatory to gain both antiviral

efficacy and long-term compliance. In our Center, after the periop-

erative IV HBIG administration, a life-long prophylaxis is based on

monthly low-dose (2000 U) parenteral HBIG administration.

Recently, a subcutaneous (SC) route of HBIG preparation has shown

good safety, tolerability and pharmacokinetic properties. To improve

the life-long prophylaxis requiring frequent injections, we recently

converted 68 HBV + post-LT patients from IV or IM to SC HBIg, by

keeping a fix monthly schedule of 2000 U and by leaving patient free

decision on the frequency of home self-administration (500 U/weekly,

1000 U, bi-weekly, 2000 U). In all 68 patients an improved feasibility

and tolerability of HBIG SC, due to painless and easy home self-

administration was registered after conversion. In 64/68 patients with

a serological follow-up [ 6 months, a protective anti-HBs titer [ 150

U. was invariably found, with a median anti-HBs titer of 290 before

and of 145 after conversion to HIG SC. No differences related to the

frequency of the self-administration were present. In conclusion, for

long-term post-LT HBV immunoprophylaxis, a monthly schedule of

2000 U is able to maintain protective anti-HBs levels [ 100 U. HBIG

SC administration route was generally painless and better tolerated,

and this in turn would improve the patient0s well-being, with a better

compliance for this life-long treatment requiring frequent injections.
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Introduction: Liver transplantation (LT) is a widely accepted treat-

ment modality for end-stage liver disease, acute liver failure and

hepatocellular carcinoma (HCC). Annual incidence of HCC in Sin-

gapore is 17.8/100,000 and accounts for 16.2% of cancer- related

deaths. Data is lacking on the utility and survival outcome of LT as a

treatment modality for HCC in Singapore. We aim to study the

referral patterns and outcomes in LT for HCC in a tertiary centre.

Methods: All adult (age [ 21) patients referred for management of

HCC between Jan 2007 to Dec 2011 were included. Retrospective

chart review was performed. Clinical characteristics of HCC patients

were analyzed. Statistical analysis was performed using Chi-square &

Log rank test.

Results: 507 HCC patients (80% male; median age 63 years) were

identified. 175 patients (34.5%) were within UCSF criteria. 37% of

patients within UCSF were not referred for LT evaluation; reasons

include ‘‘unknown’’ (37%), age [ 70 (33.8%), ‘‘patient declined’’

(12.7%). Among those referred, 13 were not suitable for LT (5 beyond

UCSF, 8 due to co-morbidities); 8 patients dropped out while on the

waiting list due to disease progression. Median survival was superior in

patients within UCSF vs beyond UCSF (48 vs 10 months, p = .0001).

Among patients within UCSF criteria, those not referred for LT eval-

uation had poorer outcome compared to patients who were referred and

transplanted or on the waiting list (5-year survival 82 vs 91%, p = .03).

Conclusion: Majority of HCC cases are beyond UCSF criteria at

presentation. Among patients within UCSF criteria, a significant

number were not referred for consideration of LT. Greater awareness

& education of both the general public and the medical commu-

nity regarding the utility of LT in HCC patients is required in

Singapore.
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Introduction: Bariatric surgery involving malabsorbtive procedures

in liver transplant recipients are a concern because of malabsorbtion

of immunosuppressant’s. Obesity and metabolic syndromes are

common after Liver transplantation. Restrictive bariatric surgery like

sleeve gastrectomy has recently been shown to be effective without

problems of malabsorbtion. Effects of malabsorbtive surgery on ta-

crolimus absorption has not been documented so far in the literature.

Case description: A 52 year old male patient underwent combined

Liver and Kidney transplantation for NAFLD(Non-alcoholic fatty

liver disease) related end-stage liver disease and diabetic nephropa-

thy. He had a sleeve gastrectomy 2 years before his transplant for

morbid obesity. A year after transplant he became morbidly obese

again with worsening of his metabolic parameters and mobility.

Weight reduction could not be achieved by medical management and

a restrictive bariatric surgery could not be performed. A modified

malabsorbtive procedure was therefore planned which could result in

weight loss without causing malabsorbtion of tacrolimus. The pro-

cedure was a mini Gastric Bypass which is a revised version of the

loop gastric bypass where a narrow tube is made of the stomach that is

attached to the small intestine approximately six feet from it starting

point thereby bypassing the highly absorptive section of the intestine.

Regular tacrolimus levels and a two 12–hour whole blood Tacrolimus

concentration time profiles were taken to evaluate the absorbtion of

tacrolimus. AUC0-12, Cmax, C12 and Tmax were similar in the pre and

post surgical period. The absorption profile and Pharmacokinetics of

tacrolimus did not alter after the bariatric procedure (AUC charts).

There was significant reduction in weight and improvement in met-

abolic parameters in the post-Transplant period. Bariatric surgery in

the form of a Mini Gastric Bypass can be safely performed in post-

transplant patients on Tacrolimus without the fear of malabsorbtion or

the need to adjust the dose of tacrolimus.

Topic: 16 Liver Transplantation

Absno: 2135

Predictors of ICU outcome and 3 month mortality in living donor
liver transplantation program

Harikumar Nair1, Pavithra Ramamoorthy2,
Lakshmi Krishnakumar1, Sudheendran Surendran3

1Amrita Institute of Medical sciences, 2Transplant critical care,

Amrita Institute of Medical sciences, Kochi, 3GI surgery,

Amrita Institute of Medical sciences, Kochi, India

Backround and aims: Although liver transplantation is standard of

care for End stage liver disease for over two decades, only limited data is

available on intensive care issues post transplant. Due to late referrals

and acceptance of ‘extended criteria’ or ‘marginal’ recipients, trans-

plant is performed on sick patients with high MELD scores, which has

reflection on the ICU outcome and 3 month mortality and morbidity.

Methods: Retrospectively collected data were analyzed from 89

consecutive living donor liver transplants done for End stage liver

disease over 36 months from January 2009 - January 2012, from the

electronic medical records routinely used for in hospital patient care.

We performed correlation, univariate and multi variate analysis for

morbidity and mortality during initial 3 months keeping MELD as the

central pre transplant variable and post transplant ICU stay duration

and 3 month mortality as outcome measures.

Results: Among pre operative parameters, MELD and serum sodium

were found to have significant correlation with duration of ICU stay

(P = 0.001 and 0.005 respectively). Multiple logistic regression

revealed no significant association with MELD or serum sodium with

3 month mortality. Among the post operative parameters, peak INR

until day 7 (OR - 14, P = 0.037) was significantly associated with

mortality. Peak creatinine, peak bilirubin, trough serum sodium and

trough platelets had no bearing on mortality. Also, positive blood cul-

ture within 2 weeks after transplant was strongly associated with

3 months mortality (P = 0.003).

Conclusion: Pre operatively, high MELD and low serum sodium

were associated with increased duration of ICU stay, but had no

bearing on mortality. Post operatively, positive blood cultures during

first 2 weeks and peak INR within 7 days were strongly associated

with mortality.
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Introduction: Transjugular Intrahepatic Porto Systemic Shunt

(TIPSS) is a useful management tool for patients with severe portal

hypertension complicated by variceal bleeding (especially fundal

varices), intractable ascites or recurrent hepatic hydrothorax. Mis-

placed or migrated TIPSS, however, may not only increase technical

difficulties, operative time and transfusion requirements during liver

transplantation, but can also lead to potentially fatal intraoperative

complications. The ideal approach to those situations remains to be

defined though different techniques have been reported.

Case description: We describe our operative management of a liver

transplant recipient with 2 misplaced TIPS shunts extending from the

Spleno-Portal junction to the Supra hepatic Inferior Vena Cava

(SIVC). Whereas vascular control could be achieved below the lower

TIPSS, it was impossible to apply vascular clamps above the upper

TIPSS without entering the chest. Being ready for hepatectomy, we

applied downward traction on the mobilized liver then stapled and

divided the hepatic veins together with the misplaced TIPSS as high

as possible without compromising the SIVC lumen. The TIPSS

remnant could be easily removed by pulling individual wires from the

stapled hepatic vein end. Venous reconstruction was accomplished

using side to side Cavo-Cavostomy. There was no unexpected intra-

operative bleeding because of the misplaced TIPSS. The patient had

an uneventful recovery and was followed for one year post trans-

plantation with no reported complications.

Conclusion: Misplaced or migrated TIPSS can seriously complicate

subsequent liver transplantation and careful planning of the surgical

approach is essential for a successful transplant operation. Side to side

Cavo-Caval anastomosis allows safe and easy tackling of SIVC

misplaced TIPSS.

Topic: 16 Liver Transplantation

Absno: 2266

Discordance between pre-operative evaluation and explant
histology impacts outcome of living donor liver transplantation
(LDLT) for hepatocellular carcinoma (HCC)

Ibrahim Shinnawy1, Asmaa Gomaa1, Hanaa Badran1,
Shereef Saleh2, Mohammed Tawfiq3, Imam Waked1
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Introduction: Despite meticulous pre-operative evaluation, some

discordance is observed on pathological examination of the explant in

the size and number of HCC lesions, and in the presence of vascular

invasion or lymphatic spread. The effect of this discordance on out-

come is not clear.

Aim: to evaluate pre-transplant tumor characteristics and pathological

features of the explants and how any discordance impacts survival

and recurrence of HCC in patients undergoing LDLT.

Methods: Outcome of LDLT for HCC was assessed in 23 cases, and

correlated to explant findings and their discordance with pre-operative

data.

Results: All patients were within Milan criteria with no vascular

invasion or lymph node spread detected by preoperative imaging.

Examination of the explants revealed discordant results in 14 patients.

Macroscopic examination revealed 6 (26%) patients outside Milan.

By histopathology, 10 patients (43.5%) exceeded Milan (7 of them

(30.4%) exceeded UCSF criteria), and 4 cases had vascular invasion

(2 micro- and 2 macro-vascular invasion). All cases had either well or

moderately differentiated HCC. The 1, 3, and 4-year survival was

73.9%, 73.9% and 69.5% overall. The 4-year survival rate for patients

within Milan criteria was 85.7%. For patients within UCSF, the

4-year survival was 66.6%. Patients beyond UCSF had 1 year and

4 year survival rates of 57.1% and 42.8% respectively. Three patients

(13%) experienced HCC recurrence at 3 years following LDLT; all

were exceeding UCSF. Recurrence was associated with high AFP

level, largest nodule diameter [ 4.5 cm, macro-vascular invasion and

regional lymph node metastasis detected by histopathology.

Conclusion: Prognostic criteria related to tumor biology should be

considered for proper selection of HCC patients undergoing LDLT

and not only tumor morphology. Exceeding Milan and UCSF histo-

logically, vascular or lymphatic spread and high AFP levels were

indicators of poor outcome in this series.
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MELD and MELD-Na scoring in the patients of chronic liver
disease due to chronic hepatitis B and C
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Objective: Model for End Stage Liver Disease (MELD) is the current

model to predict mortality in CLD and is being implied for formu-

lating a waiting list of patients allocation of liver transplant in

international centers. Keeping in view of the projects for the estab-

lishment of liver transplant centers in Pakistan, the objective of this

study was to know the magnitude of MELD scores in CLD patients

presenting to tertiary care hospitals.

Methodology: 225 consecutive patients of chronic liver disease

secondary to hepatitis B or hepatitis C were enrolled in this study

from September 2011 to March 2012. MELD score was calculated by

UNOS (United Network of Organ Sharing) modified formula which

includes Serum Bilirubin, INR, and Serum Creatinine as variables.

MELD = 9.57x loge(Creatinine) + 3.78loge (total bilirubin) + 11.2x

loge (INR) + 6.43.

Results: There were 125 males (56%) and 100 females (44%). Their

mean age was 49 ± 12 (range 18 to 80 years). Of the 225 patients,

175 (78%) had chronic liver disease secondary to chronic hepatitis C

and 50 (22%) patients had chronic hepatitis B. The mean MELD score

was 15.6 with a standard deviation of ± 6.1 with the lowest score was

7 and the highest being 37. The most common score noted was 10

(n = 23,10%). The mean MELD-Na score was 18.32 with standard

deviation of ± 6.66. 169 patients (75%) had high MELD level

(MELD Score [ 10) and remaining 56 (25%) had Low MELD level

(MELD score \ 10).

Conclusion: Most of the patients of CLD secondary to hepatitis B and

C have high MELD scores, crossing the minimal listing criteria for

liver transplantation and there is an urgent need of the formulation of
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a listing protocol for such patients along with the establishment of

centers for liver transplant.
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AIMS liver transplant expierence

Ahsaan Memon, Sadik Memon, Dr Nand lal, Madiha Zaki

Hepatology, Asain Institute of Medical Science, Hyderabad, Pakistan

Background: There are various complications occurs after liver trans-

plantation as the liver transplantation became popular as the only curative

method for patients with end stage liver disease, ASIAN INSTITUTE OF

MEDICAL SCIENCES INSTITUTE is one of the biggest centre in

Hyderabad, Pakistan for pre and post liver transplant care.

Methods: We report of our experience of LRTX 70 adult patients

from 2008 to 2012, in which 68 patients were transplanted from India,

1 from Singapore and 1 from china.

Results: There were 67 males and 3 were females. All the patients

received ABO identical transplant. The most frequent indication was

HCV Cirrhosis in 80 %, HBV was 15% and alcohol was 5%, all the

patients are under child class C and out of these 70 patient 5 were

have HCC .Early graft dysfunction seen in 2 patients, 2 had drug side

effects, biliary complication seen in 5 patients (1 had biliary stricture

and 4 have biliary leakage with bilioma formation in 4 patients).1

patient had surgical hematoma, 2 had fungal infection, 2 developed

CRF and 3 had recurrence of HCC.

Conclusion: Although the liver transplantation is became the popular

curative treatment option for ESLD, there are various complication in

post transplant patients, that may needs further study to minimizing

the complications.
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Primary liver malignancy in children: outcome with liver
transplantation
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Introduction: Hepatobalstoma (HBL) and Hepatocellular carcinoma

(HCC) are the most common liver malignancies in children. Different

medical and surgical strategies are available for treatment. The option

of liver transplantation in properly selected cases is considered one of

the best curative options. The purpose of this paper is to describe a

single center experience with liver transplantation for children with

primary liver malignancies.

Method: A retrospective review of pediatric liver transplants per-

formed in our center between 09/2002 and 11/2012. Cases with the

pre or post transplant diagnosis of liver malignancy were reviewed.

All clinical, biochemical, radiological and pathological data were

collected.

Results: Six cases with primary liver malignancies were identified.

They were 1 male and 5 females, ages from 10-60 months (Med-

ian = 13.5 mon.) with the weight range of 5.6-16 Kg (Median = 8.3

Kg). 3 cases were HCC and 3 cases were HBL.

All 3 HCC cases were cirrhotic with Progressive Familial Intrahepatic

Cholestasis (PELD scores 11, 26 and 40). 2 were beyond Milan cri-

teria. 2 received deceased donor full grafts and 1 had a live donor

liver graft. All 3 HBL cases were initially deemed unresectable

(PRETEXT classification II, IV and IV) and remained unresectable

after chemotherapy. All had live donor liver transplants with IVC

replacement with vein allografts followed by adjuvant chemotherapy.

All 6 cases are alive with normal graft function and no evidence of

disease recurrence after 18-75 months follow up (Mean = 46.33).

Conclusion: Liver transplantation can offer excellent results in chil-

dren with unresectable HCC and HBL. These patients should

be referred early for transplant assessment as part of their management.
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Hepatits C virus decay in liver transplant recipients is rapid
and similar to non-transplant recipents following telaprevir
combination treatment
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Background: Protease inhibitors greatly increase hepatitis C viral

(HCV) clearance. We have reported that a significant number of

patients with hepatitis C achieve what we called Very Rapid Viral

Response (VRVR); that is HCV clearance after 2 weeks of telaprevir

combination (Telaprevir + PegIFN alfa + Ribavirin) treatment1.

Compassionate use of protease inhibitors for treatment of post

transplant Hepatitis C has been reported. However, information on

HCV decay kinetics in liver transplant recipients is not available.

Aims: To study HCV viral decay in liver transplant recipients and

non transplant patients with hepatitis C undergoing telaprevir com-

bination treatment.

Material and methods: HCV decay kinetics was calculated in 47 non

transplant and 3 post transplant, genotype 1 hepatitis C patients

undergoing telaprevir combination treatment. Two and four week

HCV RNA was obtained and viral decay kinetics calculated using

exponential decay equation.

Results: Pretreatment HCV-RNA in non-transplant patients was

4851806 ± 782574 IU/ml and in transplant recipients was

11976500 ± 7186119 IU/ml (Mean ± SE). Pretreatment HCV-RNA

was higher (p \ 0.05) in the transplant recipients but the rate of viral

decay was rapid and similar to that in non-transplanted (Figs 1, 2).

Conclusion: HCV kinetic study shows a very rapid phase1 viral

decay (viral kill) in liver transplant recipients treated with Telaprevir

combination. This is similar to rapid viral decay seen in non-

Fig. 1 Viral decay in non transplanted
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transplant patients. This preliminary observation rationalizes scope of

such a treatment in post-transplant HCV recurrence.

1. Katherine K, Samanta A, et a: IL28 B SNP_CC is associated with

very rapid HCV clearance at two weeks (VRVR) in most patients

during protease inhibitor therapy with telaprevir, peginterferon alfa 2a

and ribavirin; potential for individualized treatment. Hepatology 56

(4): A1902; 2012.
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Hyper immune plasma: a cost effective management of HBV
recurrence in post liver transplant recipients: a preliminary
observation

Joy Varghese1, Deepti Sachan2, Srinivasa Reddy3,
Srinivasan Vijaya1, Venkataraman Jayanthi1, Mohamed Rela1,3
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Global Health City, Chennai, India

Background: Prophylaxis with long-term hepatitis B immunoglob-

ulin (HBIG) and nucleoside analogous can prevent HBV recurrence in

liver transplant (LT) recipients. HBIG dose is adjusted to maintain

anti HBsAb level to [ 100 IU/mL. A single dose of HBIG (1000 IU)

per month costs Rs 50,000/-.

Aim: To study the efficacy of high titre anti HBs human plasma

([ 5000 IU/L) (or) hyper immune plasma (HIP) in preventing HBV

recurrence in post LT period.

Method: Pre-transplant HBV DNA levels were noted. HIP obtained

from relatives of LT recipients was given in a dose of 2000 IU to 2

recipients with low antiHBs titre. In 2 other recipients, HIP was given

during anhepatic phase and maintained on this alone. The cost,

number of transfusions and outcome between HBIG and HIP was

assessed at end of 3 months.

Results: In the non compliant group, HIP when given at low anti Hbs

titre, the titre increased and remained high at 172 ± 82 IU/L for

3 months; those on HBIG with similar low titre, despite receiving a

monthly dose, failed to achieve the target of 100 U/L. The cost of HIP

for 3 months was Rs 4000/- as against Rs 1,50 000/- with HBIG. In

two other recipients who received HIP instead of HBIG in anhepatic

phase, the mean anti HBsAb titre at end of one month was

226 ± 116 IU/L; both recipients are currently on follow up.

Conclusion: High titre anti HBs human plasma seems to show a

promising outcome, even in the anhepatic phase of LT and is cost

effective compared to standard intravenous HBIG.
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Safety and efficacy of subcutaneous hepatitis B immunoglobulin
after liver transplantation: an open single-arm prospective study
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Introduction: Long term hepatitis B immunoglobulin (HBIG)

administration plus nucleos(t)ide analogues is the golden standard

treatment to avoid hepatitis B virus (HBV) recurrence after liver

transplantation (LT). Three different formulations of HBIG are

actually available: intravenous, intramuscular and subcutaneous. In a

recent study we demonstrated safety and efficacy of subcutaneous

administration of HBIG in 135 LT patients followed up for 48 weeks

until March 2012.

Aim: of this study is to provide an update until 72 weeks of data

concerning safety, efficacy and patients compliance to HBIG subcu-

taneous administration.

Patients and Methods: single center, investigator driven, prospective

study. From January 2011 until September 2012, 135 adult LT

recipients were enrolled. Inclusion criteria: at least one year from LT,

anti-HBs titre [ 200 UI/ml, HBsAg and HBV-DNA -ty, and long-

term HBIG immunoprophilaxis. Patients were switched to Zutectra
TM within 4 weeks from the last HBIG iv administration. Zutectra TM

was administered weekly at a dose of 500 UI if body weight B 75 kg

and 1000 UI if body weight [ 75 kg. The anti-HBs titre was deter-

mined the day before the Zutectra TM administration, every two weeks

during the first three months and monthly for the remaining fifteen

months of the study period. Concurrent HBV antiviral agents were

left unchanged.

Results: Among 135 pts, median age 55 years (35-78), all of them

maintained a anti-HBs titre [ 150 UI/ml. After 78 weeks, anti HBs

median titre was 232 UI/ml (151-516 IU/L). No patient showed HBV

reinfection throughout the complete study period and all of them

showed a good compliance to self-administration. No significant

adverse event was observed and no clinically relevant changes in

laboratory findings, vital signs and phisical condition were observed.

Conclusion: After 72 weeks of study Zutectra TM administration in

LT recipients confirms an optimal effectiveness and safety.
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Acoustic radiation force impulse (ARFI) vs Fibroscan (FS)
in detection of severe fibrosis in ortotopic liver transplant:
preliminary results
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Department of Clinical medicine, La Sapienza University, Rome,

Italy

Background and aims: ARFI represents the last generation of

elastographic method: is demonstrated its accuracy in staging liver

Fig. 2 Viral decay in post transplant hepatitis C
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fibrosis in viral chronic liver disease but further informations are

required in other categories of patient as in transplanted. The use-

fulness of FS in this category have already been assessed. The aim of

our study is to indagate the accuracy of ARFI measurement in

comparison to Fibroscan and liver biopsy.

Patients and methods: In Fourty-three transplanted patients for

hepatic cirrhosis (HCV = 28;HBV = 5;Autoimmune = 5;EtOH =

2; Other = 3) we measured Liver velocity(LV) with ARFI and Liver

Stiffness(LS) with FS in a medium range of 4 months. Twenty-one

patients underwent liver biopsy and stage was described using Ishak

system. For each patients we also collected anthropometric, clinical

and biochemical data.

Result: We found a direct correlation between LV(m/s) and LS(kPA)

values(Correlation = 0.67;p \ 0.001). Both elastographic methods

show similar in progress SV mo performance in detecting the pres-

ence of significant fibrosis or cirrhosis (Ishak stage C 4): the best cut-

off value for LV is 2.08 m/s (sensitivity:0.83-specifity:0.93) and for

FS is 12.1 kPa(sensitivity = 1;specifity: 0.87). Using these values of

cut-off both methods classify well 91% (19 on 21) patients. Mean

values of LS and LV in patient with significant fibrosis versus patients

with mild/absent fibrosis was 18.1 ± 7.4 vs 8.4 ± 3.9 kPA and

2.07 ± 0.7 vs 1.35 ± 0.5 m/s(p \ 0.001).

Conclusion: ARFI is a promising noninvasive tool in detection of

severe liver fibrosis also in patients who underwent liver transplan-

tation. The use of ARFI may simplify the clinical follow up of

transplanted patients allowing the quantification of fibrosis at the

same time of ultrasonographic evaluation. Further data are required to

define cut-off values for each fibrosis stage and to identify patients

who would develop fibrosis.
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Predictors for death versus liver transplantation for paedatric
patients on the transplant waiting list
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3Hepatology, Chinese University of Hong Kong, Honk Kong,

Hong Kong S.A.R., 4Paedtrics, National University Hospital System,

Singapore, Singapore

Aims: To identify factors at the time of listing that predict outcomes

in patients who were placed on the transplant waiting list.

Method: Retrospective single centre observational study, including

all pediatric patients placed on the transplant waiting list at National

University Hospital Singapore between 2000-12. 55 patients were

identified. Data was collected on age, sex, ethnicity, aetiology, indi-

cation for transplant, length of time on list, blood group, albumin,

bilirubin, creatanine, platelets, PT, and complications of cirrhosis.

Results: 39 (70.9%) patients were transplanted, 13 (23.6%) patients

died, and 3 (5.5%) patients were taken of the list due to clinical

improvement. Biliary atresia was the most common indication for

transplant making up 58.2% of the patents, followed by 12.7% acute liver

failure, 7.3% for decompensation and 5.5% for HCC. The average

waiting time to transplant was 276 days, compared to 187 days for those

who died. Mean bilirubin was 187 lmol/L, PT 19.4 s, albumin 34 g/dL,

creatanine 34 lmol/L and platelet count of 175x109/L in the transplanted

group compared to a mean bilirubin of 285 lmol/L, PT of 32.4 s, albu-

min of 31 g/dL, creatanine of 34 lmol/L and platelet count of 198x109/L

in the death group. 53.8% of patients who died had history of significant

ascites and 61.5% had encephalopathy compared to 35.9% ascites and

7.7% encephalopathy in those who were transplanted. On univariate

analysis the only factor that proved to be significant in predicting death on

the waiting list was hepatic encephalopathy (P \ 0.001).

Summary: Paediatric patients entering the liver transplant waiting list

had a higher chance of receiving a transplant than adults. This was

predominantly due to the higher number of living related organ dona-

tion in the paediatric group (51.3% vs 5.9%). Hepatic encephalopathy

was a negative prognostic factor for dying before transplantation.
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Aims: To identify factors at the time of listing that predict outcomes

in patients who were placed on the transplant waiting list.

Method: Retrospective single centre observational study, including

all adult patients placed on the transplant waiting list at National

University Hospital Singapore between 2000-12. 140 patients were

identified. Data was collected on age, sex, ethnicity, aetiology, indi-

cation for transplant, length of time on list, blood group, albumin,

bilirubin, creatinine, platelets, PT, and complications of cirrhosis.

Results: 51 (36.4%) patients were transplanted, 80 (57.1%) patients

died, and 9 (6.5%) patients were taken of the list due to clinical

improvement. The most common indications for transplantation

include decompensation 40%, HCC 37.4% and acute liver failure

7.1%. Common aetiologies included 44% hepatisis B, 13.6 for alcohol

and cryptogenic liver disease, 9.3% hepatitis C and 7.9% autoim-

mune. The average waiting time to transplant was 205 days,

compared to 160 days for those who died. Mean bilirubin was

55 lmol/L, PT 18 s, albumin 32 g/dL, creatinine 83 lmol/L, platelet

count of 99x109/L and MELD of 17.3 in the transplanted group

compared to a mean bilirubin of 164 lmol/L, PT of 26.9 s, albumin

of 28 g/dL, creatinine of 107 lmol/L, platelet count of 94x109/L and

MELD of 23.2 in the death group. 50% of patients who died had

history of significant ascites and 55% had encephalopathy compared

to 41% ascites and 24% encephalopathy in those who were trans-

planted. On univariate analysis the factors that proved to be

significant in predicting death on the waiting list were bilirubin, INR,

albumin, MELD and encephalopathy (P \ 0.05).

Summary: The waiting list mortality was 57.1%. Patients who had

more advanced disease at the time of listing were more likely to die

than to be transplanted. This study highlights the problems of organ

shortage and delayed referral for liver transplantation in Singapore.
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Background and aims: It has been known that liver regeneration is

accompanied with a profound change in the metabolomics of sulfur-

containing substances in liver. In this study we investigated the sig-

nificance of alterations in the transsulfuration reactions during liver

regeneration employing glutathione depleting agents. We also

examined the effects of betaine supplementation on the liver recovery

process.

Methods: Male rats treated with buthioninesulfoximine or phorone

were subjected to two-thirds partial hepatectomy (PHx). Different

groups of rats were provided betaine (1 % w/v) in drinking water for 2

wk before PHx.

Results: Hepatic methionine, S-adenosylmethionine, cystathionine,

and cysteine concentrations were increased immediately after PHx.

Glutathione concentration was increased gradually, whereas hypo-

taurine was elevated drastically. PHx elevated hepatic putrescine and

spermidine, but lowered spermine concentrations. Buthioninesulfox-

imine administration inhibited the liver weight increase and

expressions of cyclin D1 and proliferating cell nuclear antigen.

However, the liver recovery was significantly accelerated by phorone,

suggesting that the role of glutathione in this process is minimal.

Buthioninesulfoximine administration depressed the elevation of S-

adenosylmethionine, but increased the catabolism of cysteine to

taurine in liver. Putrescine concentration was increased further, but

spermidine and spermine were depressed significantly. In contrast, S-

adenosylmethionine elevation was augmented whereas cysteine,

hypotaurine, and taurine were decreased by phorone. Spermidine and

spermine were also increased in liver. In the rats fed betaine, the liver

regenerative process was accelerated after PHx. Elevation of methi-

onine and S-adenosylmethionine was intensified significantly. Also

hepatic putrescine and spermidine levels were increased further by

betaine supplementation.

Conclusions: The results indicate that S-adenosylmethionine avail-

ability has an essential role in the progression of liver regeneration.

Elevation of S-adenosylmethionine may promote the liver recovery

via an enhancement of polyamine metabolism. Betaine may be useful

as a therapeutic liver-regenerating agent both in the remnant liver and

in the transplanted liver.
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Organs (FCTAO)

Igor Tikhonov1, Yan Moysyuk2

1I.M. Sechenov First Moscow State Medical University, Moscow,
2Academician V.I. Shumakov Federal Center of Transplantology

and Artificial Organs, Moscow, Russia

Matherials and methods: One hundred OLT was performed for 94

patients (+6 retransplantations) in the period of 2006-2011. Average

age was 43,8 ± 13,3 years, followed up for period of 6-84 months,

the average is 45,6 ± 2,4 months. Indications for OLT in waiting list

was: chronic hepatitis C - 24%, chronic hepatitis B - 15% (totally

viral hepatitis - 29%), hepatocellular carcinoma (HCC) - 8%, primary

biliary cirrhosis - 21%, primary sclerosing cholangitis - 6%, alcoholic

cirrhosis - 9%, autoimmune cirrhosis - 9%, liver polycystosis - 1%,

Badd-Chiari syndrome - 4%, miscellaneous - 6%. The predominant

class of Child-Turcotte-Pugh score was B (49%), average meaning in

MELD score was 17 ± 7 (range of 9-41.5).

Retransplantation was performed for 6 (6,4%) recipients, (4-in early

postoperative period), indications are: portal vein thrombosis - 6%,

hepatic artery thrombosis - 1%, absence of initial transplant function -

1%, poor initial transplant function.

The total 1-, 3- and 5-year survival after OLP was 89, 87 and 87%,

respectively. The 1-, 3- and 5-year graft survival was 85, 82 and 70%,

respectively. There were no cases of intraoperative death. Five (5,3%)

recipients died in the early postoperative period. The survival after a

retransplantation is significantly lower, and is up to 50% (in com-

parison with to 90% in recipients with one OLT). The 1- and 3-years

survival in HCV- positive recipients is much lower: 70 and 76% vs.

93,1% and 93% in HCV-negative recipients, respectively. OLT due to

HCC was performed in 8 patients of age of 56,75 ± 11 years.

Recurrence occurred in 2 recipients who were beyond the Milan

criteria and died in 11 and 13 months. The 1- and 3-years survival

was 86 and 68%, respectively.

Results: Number of OLT has significantly increased (918 summary)

in period of 2006-2011 years in Russia, and data show good recipi-

ents and graft survival.
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Background: Hepatocellular carcinoma (HCC) is a common malig-

nancy in Asia for which orthotopic liver transplantation (OLT) offers

curative treatment in selected patients.

Aims: To determine the predictors of mortality and recurrence of

HCC in the patients transplanted for HCC in Singapore

General Hospital and to compare the survival of the patients

transplanted for HCC with those transplanted for non-HCC related

diseases.

Methods: Medical records of patients transplanted for HCC were

reviewed. Survival after OLT and factors associated with mortality

and recurrences were determined. Kaplan Meier graph for survival in

HCC patients was compared with patients transplanted for non-HCC

related diseases.

Results: Twenty-four patients were transplanted for HCC of which

21(87.5%) were male. At median follow up of 36 months, 8 (33%)

patients died and 2(8.3%) mortalities were due to recurrence of HCC.

Factors associated with mortality were more than three lesions

(p \ 0.001), largest HCC lesion [ 6.5 cm (p- \ 0.001), micro vas-

cular invasion (p \ 0.01) and associated cholangiocarcinoma on

explanted liver (p \ 0.001) and living donor liver transplantation

(p \ 0.02). Three patients had recurrence of HCC. Factors associated

with recurrence were number and size of lesions beyond UCSF cri-

teria, micro vascular invasion and associated cholangiocarcinoma on

explanted liver. A control group of thirty patients who received liver

transplantation for diseases other than HCC during the same period

had 2 (6.6%) mortalities with overall survival at one, three and five

years of 100%, 96%, and 93% respectively.
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Conclusions: HCC with large size and increase number of lesions,

micro-vascular invasion, associated cholangiocarcinoma and living

donor liver transplantation were associated with increased mortality

in patients transplanted for HCC. Lesions beyond UCSF criteria and

concomitant cholangiocarcinoma were associated with increased

recurrence of HCC. Survival of the patients transplanted for non HCC

cases were better than HCC.
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Donor recipient relationship and associated social factors in living
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Arikichenin Olithselvan1, Vivekanandan Shanmugam2,
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Background: The sociology of the family which includes its demo-

graphics, family size, age, ethnicity, gender,etc determines the

decision making process related to the family.

Aim: To analyze the pattern of donation in live-donor liver trans-

plantation (LDLT).

Methods: Retrospective analysis of transplant database with

emphasis on the relationship between living donors and recipients.

Results: 224 LDLT’s performed from October 2009 to January 2013

which included 58 children. 182(81%) donors were first degree rel-

atives(includes spouse),34(15%) near relatives and8(4%) distant

relatives. The pattern of donation among the first degree relatives was

analyzed. When a son or daughter needed transplantation the

mother(78%) is likely to come forward as donor but when a father or

mother needed one the son(70%)seems to be the choice. The factors

which might go against the daughter becoming a donor could be the

problems associated with getting a girl married after a major

abdominal surgery and for married girl there might be issues related

to the in-law’s. There seems to be no obvious differences between

brother or sister donating to their siblings but there seems to be a

discrepancy when it comes to donation between spouses(wife

91%,husband 9%) but our recipients are predominantly male(90%)

and therefore this is not significant (Table 1).

Conclusions: Our Social system and tradition may play a major role

in the decision making process of choosing donors.
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Intrahepatic vascular shunts: Strategy for early diagnosis,
evaluation and management

Elsayed Mohamed abdelaal1, Osama el abd2, Basma eldosoky3

1Hepatology, Liver institute menoufia university, Shibin elkom,
2radiology, menoufia university-liver institute, 3radilogy, menoufia

university, shibin elkom, Egypt

Background/aims: Early diagnosis and management of intrahepatic

vascular shunts based on our experience and a literature review.

Methods: We screened 4500 patients who were liable to develop

intrahepatic vascular shunts (IHVS). All the shunts were evaluated

using color Doppler and spectral analysis and multiphasic study

protocols. We categorized patients into 3 groups(GP1 asymptomatic

patients with small non neoplastic shunts with shunt ratio \ 30%,GP

II included either patients with symptomatic shunts, patients with

large or aneurismal shunts, patients with neoplastic shunts or patients

with shunt ratio [ 60%,GP III included patients with complex diffuse

shunts) with three different lines for management and assessed the

degree of shunt occlusion and clinical outcom.

Results: We diagnosed 96 patients with IHVS. Identify and evaluate

5 different types of shunts and the morphological and hemodynamic

alterations caused by them. Arterioportal shunts were determined in

54%, Arteriohepatic shunts in 20% (coexistance of both types in 1%),

portoportal shunts in10%,Heptic venovenous shunts in 7% and pos-

rtosystemic shunts in 6% of the patients. Arteriovenous shunts were

frequently associated with HCC (45%), Interventional liver proce-

dures and surgery(15%) and congnital (8%). Portosystemic and

hepatic venovenous shunts were predominanat in patients with Cir-

rhosis and Budd-Chiari syndrome. Arterioportal and arteriosystemic

venous connections can be recognized in normal and cirrhotic livers,

following trauma, within tumors, and within nontumoral arter-

iovenousmalformations. On the basis of our proposed algorithm for

management, 47% of patients were conservatively managed, 52%

underwent embolization alone or as a bridge for surgery, and only 1%

of our patients underwent direct liver transplantation. Embolization

achieved complete occlusion in 16%, C 80% occlusion in 20%,

and \ 80% occlusion in 16% of patients who were categorized under

group II.

Conclusion: Early diagnosis using color duplex Doppler ultraso-

nography complemented by multiphsic multidetector CT protocols

allowed accurate diagnosis and allowed us to early and appropriately

manage affected patients.
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Heterogeneous staining: an unusual parenchymal appearance
in the liver on contrast-enhanced sonogram

Taro Shimada, Hitoshi Maruyama, Takayuki Kondo,
Tadashi Sekimoto, Hidehiro Kamezaki, Osamu Yokosuka

Gastroenterology and Nephrology, Chiba university hospital, Chiba,

Japan

Background/Aims: Contrast-enhanced ultrasound has been widely

accepted as a reliable imaging tool for diagnosis of liver diseases.

Although one of the major advantages of this technique is a safety,

there are some possibilities of agent-related adverse events. The study

Table 1 Donation among first degree relatives

First degree relative Total-182

Mother 41

Father 11

Son 41

Daughter 17

Sister 19

Brother 14

Wife 31

Husband 3
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aimed to present an unusual negative effect in the liver parenchyma

after the administration of contrast agent.

Methods: This is a retrospective study based on the medical record in

907 patients (464 males, 284 females; 63.4 ± 13.5 years) who

underwent contrast-enhanced ultrasound examinations of the liver

using perflubutane microbubbe agent (SonazoidTM, 0.0075 mL/kg;

GE Healthcare, Oslo, Norway). They were participants in the pro-

spective studies performed after the approval of the institutional

review board of our hospital. Contrast-enhanced images stored digi-

tally were carefully reviewed to observe the contrast findings in the

liver. Heterogeneous staining was defined as an unusual finding with

multiple echogenic spots showing heterogeneous distribution after

starting contrast effect.

Results: Heterogeneous staining was found in seven of the 907 subjects

(0.77%) and in seven of the 1951 examinations (0.36%) on 15-minutes

phase sonograms. The staining initially appeared as hyper-enhanced

circular spots in the liver 10 minutes or later after the agent injection. The

number of spots increased gradually with unequally-spaced distribution.

Although the staining pattern did not improve during the examination,

there were no abnormal findings in vital signs or symptoms on the day,

and blood test results or sonograms on the following day.

Conclusions: Heterogeneous staining of the liver parenchyma is an

unusual event which might occur following the injection of Sona-

zoidTM. When it appears, the study is better to be considered for

cancellation and postponed until the next day because the staining

covers parenchymal structures resulting in poor assessment of con-

trast effect. However, at present, the precise causes and underlying

mechanisms of this event are unknown.
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The accuracy of transient elastography in predicting the presence
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Background: Currently, the American Association for the Study of

the Liver recommends screening endoscopy for the early detection of

esophageal varices (EV), but because of the invasiveness, risks, and

cost, it leads to poor compliance for the procedure. Transient Elas-

tography (TE), as a substitute for endoscopy in identifying patients

with EV, is still being evaluated because of the far difference in the

liver stiffness measurement (LSM) values especially when etiology of

liver cirrhosis and race were considered.

Aim: to determine whether LSM using TE can detect the presence

and grade of EV without the use of endoscopy and sedation.

Methods: Thirteen subjects with liver cirrhosis were evaluated by TE

for the measurement of liver stiffness. The subjects also underwent

endoscopy for the detection of EV.

Results: The LSM of Chronic Hepatitis B-related liver cirrhosis

(HBV-LC) showed no significant difference when compared to the

LSM of Non-Alcoholic Fatty Liver Disease-related liver cirrhosis

(NAFLD-LC) with a p-value of 0.084, however, LSM of High risk

EV was significantly higher compared to Low risk EV with p-value of

0.016 when etiology of LC was not considered. The LSM of High risk

EV in HBV-LC was significantly higher compared to Low risk EV

with p-value of 0.002 and LSM of High risk EV in HBV-LC was also

higher compared to LSM of High risk EV In NAFLD-LC with

p-value of 0.002. LSM was significantly higher in Child-Pugh (CP) -C

when compared to CP-A and CP-B with p-value of 0.028 and 0.018,

respectively.

Conclusion: In this study, it was shown that the High risk EV had a

higher LSM compared to Low risk EV. The LSM of High risk EV in

HLC BV-LC had a higher LSM compared to High risk EV in NA-

FLD-LC. The LSM is higher in decompensated than in compensated

liver cirrhosis.

Topic: 17 Imaging Modalities

Absno: 863
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versus computed tomography in detection of liver metastases
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Aim: The aim of the study was to evaluate diagnostic performance of

contrast-enhanced ultrasonography (CEUS) in detection of liver

metastases in patients suspected for pancreatic or periampullary cancer.

Liver CT alone is often not enough for metastases detection and sur-

geons frequently encounter unexpected liver lesions during pancreas

resection. Surgery will not improve survival prognosis if liver metas-

tases were already present. So far no study has evaluated the

performance of liver CEUS in patients suspected for pancreatic cancer.

Methods: Single centre, prospective and comparative study. Total

111 patients were enrolled, but 13 did not fulfill all inclusion criteria.

The final group consisted of 98 patients suspected for pancreatic or

periampullary cancer. Every patient underwent abdominal CT and

CEUS (Hitachi, Japan; Sonovue, Italy) blinded to CT result. Final

diagnosis consists of a combination of clinical information, imaging,

biopsy if necessary and second CT exam 3 month later.

Results: At least one liver metastasis was found in 15 patients (15/

98). From the 17 patients who were suspected having liver metastases

on CT scan, there were 11 confirmed. In another 4 patients with

finally diagnosed metastasis no malignant focal lesion was suspected

on CT. Sensitivity was 73.3% (11/15), the specificity was 92.7% (77/

83), PPV 64.7% (11/17) and NPV was 95.1% (77/81). On CEUS 13

patients (13/98) were suggested as having liver metastases and from

these 12 were proven. One liver focal non-steatosis was inaccurately

suspected as a metastasis. Three patients with metastases were

undetected by CEUS. Sensitivity of CEUS in diagnosis of pancreas

tumor metastasis was 80% (12/15) and specificity 98.8% (82/83),

PPV 92.3% (12/13) and NPV 96.4% (82/85).

Conclusion: Contrast-enhanced ultrasound has a comparable diag-

nostic performance as CT for the detection of liver metastasis in patients

suspected for pancreatic of periampullary cancer and can serve as an

additional screening method during preoperative evaluation.
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Background: Pre-operative imaging and donor selection are cardinal

components of adult live donor liver transplantation (ALDLT). The

purpose of this study was to evaluate 3D-CT image-derived computer

assisted surgical planning (3D CASP) in ALDLT.

Methods: 83 consecutive ALDLTs (71 right, 12 left) were planned

with 3D CASP. Graft, remnant, and total liver volume compliance

were calculated and compared to actual intra-operative values.

Computed risk analysis encompassing territorial liver mapping,

functional (safely drained) volumes, and outflow congestion volumes

in grafts and remnants allowed for the individualized management of

the middle hepatic vein (MHV).

Results: Graft volume compliance was 13.5 ± 4.4%. Three small-

for-size (SFS) grafts with lethal SFS syndrome had non-significant

volume compliance with maximal graft-volume-body-weight-ratios

(GVBWR) \ 0.83. Seven SFS grafts with reversible or absent SFS

syndrome showed maximal GVBWR of 0.9-1.16. Significant differ-

ences were identified for: 1) virtual graft/remnant congestion volumes

of risky vs. non-risky MHV-types (49 ± 6%/34 ± 7% vs. 29 ± 8%/

33 ± 12%, p \ 0.001, and p \ 0.02), 2) virtual mean functional-(f)-
vs. surgical-(s)-volumes of grafts (527 ± 119 ml vs. 963 ± 176 ml,

p \ 0.0001) and remnants (419 ± 182 ml vs. 640 ± 213 ml,

p \ 0.001).

Conclusions: CASP allowed for 1) prevention of SFS syndrome in

extremely small grafts by predicting donor liver plasticity 2) indi-

vidualized MHV management for both donors and recipients based on

functional graft/remnant volume analysis.
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ARFI performance in the noninvasive assessment of HCV
cirrhosis, compared to transient elastography and FIB score
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Background and aims: A new imaging method for non-invasive

liver fibrosis assessment is ‘‘Acoustic Radiation Force Impulse tech-

nology’’ (ARFI). We aim to compare ARFI to unidimensional

transient elastography (TE) and an usual biochemical score (Fib 4) for

the noninvasive assessment of liver cirrhosis.

Methods: 200 consecutive chronic hepatitis C patients (histological

proven according to Metavir score) were prospectively included in

this study. They were examined in the same intercostal space using

both ARFI method (with shear wave velocity -SWV- quantifica-

tion) and transient elastography (liver stiffness-LS- quantification),

1 day before liver biopsy. The median value of 10 valid mea-

surements was considered for both techniques. The diagnostic

performance of ARFI was assessed using sensitivity (Se), speci-

ficity (Sp), positive (PPV) and negative predictive value (NPV),

false positive rate (FPR), false negative rate (FNR), receiver

operating characteristic curves (AUROC) and diagnosis accuracy

(DA). We compared ARFI performance with that of TE and Fib

score to predict liver cirrhosis.

Results: SWV and LS values were significantly correlated with

fibrosis (r = 0.764, p \ 0.0001, respectively r = 0.877, p \ 0.0001).

There is also a significant correlation between SWV and LS:

(r = 0.818, p \ 0,0001). The mean value of SWV (m/s) was:

1.10 ± 0.04 (F0), 1.13 ± 0.28 (F1), 1.45 ± 0.72 (F2), 1.50 ± 0.47

(F3), 2.66 ± 0.73 (F4).

The SWV cutoff value of 1.81 m/s predicted liver cirrhosis with

AUROC = 0.956, Se = 88.89%, Sp = 90.91%, PPV = 84.8%,

NPV = 93.5%, FPR = 10%, FNR = 11.11%, DA = 89.59%.

AUROC for ARFI vs TE vs Fib score was 0.956 vs 0.982 vs 0.953

(p = 0.808) for predicting cirrhosis.

Conclusion: ARFI is an alternative, non-invasive imaging method for

evaluation of liver cirrhosis with diagnostic accuracy strongly com-

parable to TE and Fib score.
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Background and aims: Indocyanine green (ICG) fluorescent imaging

has been used to identify hepatocellular carcinoma (HCC) in intra-

operative setting. However, whether extrahepatic metastatic lesions

from HCC can also be detected by this method is unknown. The aim

of this study was to clarify the usefulness of ICG fluorescent imaging

for the detection of extrahepatic metastasis from HCC.

Methods: This study was conducted on 18 patients with suspected

extrahepatic HCC metastases in the lung (n = 3), adrenal gland

(n = 1), lymph node (n = 8), peritoneum (n = 5) and both lymph

node and peritoneum (n = 1). ICG was administered intravenously at

a dose of 0.5 mg/kg prior to operation for liver function evaluation.

Intraoperative ICG fluorescent imaging was performed with a near-

infrared light camera system. The surgical specimens were also

examined in all cases for the presence of ICG fluorescence.

Results: Of 29 lesions for which ICG fluorescence was examined

intraoperatively, 25 lesions exhibited fluorescence and were proved to

be HCC metastases pathologically. Five of them were newly identi-

fied by ICG fluorescent imaging. The other four lesions included two

HCC metastases and two benign tumors. Of 34 suspicious metastatic

lesions extirpated, 27 lesions emitting fluorescence from the specimen

were all metastatic HCC. The other 7 lesions consisted of 6 benign

tumors and one HCC metastasis. Accordingly, the positive predictive

value of in vivo and ex vivo ICG fluorescent imaging were both

100%, while the negative predictive value of those methods were 50%

and 86%, respectively.

Conclusions: Extrahepatic metastases from HCC exhibited ICG

fluorescence when illuminated by near-infrared light, indicating their

capability to transport ICG. This imaging can be a useful tool for

intraoperative detection of metastasis in HCC patients.
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vs clinical and laboratory findings in patients with chronic liver
diseases

Rafael Torres1, Laura Eugenia Moreno-Luna2, Sonia Roman1,
Martha Eloisa Ramos1, Eloy Zepeda-Carrillo1, Maria E.
Trujillo1, Omar Ramos-Lopez1, Victor Salinas1, Arturo Panduro1

1Department of Molecular Biology, Antiguo Hospital Civil de

Guadalajara ‘Fray Antonio Alcalde’, 2Medical Clinics, University

of Guadalajara, Guadalajara, Mexico

The diagnosis of cirrhosis in early stages is challenging without a

biopsy. Transitional elastography (TE) (Fibroscan�) detects fibrosis

in four different stages: F1 initial, F2 intermediate, F3 advanced and

F4 hard liver or cirrhosis. The aim of this study was to identify the

grade of damage in patients with chronic liver diseases (CLD) from

august 2011 to march 2012 in a reference center.

Materials and methods: Patients with CLD from different etiologies

were selected if C 18 years, either gender, accepted to participate and

signed an informed consent. Ten valid TE measurements were per-

formed to consider it adequate.

Results: 237 patients were included, in 158 TE was performed and in

79 patients clinical and laboratory findings were used to diagnose the

stage of the CLD. Mean age 49 (range 18-72) the main etiologies for

both groups were: alcohol 48%, HCV 30%, NASH 11%, CBP 10%,

drugs 0.9%. From the TE patients, the distributions of the fibrosis

stages were: F0 = 17% (n = 41), F1 21% (n = 50), F2 5.5%

(n = 13), F4 23% (n = 54). The diagnosis of cirrhosis with TE [total

23% (n = 54)] versus clinical and laboratory findings [total 23%

(n = 55)] was as follows: HCV 37% (n = 30) vs 4% (n = 3)(p

value \ 0.05), alcohol 12% (n = 10) vs 49% (n = 42)(p

value \ 0.05), NASH 25% (n = 12) vs 0% (p value [ 0.05), auto-

immune 0 vs 0, CBP 18% (n = 2) vs 82% (n = 9) (p value [ 0.05),

HBV 0 vs 0, drugs 0 vs 100% (n = 1).

Conclusions: TE detected 74% (n = 117) of patients with some grade of

fibrosis. The diagnosis of cirrhosis in patients with HCV was significantly

higher with TE (p = \0.05) than with clinical and laboratory findings

and the diagnosis of alcohol was significantly higher with clinical and

laboratory findings (p = \0.05). TE detects cirrhosis when laboratory

and clinical findings are still absent or mild in patients with CLD.
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Background: Upper gastrointestinal endoscopy with biopsy is a

common procedure and essential for establishing histologic diagnosis

of esophageal cancer. Although most of the cases diagnosis of

malignancy is easy with endoscopic biopsies, there are rare cases in

which the pathology specimen showed negative or unsatisfactory

results especially tumor grows extramurally. We present four cases of

esophageal tumor in which endoscopic biopsies were not diagnostic,

and pathologic diagnosis is achieved by endoscopic ultrasound guided

fine needle aspiration biopsies (EUS-FNA).

Cases: Between 7/2011 and 7/2012 four cases with progressive dys-

phagia symptoms and suspicious esophageal lesions were included the

study. In two cases, endoscopic view of the esophageal lesion is rep-

resentative of cancer; however repeated biopsies had failed to prove

malignancy. In one case, there was no mucosal lesion despite the dif-

ficult passage through the cardia with the scope, and also manometric

test was compatible with achalasia. In forth case, bizarre mucosal

erosions was detected at endoscopy but pathology is unsatisfactory.

Results: Out of the 4 patients presented with dysphagia and weight

loss, esophageal tumor was diagnosed with EUS-FNA. In three cases

malign epithelial tumor and in one case esophageal lymphoma was

diagnosed cytopathologically. Chemo-radiotheraphy and esophageal

stent placement were performed due to the inoperable state.

Chemotheraphy was also performed in patient with lymphoma.

Conclusion: This study emphasizes the importance of EUS-FNA in

cases of clinically or endoscopically suspicious for malignancy. When

endoscopic biopsies are not confirmative, EUS and EUS-FNA may

ensure the diagnosis, prevent unnecessary procedure in unresectable

patients and provide chemoradiotheraphy options.
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Background/Aims: Acoustic radiation force impulse (ARFI) elas-

tography can quantify tissue elasticity. This study investigated the

diagnostic performance of ARFI elastography for characterizing focal

liver mass by quantifying their stiffness.

Methods: This prospective study included 47 patients with a focal

liver mass. During ultrasonographic evaluation, stiffness, expressed as

velocity, was checked 10 times for each focal liver mass.

Results: A total of 47 focal mass lesions were tested, including 39

(83.0%) malignant masses [24 hepatocellular carcinomas (HCC), 7

cholangiocellular carcinomas (CCC), and 8 liver metastases] and 8

(17.0%) benign masses [5 hemangiomas and 3 focal nodular hyper-

plasias (FNH)]. Thirty-seven (74.0%) masses were confirmed by

histological examination. The mean velocity was 2.48 m/s in HCCs,

1.65 m/s in CCCs, 2.35 m/s in metastases, 1.83 m/s in hemangiomas,

and 0.97 m/s in FNHs. Although considerable overlap was still noted

between malignant and benign masses, significant differences in

ARFI values were observed between malignant and benign masses

(mean 2.31 vs. 1.51 m/s, P = 0.047), as well as between HCCs and

benign masses (mean 2.48 vs. 1.51 m/s, P = 0.006).

Conclusions: ARFI elastography provides additional information for

the differential diagnosis of liver masses. However, our results should

be interpreted in clinical context, because considerable overlap in

ARFI values existed among liver masses.
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Introduction: Affibody molecules are engineered small protein

molecules with extremely high stability, binding affinity and speci-

ficity, and thus, have been widely used in the fields of molecular

imaging and drug development. One affibody molecule, Ac-Cys-

ZEGFR:1907, targeting the extracellular domain of epidermal growth

factor receptor (EGFR), has been reported to involve in the Hepato-

cellular carcinoma (HCC) tumorigenesis. In this study, the Ac-Cys-

ZEGFR:1907 is used for the first time to assess the potential to HCC

imaging.

Methods: The affibody-based near-infrared fluorescent (NIRF)

probe, Alexa680-ZEGFR:1907, was prepared by site-specific conju-

gation of Alexa680 with the thiol group in the cysteine residue of

the Ac-Cys-ZEGFR:1907. Using fluorescent microscopy, the in vitro

uptake and binding specificity of Alexa680-ZEGFR:1907 was deter-

mined in HCC cell lines (Hep3B, PLC/PRF/5, HepG2).

Subcutaneous xenografts of HCC cell lines were established in

nude mice, and performed by optical imaging and positron emis-

sion tomography (PET).

Results: From the optical imaging, PLC/PRF/5 xenografts showed

weak signals, while the Hep3B xenografts and the HepG2 tumors

showed no signals. Furthermore, the Affibody molecule Ac-Cys-

ZEGFR:1907 was also conjugated with DOTA and radiolabled for a

separate PET assay. Both Hep3B and PLC/PRF/5 tumors were clearly

visible. Furthermore, in vivo tumor-targeting specificity was verified

by co-injection of unlabeled Ac-Cys-ZEGFR:1907. In vivo bio-distri-

bution of the probe was further verified by ex vivo imaging of

harvested tissues after mice were sacrificed.

Conclusion: EGFR-positive HCC xenografts can be successfully

imaged by the EGFR-specific, NIRF probe Alexa680-ZEGFR:1907 and
64Cu-DOTA-ZEGFR:1907. Thus, the affibody molecule Ac-Cys-

ZEGFR:1907 is a potential probe to detect the HCC in vivo.
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The factors related to the vascularization of border line lesions
detected on hepatobiliary phase image of Gd-EOB-DTPA MRI
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1Gastroenterology and hepatology, 2Radiology, Kinki University

Faculty of Medicine, Osaka-sayama, Japan

Aim: The Aim of this study were to clarify factors related to vas-

cularization of borderline lesions detected as low intensity on

hepatobiliary phase image of gadolinium ethoxybenzyl diethylene-

triamine pentaacetic acid (Gd-EOB-DTPA) enhanced MRI.

Materials and methods: From January 2008 to March 2011, 158

borderline lesions that diagnosed as hypovascular both dynamic study

of Gd-EOB-DTPA enhanced MRI and contrast-enhanced ultraso-

nography (CEUS) using Sonazoid� were enrolled in the present

study. In the analysis, we chose 12 factors as potential factors, con-

sidering their clinical significance and the results of previous reports.

The 12 factors included: age (older vs younger than 69 years), sex,

underlying liver diseases, Child-Pugh class (A vs B), serum-fetopro-

tein level (more vs less than 16.7 ng/mL), serum-des-c-carboxy

prothrombin level, size of tumors, past history of HCC treatment, MR

image of tumors, Post-vascular phase image of CEUS. Data are

expressed as median value (range). Kaplan-Meier model and Log-

rank test were used in univariate analysis and Cox regression model

was used in multivariate analysis to identify factors related to vas-

culalization. p \ 0.05 was considered statistically significant

difference.

Results: The cumulative incidence of hyper vascularization of bor-

derline lesions in the present study was 29%, 64% and 78% in 1, 2

and 3 years, respectively. The univariate analyses showed that past

history of HCC treatment, post-vascular phase image of CEUS were

associated with tumor hypervasculalization. In the multivariate

analysis, these parameters did not show significant differences

although post-vascular phase image of CEUS showed a trend

(p = 0.06).

Conclusion: Post-vascular phase image of CEUS can be a useful

factor to predict hypervascularization of borderline lesions detected as

hypo intence on hepatobiliary phase image of Gd-EOB-DTPA MRI.
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Gemstone spectral CT imaging: a new non-invasion approach
to assess the degree of liver fibrosis

Zhirong Lin1, Shuhua Ma1, Shunfa Lin1, Yuan Liu1,
Jiexiong Huang1, Bozhi Cai2, Jidong Cheng2

1The First Affiliated Hospital of Shantou University Medical College,
2Guangdong Key Lab of Medical Molecular Imaging, Shantou

University Medical College, Shantou, China

Purpose: Gemstone spectral imaging (GSI) is a newly emerging

technology of high definition computed tomography(CT), which

brings the conception of spectrum to CT. The advantage of GSI

technology is its ability to produce the spectral attenuation curves

(SACs) of different tissue and help differentiate pathological tissue

from normal by the change of SAC. In this study, our aim was to

evaluate the diagnosis value of GSI mode as a non-invasive method

for assessing the degree of liver fibrosis.

Materials and methods: Liver fibrosis was induced in C57BL/6 mice

by intraperitoneal injection with CCL4 (20% in olive oil). GSI mode

CT scan and SACs of the mouse’s liver were acquired. Masson

staining and hematoxylin-eosin staining were used to assess the

degree of liver fibrosis and the grade of inflammation.

Results: Twenty-two experimental mice were divided into 3 groups

according to the stage of liver fibrosis: group 1, fibrosis \ 5%, n = 8,

group 2, 5%-10% fibrosis, n = 7,group 3, fibrosis [ 10%, n = 7.

Nine control mice were included as group 0. The area under the SAC

(AUC) was inversely correlated with the stage of liver fibrosis (r =

-0.79, P \ 0.001).Mean AUC decreased with the progression of liver

fibrosis, from 6119.3 ± 493.3 in control group to 5482.4 ± 563.8 in

group 1, 4903.4 ± 277.2 in group 2 and 4579.7 ± 285.2 in group

3.Pairwise comparison showed that there were significant differences

between each group (P \ 0.05) except group 2 and group 3

(P = 0.18). The AUCs from control group showed significant dif-

ferent from the other 3 groups with inflammation activity (p \ 0.01

for all comparisons).

Conclusion: Our study showed the inverse correlation between the

AUC and degree of liver fibrosis, which indicated that the GSI mode

had the potential to become a noninvasive, no enhanced imaging

method for the diagnosis and staging of liver fibrosis.
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Clinical significance of ultrasound finding of isolated coarse liver
echotexture in patients with chronic liver disease

Poh Yen Loh, Jessica Tan, Eng Kiong Teo, Tiing Leong Ang

Gastroenterology, Changi General Hospital, Singapore, Singapore

Aim: Liver cirrhosis is suspected by the presence of ultrasound fea-

tures of coarse liver echotexture, nodular surface and caudate lobe

enlargement. However, it is not uncommon to find only isolated

coarse liver echotexture in some patients, of which the significance is

unknown. The study is to investigate the clinical significance of this

indeterminate finding.

Methods: All patients with chronic liver disease referred for fibroscan

between Jan 2011 and March 2012 were retrospectively screened.

Patients with ultrasound finding of isolated coarse liver echotexture

without nodular surface/ caudate lobe enlargement and those with

normal ultrasound finding were analysed. Degree of fibrosis as

assessed by fibroscan was then compared between the two groups.

Results: 125 patients were analysed, 50 patients with isolated coarse

echotexture (study group) and 75 patients with normal ultrasound

finding (control group). The mean BMI was 24.6. More patients with

transaminitis with either raised ALT or AST in the control group than

in the study group (p = 0.0014 and p = 0.005 respectively). No

difference in other biochemical parameters (albumin, bilirubin, AFP,

platelet). There was no difference observed in the severity of fibrosis

between the study and control group (P = 0.188). Since liver

inflammation is known to falsely increase liver stiffness itself and

subsequently can affect the fibroscan scoring. An analysis of patients

with normal ALT and AST (less than 50 U/L) in the study and control

group (n = 43 and n = 52) was done. It still showed no significant

difference in the degree of fibrosis between the two groups even after

adjustment. (p = 0.875).

Conclusion: The study showed that the presence of isolated coarse

liver echotexture in ultrasound study was not associated with higher

grade of fibrosis compared with those with normal ultrasound finding

in patients with chronic liver disease.
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Shear wave elasticity imaging versus real time elastography
for noninvasive assessment of liver fibrosis in a rat model
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of Fudan University, Shanghai, China

Objectives: To investigate the diagnostic value of shear wave elas-

ticity (SWE) imaging and real-time elastography (RTE) for liver

fibrosis induced by dimethylnitrosamine (DMN) and determine the

better one.

Materials and methods: Seventy male Wistar rats given a single

intraperitoneal injection of DMN and 10 control rats given a saline

injection underwent SWE and RTE to acquire a shear wave velocity

(Vs) and liver fibrosis (LF) index, respectively. Correlations between

Vs or LF index and histologic stages of liver fibrosis (S0-S4) were

analyzed and diagnostic values of the techniques were assessed by the

receiver operating characteristic (ROC) curve.

Results: A positive correlation was found between Vs and stage of

liver fibrosis (r = 0.947; P \ 0.001) and LF index and stage of liver

fibrosis (r = 0.662; P \ 0.001). For Vs, the areas under the ROC for

diagnosis of fibrosis S C S1, S C S2, S C S3, and S = S4 were

0.983, 0.995, 0.999, and 0.964, respectively; for LF index, values

were 0.871, 0.887, 0.761, and 0.839, respectively. (P \ 0.001) Values

of Vs and LF index in rats with severe inflammatory activity were

significantly higher than those in controls (P \ 0.001).

Conclusion: Positive correlations exist between Vs or LF index and

severity of liver fibrosis in rats. For diagnosis of liver fibrosis, Vs

performs better than the LF index. However, severe inflammatory

activity may weaken their performance.
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Difference pattern between fasting and post-prandial liver
stiffness using transient elastography: a pilot study in healthy
subjects

Irsan Hasan, Eddy Mulyana, Laurentius Aswin Pramono
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Background: There are no standardization for preparing patients

undergo transient elastography test in many liver centers all over the

world. We hypothesise that meal can change the value of liver

stiffness in patients probably effected by metabolism in the liver

which can deviate the value of transient elastography.

Methods: A pilot study was done in our center measuring fasting, 30

minutes, and 60 minutes-post-prandial transient elastography (Fibro-

scan�) test in healthy subjects. The test was done by two trained

internists to make sure the reliability of the test. The mean difference

of liver stiffness in the three examinations was analysed by paired-

samples t-test.

Results: In this pilot study, 31 subjects undergo all of the test. The

mean value for fasting liver stiffness in the study is 4.47 (95% con-

fidence interval 3.74-5.20), while the mean value for 30 minutes-post-

prandial and 60 minutes-post prandial are 5,87 (95% confidence

interval 4.58-7.15) and 5.38 (95% confidence interval 3.90-6.86).

There are significant difference between mean value of liver-stiffness

in fasting and 30 minutes-post prandial transient elastography (mean

difference 1.473, p = 0.02), but there are no significant difference

between mean value of 30 minutes-post-prandial and 60 minutes-post

prandial (mean difference 0.53, p = 0.185).

Conclusion: Our study revealed that preparation of fasting in tran-

sient elastography test might be important to get the true (diagnostic)

value of liver stiffness. This pilot study is continued by comparing the

difference pattern of liver stiffness in healthy subjects and patients

with chronic liver disease effected by fasting and prandial status. We

suggest that standardization of patients undergo transient elastography

test must be done in all liver centers and agreed by liver

organizations.
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Usefulness of CE-IOUS using perflubutane with routine
preoperative gadoxetate-enhanced MRI and contrast-enhanced
CT for colorectal liver metastasis: a prospective study
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Aims: To assess usefulness of contrast-enhanced intraoperative

ultrasound (CE-IOUS) using perflubutane when preoperative gadox-

etate-enhanced MRI and contrast-enhanced CT are routinely

performed in patients undergoing resection for colorectal liver

metastasis (CRLM).

Methods: Included in this prospective study were consecutive 100

patients undergoing resection for less than 10 colorectal liver

metastases after all of gadoxetate-enhanced MRI, contrast-enhanced

CT, conventional IOUS, and CE-IOUS were performed. All nodules

detected in any of the 4 imaging studies were the study subjects. The

finding of each imaging study was compared with the final diagnosis

tumor-by-tumor. The final diagnosis was made referring to histolog-

ical examination unless the subject nodule was missed during the

operation. In such rare cases, the final diagnosis was made using

postoperative imaging studies.

Results: A total of 293 nodules were detected in any of the 4 imaging

studies. Of them, 15 nodules were finally diagnosed as benign.

Twenty-five nodules were newly found by IOUS. Twenty of them

were finally diagnosed as CRLM, all of which were correctly diag-

nosed by CE-IOUS. Of the remaining 5 nodules, which were finally

diagnosed as benign, 3 were correctly diagnosed as benign by CE-

IOUS. Twenty-two nodules were newly found by CE-IOUS; 17 of

them were finally diagnosed as CRLM. The tumor-by-tumor sensi-

tivity, positive-predictive value, and accuracy were 82, 99, and 82%

for contrast-enhanced CT, 83, 98, and 83% for gadoxetate-enhanced

MRI, 89, 97, 87% for conventional IOUS, and 99, 97, 96% for CE-

IOUS.

Conclusions: CE-IOUS was shown to possess additional usefulness

after routine use of preoperative contrast-enhanced CT, preoperative

gadoxetate-enhanced MRI, and conventional IOUS.
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Intracavitary applications of SonoVue in hepatic and perihepatic
fluid lesions. Preliminary results in 20 patients
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for Gastroenterology and Hepatology, Cluj-Napoca, Romania

Aim of the study: To assess the role of intracavitary application of

ultrasound contrast agents (ICAC) in intra and perihepatic fluid

lesions in terms of lesion delineation, establishing a possible com-

munication to the biliary system and certifying a complication.

Patients and methods: We have enrolled 20 patients-16 with
intrahepatic lesions-10 abscesses (3-7 cm in size), 3 biliary cysts

(5-7 cm), 3 fluid collections after hydatic cyst surgery (6-8 cm in

size) and 4 with perihepatic fluid collections (3-10 cm in size)

after surgery (3 laparoscopic colecystectomies for biliary stones

and 1 segmental liver resection for hepatic tumor). In 12 cases the

fluid has reaccumulated after a first aspiration and lavage. Two

drops of SonoVue were mixed with 50 ml saline and then injected

through one catheter (8 cases) or 18G needles (7 cases) in the

fluid lesions.

Results: The ICAC results in a better delineation of the cavity in

complex fluid lesions (2 multilocular abscesses). It also demonstrates

the communication of the collection to the biliary system in 14

patients (the remained 6 -the 3 simple liver cysts and 3 liver abscesses

did not communicate with the biliary tree) and could also appreciate

the size of the biliary fistula. In all patients with perihepatic collection

a large fistula to the biliary system was demonstrated and all patients

were treated by endoscopic sphincterotomy. In 1 patient the ICAC

depicts the dislodgment of the catheter from the abscess with intra-

peritoneal leakage.

Conclusions: ICAC through a catheter or needle is a very useful

technique to depict the anatomy of hepatic and perihepatic complex

fluid collections and to monitor the drainage. It can also easily

demonstrate the presence and size of a communication to the biliary

system with important therapeutic consequences.
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Quantitative MRI evaluation of liver iron concentration
In thalassemic patients with HCV infection
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Keshvari6, Leila Mehrnoush2, Shima Salimi2

1Department of Magnetic Resonance Imaging, Noor Medical Imaging

Center, 2Baqiyatallah Research Center for Gastroenterology and

Liver Disease, Baqiyatallah University of Medical Sciences,
3Taleghani Hospital, Shahid Beheshti University of Medical Science,
4Blood Transfusion Research center, High Institute for Research and
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Transfusion Organisation Research Center, Tehran, Iran

Objectives: Iron overload is a major problem in the treatment of

thalassemic patients. The relaxation times R2 (1/ T2) and R2* (1/

T2*) measured by MRI have known as a reliable techniques to esti-

mate hepatic iron concentration. The accuracy of iron estimation may

be influenced by liver fibrosis which is a common finding as a result

of iron accumulation. In addition, the HCV is a major cause of liver

disease in thalassemic patients can aggregate the liver fibrosis. The

aim of this study is to investigate the effects of liver fibrosis and iron

loading in precision of R2 and R2* measurement in thalassemic

patients with chronic hepatitis C.

Methods: 41 b-thallasemia patients (24 male) with the mean age of

26.51 were divided into 2 groups; Group 1: 21 patients without HCV

infection and group 2: 20 patients with HCV infection. The stage of

fibrosis was determined. All patients underwent to MRI exam to

calculate R2* and R2 value. The Liver iron concentration was esti-

mated by R2* and R2 methods. The correlation and the variation of

two measured methods were investigated in two groups.

Result: There was a good correlation (r = 0.87) between the R2* and

R2 values in group 1. The R2* has a good correlation (r = 0.83) with

the R2 in group 2. The CoV of two methods was 37% in group 2. The

CoVs of two methods in patients with stage 0-4 and stage 5-6 of

fibrosis were 36.16% and 37.43%.

Conclusion: The HCV infection and the resulted fibrosis did not

have any significant effect in R2 and R2* measurements. The main

factor of variation in two methods is iron loading and increase with

iron concentration. It seems that liver iron measurement by R2 and

R2* can be used as a reliable assay in thalassemia with HCV

infection.
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Primary hepatic amyloidosis—a great imitator on imaging
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Amyloidosis is a rare condition characterized by deposition of

extracellular protein material, amyloid, in various organs. In the

abdomen, spleen and liver are the common solid viscera involved in

amyloidosis, although any organ may be implicated. The clinical

presentations and imaging features of the disease are often nonspe-

cific, tissue biopsy is often required.

We present a case of 64-year-old man with biopsy proven amy-

loidosis of the liver. The patient presented with non-specific clinical

symptoms, hepatomegaly and high serum Alkaline phosphatase and

GGT. His old records revealed that he was evaluated for hepato-

megaly three years ago but defaulted treatment then. Computed

tomographic(CT) imaging of the liver, at that time showed diffuse

infiltrative pattern and no mass lesions were seen. Present CT and

magnetic resonance (MR) imaging showed hepatomegaly with het-

erogeneous enhancement, and several large nodular space occupying

lesions, which were slightly more hyperdense to the rest of liver

parenchyma, mimicking neoplasm. There were mass effect com-

pressing on the hepatic veins and some of these nodules were partially

exophytic. The surface of the liver was smooth and spleen was nor-

mal. No features of portal hypertension were present. MR

elastography revealed extremely stiff liver (6.9 kPa to 14.4kPA,

normal \ 2.1kPA). Incidentally, there was also a large mass noted

concomitantly projecting into the gastric lumen which later proved to

be an adenocarcinoma. These present a diagnostic challenge for the

imaging findings and the diagnosis of primary amyloidosis was

established after imaging-guided biopsy.

Amyloidosis presenting as multiple nodular masses in the back-

ground of diffuse infiltrative pattern have not been described in

literature. Another novel imaging finding in the amyloid liver is

extreme stiffness on MR elastography. Differential diagnosis of

amyloidosis should be considered in an enlarged liver with non-cir-

rhotic diffuse infiltrative pattern on routine cross sectional imaging

and extreme stiffness on strain imaging.
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Background: Chronic HCV infection causes liver fibrosis.

Objective: to evaluate the efficacy of elastography in the diagnosis of

hepatic fibrosis among chronic HCV as an alternative for liver biopsy.

Subjects and methods: 100 consecutive patients with Child A chronic

hepatitis C from the Hepatology unit,Benha University Hospital were

investigated in the same session by means of two methods:Liver stiff-

ness(LS) measurement by transient elastography(TE)and liver

biopsy(LB)were done. The LS was evaluated by means of TE with a

FibroScan device (Echosens-Paris, France).Echoguided liver biopsy,

with Menghini type modified needles1.6 mm in diameter and Liver

biopsy(assessed by Metavir scores).

Results: The mean value of LS was 11.45 kPa, ranging from 2.3 to

38 kPa. The mean value of LS in patients with significant fibrosis (84

patients with F C 2 Metavir) was 9.02 ± 5.15 kPa, significantly

higher than in patients with no or mild fibrosis (16 patients with F \ 2

Metavir): 5.39 ± 1.81 kPa (P \ 0.0001). The values of LS in various

subgroups of patients, divided according to fibrosis stage, were:

5.27 ± 0.83 kPa in 4 patients with F0; 5.41 ± 1.92 kPa in 12 cases

with F1; 7.18 ± 2.62 kPa in 50 patients with F2; 9.75 ± 4.63 kPa in

25 cases with F3; and 16.68 ± 8.10 kPa in 9 cases with F4. The

statistical significance of the differences between the LS in these

subgroups was: F0 vs F1 P = 0.80; F0 vs F2 P = 0.11; F0 vs F3

P \ 0.0001; F0 vs F4 P \ 0.0001; F1 vs F2 P = 0.0048; F1 vs F3

P \ 0.0001; F1 vs F4 P \ 0.0001; F2 vs F3 P = 0.0011; F2 vs F4

P \ 0.0001; F3 vs F4 P = 0.0002.

Conclusions: TE in chronic hepatitis C is sufficient to allow its place

in the algorithms for management.
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of hepatocellular tumors
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Background: The liver tumors are common.

Aim: to demonstrate the role of dynamic contrast enhanced MRI for

diagnosis of Hepatocellular tumors.

Subjects and methods: Abdominal U/S (Ultrasonix,SP,Canada with

aconvex probe 2-5 MHz)and Dynamic MRI of the liver(Phi-

lips,Achiva-1.5 T-XR-Netherlands 2010).CT guided biopsy was done

using true cut needle (G16:18).

Results: For U/S and MRI,there were 24 cases with liver cirrhosis, 4

cases with portal vien thrombosis, 23 cases with chronic hepatitis,2

cases with intra hepatic biliary radicals dilatation, 16 cases with

enlarged spleen,4 with ascitis. There were sixteen cases (40%) with

multiple and 24 cases (60%) with solitary hepatic focal lesions, three

cases (7.5%) with lymph node enlargement, two cases (5%) with Lung

metastasis and one case(2.5%) with bone metastasis. MRI findings:

HCC,solitary 8 cases (20%) and multicentric HCCs 6 cases (15%);

metastasis, 8 cases (20 %), hemangioma 7 cases (17.5%),dysplastic

nodules 3cases (7.5%), cholangiocarcinoma and focal nodular hyper-

plasia 2 cases for each (5%),hepatoblastoma,adenoma, regenerative

nodule and benign lesions; 1 case for each (2.5%).Regarding biopsy, 33

cases (82.5%)biopsed for histopathological correlation,(the remaining

7 cases were contraindicated for biopsy because of hemangiomas and

Child C cases). Histopathological results; the common hepatic tumor

was HCC:solitary lesions 7 cases (17.5%) and multicentric HCCs

4cases (10%); metastasis 10 cases (25%);dysplastic nodules 3cases

(7.5%);cholangiocarcinoma and focal nodular hyperplasia and benign

lesions 2 cases for each (5%);hepatoblastoma, regenerative nodule and

lymphoma 1 case for each (2.5%).24 cases (60 %)had liver cirrhosis; 20

cases (50 %) had malignant lesions, 4 cases (10%)had benign lesions.16

cases (40%)had non cirrhotic liver; 11 cases (27.5%)had benign lesions

and 5 cases (12.5%) had malignant lesions.Conclusions:MR imaging
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performs better for detection and characterization of liver lesions

especially in the setting of cirrhosis. MRI is the best tool in differenti-

ating HCC from hepatic hemangioma.
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It has been demonstrated that cryptogenic pyogenic liver abscess

(PLA) is associated with colonic mucosal defect, especially colorectal

cancer (CRC). Therefore, the screening of CRC in patients with

cryptogenic PLA is important. The purpose of the present study was

to investigate the effectiveness of computed tomographic colonog-

raphy (CTC) not only as a CRC screening tool but also as a follow-up

modality in patients with cryptogenic PLA. We retrospectively

evaluated 162 patients with PLA who underwent CTC or colonoscopy

for the purpose of screening CRC. After exclusion, patients with

‘‘cryptogenic’’ PLA were divided into two groups according to the

primary screening modality, and the two groups were compared in

terms of the number of advanced neoplasia, consisting of advanced

adenomas and invasive carcinomas. Patients with advanced polyps in

CTC surveillance were referred to subsequent colonoscopy. As a

result, 68 patients in the primary CTC group and 41 patients in the

primary colonoscopy group were included and analyzed. 12 advanced

neoplasia including 8 carcinomas in the CTC group and 11 advanced

neoplasia including 6 carcinomas in the colonoscopy group were

detected with no statistical differences (P = 0.42). Furthermore, all

abscess lesions were measurable in CTC except 17.6% with complete

resolution. This result suggests that CTC can perform dual role as

follow-up modality and CRC screening tool in patients with crypto-

genic PLA. We also found that old age ([ 65 years) is a risk factor of

advanced neoplasia in the study population, adjusting sex (OR, 3.024;

95% CI, 1.039-8.806; P = 0.042). In summary, the present study

provides evidence that CTC can be an excellent follow-up modality

with dual role in patients with cryptogenic PLA. Therefore, CTC

should be considered in patients with cryptogenic PLA, particularly in

elderly patients over 65 years old.
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Background: Spontaneous regression of hepatocellular carcinoma

(HCC) is an extraordinary phenomenon that occurs rarely. Over 50

case reports are reported, but most of these cases are evaluated with

radiological findings or tissue obtained from biopsy. And there are

only few reports that spontaneous regression of HCC is evaluated

pathologically with resected specimen.

Aim: How we should deal with the spontaneous regression of HCC.

Materials: We experienced a case of spontaneous regression of HCC.

The patient had alcohol-induced chronic hepatitis caused. The con-

trast enhanced MRI revealed 20 mm of classical HCC in segment 3,

but 3 months after, the tumor become necrotic with no blood flow.

Then, he underwent hepatectomy for the tumor.

Results: Only necrotic tissues were observed by hematoxylin-eosin

staining. But, by immunostaining (anti-hepatocyte), viable cancer

cells were observed in small numbers on the capsule.

Conclusions: Even if imaging findings suggest HCC becomes

necrotic spontaneously, there is a sufficient possibility of viable

cancer cells microscopically. So the patients should be treated as

aggressively as usual HCC patients.
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A case of entecavir resistance which is developed after complete
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Background: Entecavir (ETV) is a potent nucleoside analogue

against hepatitis B virus (HBV), and the emergence of drug resistance

is rare in nucleoside-naive patients because development of ETV

resistance (ETVr) requires at least three amino acid substitutions in

HBV reverse transcriptase. We observed a case of genotypic ETVr

with viral and biochemical breakthrough during ETV treatment of

nucleoside-naive patients with chronic hepatitis B (CHB).

Case: A 57-years-old HbeAg-positive man received ETV 0.5 mg/day

for 145 weeks. HBV DNA was 7.7 log10 copies/ ml at baseline,

decreased to below 2 at week 48, declined to a nadir of 0 (negative) at

week 72, and rebounded to 2.2 at week 90 and remained this level

until 109 weeks and increased to 6.8 at week 145. Alanine amino-

transferase (ALT) level increased to 440 IU/ L at week 145. The

ETVr-related substitution (S202P) and lamivudine resistance-related

substitutions (L180 M and M204 V) were detected by sequence

analysis at week 145. The patient discontinued ETV therapy at week

Fig. 1 Clinical course of case
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145, and then received 245 mg of tenofovir disoproxil fumarate

(TDF). Afterwards, HBV DNA level dropped to below 2.6 log10

copies/ml and ALT level was normalized after 19 weeks of TDF

dosing (Fig.1).

Conclusions: The three substitutions associated with ETV and lam-

ivudine resistance developed after complete viral suppression in a

nucleoside-naive CHB patient during ETV treatment. In spite of the

extremely rare chance of viral mutation during ETV treatment,

nucleoside-naive patients should be carefully monitored for resistance

even if complete suppression is present.
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Hepatic sclerosed hemangioma with marked morphological
change during a 10 year immunohistochemical and electron
microscopic study
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A 63-year-old male was admitted for examination of a liver tumor.

The tumor marker levels in the peripheral blood were not elevated

at any time. Plain computed tomography (CT) showed an approxi-

mately 1.5 cm low-density mass in the periphery of segment 8 that

was marginally enhanced on contrast-enhanced dynamic CT. The

tumor, a low-intensity mass on T1-weighted magnetic resonance

images, showed slightly high intensity on T2. We suspected that the

tumor was an atypical hemangioma, metastatic hepatocellular or

cholangiocellular carcinoma. Segmental hepatectomy was performed

and histological examination of a surgically obtained specimen

revealed a sclerosed hemangioma with marked hyalinization and

sparse stromal fibrosis. Immunochemically, the tumor cells were

positive for cluster of differentiation (CD)-34 and alpha smooth

muscle actin. Electron-microscopic observation revealed that the

residual sclerosed hemangioma consisted of numerous caves and

vesicles with enclosed irregular sharp and sized endothelia. Immu-

nostaining for caveolin-1 showed decreased or absent hyaluronic

lesions of sclerosed hemangioma, but abundant residual cavernous

hemangiomas. Radiological findings of the tumor obtained 10 years

prior at our hospital had shown 3 cm, which is typical for LCH.

HSH is a rare condition. Therefore, radiological findings taken from

the same patient 10 years apart are expected to be valuable for their

implications in elucidating the involutional transformation from

LCH to HSH.
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Does hepatectomy need endotracheal general anesthesia? No,
we can do safely only with epidural anesthesia
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Background: Epidural anesthesia has much merit over general

anesthesia in the reduction of perioperative complications. Liver

surgeries commonly require general anesthesia. This is the unique

report of liver surgery under epidural anesthesia with conscious

sedation and without endotracheal intubation.

Aim: To reduce surgical stress.

Methods: We devised the following protocol for hepatectomy under

epidural anesthesia with conscious sedation (Yamamoto method): The

patient takes 10 mg diazepam orally one hour before the surgery. An

epidural catheter is inserted via the Th7-9 interspaces. Just before the

surgery, 10 mg diazepam and 15 mg pentazocine are injected intra-

venously. Intraoperatively, 7 mL of 2% mepivacaine is injected every

40 minutes through the epidural catheter. We have conducted 2 cases

of left hepatectomies, 1 case of left lateral sectorectomy and 4 cases

of partial hepatectomies. We assessed the efficacy and safety in terms

of the mortality rate, surgical time, amount of bleeding and central

venous pressure (CVP) during the procedure.

Results: Every patient was managed without endotracheal intubation

and laryngeal masks. There was no mortality. The amount of blood

loss (median with range) was 559.8 (144.0*1292.0) mL and the

surgical time (median with range) was 256.6 (137.0*363.0) minutes.

CVP values (median with inter-quartile range) pre-clamp and during

the Pringle maneuver were 6.0 (3.8-9.3) mmHg and 3.0 (0.0-7.3)

mmHg (P \ 0.05), respectively. All patients were discharged with no

perioperative complications.

Conclusions: It is routinely thought that liver resection should be

performed under general anesthesia. We report the series of liver

resections performed under epidural anesthesia only, without endo-

tracheal general anesthesia.
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Hepatic encephalopathy and metals
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Background: Hepatic encephalopathy (HE) includes a spectrum

of neuropsychiatric abnormalities occurring in patiens with liver

dysfunction (Fig. 1).

MR imaging abnormalities include an high signal intensity in the

Globus Pallidus on T1-weighted images, likely a reflection of

increased tissue concentrations of manganese.

Aims: To describe a case of hepatic encephalopathy in a patient with

non convulsive status epilepticus, manganese accumulation in globus

pallidus and iron deficiency anemia.

Case report: Comes to our attention a 60 years old woman with

disturbance of consciousness and previous similar episode diagnosed

as ‘‘non-convulsive status epilepticus’’, treated with Levetiracetam. It

was detected an Hyperammonemia and performed a brain MRI with

evidence of T1 hyperintensity of the globus pallidus. For suspicion of

hepatic encephalopathy it was performed a liver biopsy which showed

liver cirrhosis and steatosis (NASH). The hemochrome showed

hypochromic anemia and a Esophagogastroduodenoscopy showed a

normal esophagus. A new gastroscopy showed a Gastric Antral

Vascular Ectasia (GAVE). It was also carried out the dosage of

manganese in the blood, elevated result.
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Conclusions: Liver injury should be suspected on the basis of man-

ganese accumulation in the brain MRI showed.

We hypothesized that manganese accumulation is favored by the

reduction of iron, since this has a greater affinity for binding trans-

ferring compared to manganese.

The iron deficiency promote the entry into the cell of the man-

ganese-transferrin complex. Manganese in neurons is transported to

the globus pallidus where it manifests its neurotoxicity.

Topic: 18 Case Report and Case Series

Absno: 313

An inactive HBV carrier achieved HBsAg seroconversion
after PEG-IFN-a-2a treatment: a case report
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Introduction: For inactive HBV carriers, patients do not recommend

therapy but for close follow-up. The loss of HBsAg and HBsAg-

seroconversion is associated with a complete and definitive remission

of the activity of CHB and an improved long-term outcome.

Case report: A 40-year-old male had been HBsAg positive for more

than twenty years. His HBV serum markers were positive for HBsAg,

HBeAb and HBcAb, while HBsAb and HBeAg were negative. The

HBV DNA level was 1.03 9 103 copies/mL and serum alanine

aminotransferase(ALT) and aspartate aminotransferase(AST) were

normal. The quantitation of HBsAg was 9.11 IU/mL, HBsAb 2.59

mIU/mL, HBeAg 0.42 S/CO, HBeAb 0.01 S/CO and HBcAb 10.03

S/CO. He received PEG-IFN-a-2a treatment(180 lg/week). After two

doses, the HBV DNA level was \ 500 copies/mL. After six doses, the

HBsAg quantitation decreased to 1.60 IU/mL. But ALT and AST

levels raised up to 74.30 U/mL and 47.00 U/mL, respectively. After

eight weeks of treatment, the HBsAg quantitation decreased to

0.19 IU/mL and HBsAb was 5.58 mIU/mL, but ALT level raised to

112 U/mL. After 18 weeks, the quantitation of HBsAb increased to

13.59 mIU/mL, and HBsAg was 0.01 IU/mL. Serum ALT and AST

levels were normal. The patient totally recived 21 doses of PEG-IFN-

a-2a treatment, then PEG-IFN-a-2a was stoped due to its high eco-

nomic burden. At 33 weeks, the quantitation of HBsAb increased to

136.16 mIU/mL and HBsAg was only 0.02 IU/mL. The HBsAb titer

was still more than 100 mIU/mL and the HBsAg quantitation was

below 0.1 IU/mL during the two years0 follow-up periods (Fig. 1).

Conclusion: This case indicated that inactive HBV carrier might also

have favor outcome after PEG-IFN-a-2a treatment and low quanti-

tation of HBsAg might have more chance to achieve HBsAg/HBsAb

seroconversion after treatment.
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Diffuse pruritic erythematous eruptions due to pegylated
interferon alpha 2b therapy in a patient with hepatitis C
virus infection
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Introduction: Combination of pegylated interferon (PEG-IFN) and

ribavirin has been the standard program for hepatitis C virus infection.

Cutaneous side effects are relatively common and had been reported

more frequent with PEG-IFN. The most common cutaneous adverse

reaction is localized inflammatory skin lesions at the site of injec-

tion.We report a patient who developed diffuse inflammatory skin

lesions away from the injection sites.

Case description: A 28-year-old male treated with PEG-IFN-a-2b

(1.5 lg/kg, once weekly) plus ribavirin for chronic hepatitis C pre-

sented with diffuse pruritic erythematous eruptions located on the

face, neck, distal limbs, dorsa of the hands, trunk (Fig. 1) and

Fig. 1 Brain MRI

Fig. 1 Evolution of the serum HBsAg and HBsAb quantitation

during therapy with PEG-IFN-a-2a
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buttocks 5 weeks after starting antiviral treatment. He was admitted to

our outpatient clinic on November 2011. After dermatologic consul-

tation, he was treated with mizolostine 10 mg daily and on topical

calamine lotion, but this did not relieve the symptoms. He was then

started on 24 mg methylprednisolone orally once daily for 3 days. He

had marked symptomatic improvement and complete regression of

skin lesions after steroid therapy. The PEG-IFN-a-2b and ribavirin

was maintained in the same dose. The patient has completed antiviral

therapy of 48 weeks with rapid virological response and end of

treatment response, and is followed up. The clinician should be aware

of this relatively common adverse reaction to PEG-IFN injection and

it does not always necessitate alteration or discontinuation of therapy.

Our case reinforces the importance of a close interdisciplinary follow-

up in order to avoid premature treatment withdrawal.
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A case of primary biliary cirrhosis-autoimmune hepatitis overlap
with severe portal hypertension developed in relatively mild
progression of liver fibrosis
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Introduction: We present here a case of an adult female of Primary

Biliary Cirrhosis (PBC) - Autoimmune Hepatitis (AIH) Overlap

accompanied with advanced esophageal varices and severe

splenomegaly with thrombocytopenia. Endoscopic injection sclerother-

apy (EIS) and partial splenic embolization (PSE) were effective to treat

these conditions. Liver biopsy was useful for the diagnosis of PBC-AIH

overlap, especially anti-human IgG and IgM immunohistochemistry.

Case report: A 47-year-old woman visited another outpatient clinic

because of weariness. The patient was diagnosed as idiopathic

hypertension (IPH) because of pancytopenia, esophageal varices and

splenomegaly with thrombocytopenia developed in relatively mild

fibrotic liver. She was introduced to our hospital to manage them.

Laboratory data showed the following values: RBC 2.50 9 106/ll,

Hgb 5.6 g/dl, WBC 1830/ll, Plt 7.2 9 104/ll, AST 48 IU/l, ALT

37 IU/l, ALP 303 IU/l, c-GTP 89 IU/l. IgG, IgM, antinuclear anti-

body (ANA), anti-smooth muscle antibody (ASMA) and

antimitochondrial anti-bodies (AMA)-M2 were positive. Liver biopsy

revealed chronic non-suppurative destructive cholangitis (CNSDC)

and interface hepatitis. These findings fulfilled of the criteria for PBC.

Moreover, the case was defined probable AIH using simplified AIH

scoring system issued by International Autoimmune Hepatitis Group.

In addition, immunohistochemical observation of anti-human IgG and

IgM were performed. IgG + portal inflammatory cells outnumbered

the IgM + cells. This result was useful to confirm the diagnosis of

PBC-AIH overlap. EIS and PSE were effective then her condition is

now under control using ursodeoxycholic acid.

Conclusion: We present a rare case of PBC-AIH overlap with severe

portal hypertension developed in relatively mild progressed fibrotic

liver. Anti-human IgG and IgM immunohistochemistry was useful to

confirm the diagnosis. In this case, anti-gp210 antibody which is one

of prognosis factors was high so she needs to be treated tightly.
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Introduction: Pegylated interferon (PEG-IFN) in combination with

ribavirin has become the optimal choice for chronic hepatitis C

(CHC). Thyroid dysfunction is a common complication associated

with interferon therapy, and cardiomyopathy is rare. We encountered

a patient who developed dilated cardiomyopathy and hypothyroidism

after the administration of PEG-IFN-a-2a plus ribavirin.

Case description: A 41-year-old woman was diagnosed as CHC

(genotype 2a) on 2006 and received conventional IFN-a-2b and riba-

virin for 6 months, and subsequently became negative for HCV RNA.

In January 2008, the patient consulted for CHC when she began to

experience generalized malaise and fatigue. Laboratory tests revealed

ALT 174 U/L, HCV RNA by polymerase chain reaction was

546,000 IU/mL. She was administered PEG-IFN-a-2a (180 lg,

weekly) and ribavirin (800 mg daily). After the twelfth treatment,

patient was treated with levothyroxine replacement for hypothyroidism

without discontinuation of antiviral therapy. After 23 weeks of treat-

ment, she presented with gradually increasing dyspnea and fatigue for

2 weeks, and was admitted to our hospital. Physical examination

revealed dilated jugular vein and audible gallop rhythm and systolic

ejection murmur. Chest radiography showed an enlarged and globular

cardiac silhouette and pulmonary congestion. Echocardiography

showed decreased left ventricular systolic function with an ejection

fraction(EF) of 32% and fractional shortening (FS) of 15%. Peg IFN-a
and ribavirin was discontinued. The patient was treated with Bena-

zepril, Digoxin, Furosemide, Metoprolol Succinate. Her symptoms

improved in one week and she was discharged on the same medications.

A second echocardiogram 3 months later showed an EF of 47% with

normal chambers, then the heart failure medications were discontinued.

She maintained normal aminotransferases and undetectable HCV RNA

after 24 months follow up. However, permanent thyroid hormone

replacement therapy is need to treat hypothyroidism.Clinicians should

be aware of this potentially cardiotoxicity and periodic monitoring of

the cardiac function is necessary during interferon administration.
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Unusual manifestation of hepatocellular carcinoma
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Fig. 1 Diffuse pruritic erythematous eruptions located on the trunk
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Cutaneous metastasis in an internal malignancy is an uncommon

manifestation. This is seen in patients with advanced lung, colon,

breasts, ovaries, oral cavity, pancreas and stomach. However metas-

tasis to the skin in hepatocellular carcinoma is rare. Multiple

cutaneous metastases in hepatoma are extremely rare. In this clinical

report we have presented a 55 year old male who presented with

multiple skin metastases with liver enlargement. The liver lesion was

diagnosed to be poorly differentiated hepatocellular carcinoma. The

skin lesions on the scalp and parotid were biopsied which proved to

be metastases from poorly differentiated hepatocellular carcinoma.

The cutaneous lesions were rapidly growing and bleed on touch. One

of the lesions was infested with maggots.
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[Instruction] Terlipressin is an analogue of vasopressin used as

vasoactive drug with specific efficacy of vasoconstriction in the

splanchnic area. Therefore terlipressin has been licensed in many

countries to treat variceal bleeding and hepatorenal syndrome.

However, the adverse event induced by terlipressin like hyponatremia

was seldom reported because of the low incidence rate or missed

diagnosis. [Case description] A 41-year-old man, HBsAg positive for

seven years, began antiviral therapy with entecavir since 2006 and

underwent the operation of splenectomy and peri-esophagogastric

devascularization due to gastrointestinal bleeding in 2009. He was

readmitted to hospital for severe haematemesis and melena and

diagnosed as gastrointestinal hemorrhage in cirrhosis and HBV

chronic infection. Then the treatment program was composed of

routine internal therapy, fluid supplement, antacid (nexium), hemo-

static (reptilase) and intravenous infusion with red blood cells.

Additionally trlipressin was intravenously injected in 1 mg/8 h by

injection pump. hyponatremia was found distinctly and was hard to

remedy although supplement of sodium by injection immediately was

used at the same time. The urine volume of this patient increased

obviously after the adoption of terlipressin. Terlipressin then was

withdrawn. In the next three days serum sodium level in this patient

rapidly rose to a nearly normal level of 133.3 mmol/L and urine

volume per 24 hours also dropped to normal range. In this report,

hyponatremia in a patient treated with terlipressin for severe gastro-

intestinal bleeding due to portal hypertension occurred and could been

relieved by withdrawal of the terlipression.

Figure 1. Levels of serum sodium dropped rapidly due to terli-

pressin and rose quickly after withdrawal of terlipressin.
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Reactivation of hepatitis B virus is a complication of immunosup-

pressive therapy especially seen after chemotherapy, therefore

immediate antiviral treatment is recommended before immunosup-

pressive therapies. Whereas, most of the reactivation cases are related

with high doses of steroids or chemotherapeutic agents and there are

only a few reports of acute flare up after long term and low dose steroid

treatment in HBV carriers. We present a case of inactive 20-year-old

HBV carrier with an acute flare up of HBV during 6 months-low dose

steroid therapy due to growth hormone deficiency. He visited to the

endocrinology department because of short stature and diagnosed as

growth hormone deficiency. Somatotropin and cortisone acetate was

initiated by the endocrinologists. His liver enzymes and routine bio-

chemical laboratory results were normal. By the end of six months after

the cortisone acetate initiated he noted anorexia and jaundice. On his

physical examination (PE) his skin was jaundiced and he had scleral

ictericus. He had no altered mental status. In the initial biochemical tests

AST:1752, ALT:2132, direct blirubin:2,76 total bilirubin:4,59, pro-

trombin time:15 sec, INR:1,3, ALP:256 U/ml, GGT:117 U/ml. The

viral panel for HbsAg, anti HBC IgG, HBeAg was found to be positive.

He had high HBV-DNA levels. We thought that this condition was an

acute flare up of HBV infection caused by cortisone acetate treatment.

The patient was hospitalized and lamivudine was initiated. After one

month of the antiviral treatment in the hospital he was discharged on

100 mg of lamivudine. After three months, his PE and laboratory test

results were normal. In conclusion, reactivation of HBV may cause

hepatic failure and even death. Therefore, we should control hepatitis

markers not only in patients receiving chemotherapy but also the other

patients, receiving corticosteroid or another immunosuppressive ther-

apies for endocrinological, rheumatological or various indications.Fig. 1
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Aim: Intraductal papillary neoplasms of the bile duct (IPNB) was

introduced as a precancerous and early neoplastic lesion by WHO

2010 tumor classification of digestive system. We clinicopathologi-

cally studied three resected cases of IPNB.

Methods: Among 288 patients of primary liver cancer who under-

went liver resection at Hyogo College of Medicine between 2008 and

2011, three patients were diagnosed as IPNB on the basis of patho-

logical histology. We immunohistochemically evaluated the

expression of Cytolelatin(CK)7, CK19, CK20, Ki-67, P53, PAS-

Alcian blue. Mucin immunohistochemistry was also performed for

mucin core protein (MUC)1, MUC2, MUC5AC and MUC6. Epithe-

lial types such as intestinal, gastric, pancreatobiliary, and oncocytic

type were determined by morphology and mucin core protein

staining.

Results: In three patients, (one male and two females), all cases were

diagnosed as biliary cancer (intrahepatic cholangiocarcinoma or bile

duct cancer) before operation. All cases were negative both HCV-Ab

and HBs-Ag. Serum levels of CA19-9 elevated in one case. Median

tumor diameter was 2.5 cm (range 2.3 to 3.5 cm). All patients were

undertaken left hemihepatectomy and one was undertaken bile duct

reconstruction. Hisotologically, tumor showed an intraluminal,

growing papillary tumor covered by neoplastic biliary epithelial cells,

two of three were pancreatobiliary type and one was intestinal type.

Immunohistochemically, all cases were positive for CK7, CK19,

PAS-Alcian blue. Invasive IPNB cases were based on MUC1

expression, and MUC2 expression was detected in intestinal type

tumor. MUC5AC was expressed by all cases. Ki-67 was positive (10-

40%) in all cases and p53 was positive in intestinal type tumor.

Conclusion: IPNB have been proposed as the biliary counterpart of

intraductal papillary mucinous neoplasms of the pancreas. More

detailed morphologic and molecular studies are necessary to clarify

the clinicopathological features of IPNB.
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There are some case reports of acute flare up of HBV after high dose

steroid therapy, yet there have been only a few cases reported after

long term administration of low dose steroid in an inactive HBV

carrier. We present a case of 70-year-old inactive HBV carrier with an

acute severe flare up during a long term-very low dose steroid

treatment because of rheumatoid arthritis. She visited the emergency

department with complaints of jaundice of the skin, scleral ictericus,

nausea dark urine and low extremity edema. She was previously

diagnosed as having RA in 2008. She was administrated anti-rheu-

matic -drugs (DMARDS), in addition she has been taking very low

dose oral steroids (2.5 mg/day of Prednisolon). In laboratory

AST:739 IU,ALT:346 IU, total bilirubin:21.1, INR: 9.04, BUN: 32.

The patient hospitalized in department of infectious diseases. She was

taking warfarin after the aortic aneurysm operation and after she

hospitalized we stopped warfarin and administered K vitamin and

fresh frozen plasma. Serology of HBsAg, anti-HBC IGM, anti-HBC

IGG, HBeAg, anti-HBe was found to be positive. Steroid was stopped

and the immediate antiviral treatment with lamivudine at a daily dose

of 100 mg was initiated. The patient was evaluated as liver failure due

to the high INR, transaminase levels, bilirubin levels and low glucose

and sodium levels, the patient was decided to be followed up in

internal medicine intensive care unit. Her transaminases and bilirubin

levels was reduced, yet bone marrow suppression was occurred in the

patient. Her neutrophils reduced to 90 and filgrastim was performed to

the patient for 3 days. After two months of antiviral treatment in the

hospital, the patient was clear of all previous symptoms and was

discharged on 100 mg of lamivudine. After one month, her physical

examination and laboratory test results were normal.
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11C-acetate and 18F-FDG PET/CT for multicentric hepatic
inflammatory myofibroblastic tumors - an extremely rare benign
hepatic neoplasm

Chi-Lai Ho, Sirong Chen, Yim Lung Leung, Thomas K C Cheng,
Ka-Nin Wong, William S K Cheung

Hong Kong Sanatorium & Hospital, Hong Kong, China

Hepatic inflammatory myofibroblastic tumor (HIMT) is an extremely

rare benign disease. Its clinical manifestations and radiological

imaging features resemble those of malignant neoplasms. We per-

formed 11C-acetate and 18F-FDG PET/CT on a case of multiple

HIMTs diagnosed by CT/MRI as a malignant hepatic duct tumor with

liver metastases or vice versa.

Case description: A 13 year-old girl presented with obstructive

jaundice. Laboratory investigations demonstrated leucocytosis, pri-

marily neutrophilia. All liver enzymes were deranged (ALP, ALT,

GGT and AST), superimposed by an obstructive pattern (direct-bili-

rubin 246umol/l, total-bilirubin 257.7umol/l). Tumor marker CA19-9

was elevated (99KAU/l) with normal CEA/AFP. Dual-tracer PET/CT

showed 3 markedly hypermetabolic lesions involving the proximal

CBD and liver segments IV and VIII-IV. They showed pure 18F-FDG

avidity, having high lesion-to-liver ratios of 3.3, 5.4 and 3.0,

respectively; and they were all negative for 11C-acetate, thus effec-

tively excluded hepatocellular carcinoma. As 18F-FDG lesion-to-liver

ratios were rarely [ 3.0 even for aggressive types of cholangiocar-

cinomas, other differential possibilities such as inflammatory

pseudotumor and lymphoma were raised. Biopsy of all 3 lesions

showed the same histological features: fascicles of spindle cells

including fibroblasts/myofibroblasts and collections of plasma cells

and lymphocytes. On immunohistochemistry, myofibroblasts were

stained positive for smooth muscle actin. Constellation of histopa-

thological findings was thus consistent with the diagnosis of HIMT.

The patient underwent hepatic trisectionectomy. Follow-up dual-tra-

cer PET/CT at 2 years after resection was negative for tumor
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recurrence. To the best of our knowledge, this is the first case report

on the uptake pattern and semi-quantitative characteristics of dual-

tracer PET/CT on HIMT as a rare differential diagnosis of a seem-

ingly malignant liver pathology on CT/MR imaging. The rare

incidence of HIMT and the lack of characteristic imaging features are

the reasons of diagnostic challenge and the need for histological

diagnosis for this benign disease, which would otherwise be easily

classified as malignant.
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Massive hemobilia in a patient with portal biliopathy mimicking
cholangiocarcinoma after ERCP
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Portal biliopathy (PB) is a disorder characterized by biliary ductal

abnormalities seen in patients with extrahepatic portal vein obstruction.

Ischemia, fibrosis, direct compression of the thrombosed vessels and

excessive connective tissue formation around the biliary system have a

major impact on the formation of biliary abnormalities. These abnor-

malities consist mainly of bile duct compression and tethering, stenoses,

fibrotic strictures and dilatation of both extrahepatic and intrahepatic

bile ducts, choledochal varices as well as gallbladder varices. Biliary

changes may mimic cholangiocarcinoma and called as pseudocholan-

giocarcinoma sign. We present a case of massive hemobilia from

choledohal varices in a patient with portal biliopathy during ERCP.

32 year-old male applied to gastroenterology clinic wtih com-

plaints of fever, abdominal pain and icterus. He had biochemical signs

of cholestasis. Ultrasonography reported internal echoes in choledo-

chus and dilatation in intrahepatic biliary tree. Doppler USG showed

portal vein obstruction and cavernous transformation. ERCP revealed

stones and strictures in the common bile duct. 2 cm stricture was

evaluated as cholangiocarcinoma initially. Balloon extraction of

stones and plastic stent placement done. Massive hemobilia after

biliary procedures occur. Eventually, 7 ERCP procedures during

2 years period done in this patient and after all of ERCP procedures,

such as stent exchange procedure, balon extraction of calculi, we

experience a massive hemobilia which necessitate hospitalization and

blood transfusion. After 2 years follow up, patient accepted as portal

biliopathy. He denied a definitive surgery. Stent was removed very

carefully and he had no icterus after 6 months of follow-up.

Clinical implications of portal biliopathy consist of cholestasis,

stone formation, and consequently cholangitis. Clinicians should kept

in mind that any massive hemobilia after therapeutic ERCP may be a

sign of portal biliopathy.
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Werner syndrome and NASH
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Aim: Werner syndrome (WS) is a rare autosomal recessive progeroid

disease caused by mutations in the WRN DNA helicase. Central

obesity and insulin resistance are common symptoms of both WS and

nonalcoholic fatty liver disease (NAFLD). We proposed WS as a

possible cause of nonalcoholic steatohepatitis (NASH) based on

analysis of three case-series in which all patients have characteristic

fat deposit and several metabolic disorders (J Clin Pathol. 2009;

62:1043-5). To confirm these hypotheses, we studied more three WS

patients and assess the each patient’s profile and clinicopathological

features.

Methods: Six WS patients were enrolled. The clinical background

and pathological features of the liver were evaluated.

Results: The imaging studies revealed the presence of fatty liver in all

patients except Case 6. Almost patients had dyslipidemia and diabetes

mellitus or impaired fasting glycaemia although the body mass

indices were relatively low. All patients had insulin resistance

assessed by homeostasis model assessment as an index of insulin

resistance (HOMA-IR). On the other hand, Only 2 cases (Case 2 and

3) had hypertension. Liver biopsies were performed in all patients and

revealed the existence of NAFLD except Case 6. Case 1, 2, 3 and 4

were diagnosed as NASH. Case 5 was diagnosed as simple fatty liver.

Case 6 had a slight fat deposit in the liver. Case 5 has only dislipi-

demia and has been already treated by strictly controlled diet and

some medicines for some years. Case 6 who has been already treated

by strictly controlled diet and exercise for many years had no meta-

bolic disorders.

Conclusions: WS has several metabolic disorders and insulin resis-

tance. Our cases suggest that WS is a possible cause of NAFLD /

NASH. Improvement of lifestyle, nutrition and medical care could

provide beneficial effects for WS patients although further studies are

needed.
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Human fascioliasis is a parasitic infestation caused by the trematode

Fasciola hepatica. Fever, urticaria, pain in the right hypochondrium,

hepatomegaly, hypergammaglobulinaemia and marked eosinophilia

are the classical signs and symptoms of hepatic or acute stage. The

second chronic or biliary stage usually presents with intermittent right

upper quadrant pain with or without cholangitis or cholestasis. Sel-

dom presentation of the chronic disease is tumor-like lesion in the

liver and familiarity with this presentation may help clinicians to

come to timelier diagnoses of treatable infection when seeing patients

with suspected liver cancer and avoid unnecessary tests.

We present 4 patients refered to the gastroenterology depart-

ment with the complaint of abdominal pain and suspected

diagnosis of liver tumor. 2 males and 2 females patients with ages

of 28, 39, 45 and 53 years. All patients came from Araban district

of Adiyaman city which was an endemic site for F. Hepatica. All

patients had 5-10 cm liver masses which has irregular margins,

non-enhencement with contrast agents and containing cystic areas

on CT. Fresh water cress ingestion history and an average of 20%

eosinophilia found in all patients. In first case, a liver biopsy done
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and revealed benign infiltration with eosinophilic infiltration.

Serology for F. Hepatica was positive with titer of 1/1280. In other

cases, biopsy was not done. In all patients, triclabendazol treatment

were given.

When a patient comes from endemic region of Fasciola hepatica

and presents with suspicious liver tumor, serology for F. Hepatica

should be obligatory if elevated liver enzymes and eosinophilia

accompany hypodense lesions with irregular margins on the CT scan.

CT is very helpful in obtaining a clear-cut diagnosis of the disease and

in distinguishing fascioliasis from other causes.
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Hepatitis E virus (HEV) is one of the major causative agents of acute

hepatitis in many developing countries. In Japan, HEV infection had

been related to travel to such endemic areas. However, sporadic cases

related to zoonotic origin were recently recognized, and their detec-

tion is increasing. A 66-year-old Japanese female was admitted

because of liver dysfunction. There was no family history of hepatitis,

and the patient had not traveled abroad in the last year. She had not

eaten undercooked deer, wild boar or pig meat. She had not had any

close contact with animals during the two months preceding the onset

of acute hepatitis. Her laboratory data were negative for serum

markers of hepatitis A, B and C. Her prothrombin activity was

decreased to 39%, and total bilirubin was increased to 5.8 mg/dL. She

was diagnosed with severe acute cryptogenic hepatitis. As a result,

she was treated using prednisolone (PSL), and serum transaminase

levels and prothrombin activity were promptly improved. After the

administration of PSL, her serum was found to be positive for IgA

anti-HEV antibodies and HEV-RNA of genotype 3f strains. The HEV

strain recovered from this patient was 93.4% homologous to those

circulating in Spanish swine. We experienced the first sporadic Jap-

anese case of severe acute hepatitis E, which was founded to be a

Spanish swine type, genotype 3f strain. This strain has never been

detected in humans or domestic pigs in Japan. The infection route of

this case was underway. A phylogenetic analysis of HEV strains

should therefore be considered for sporadic cases with as unknown

origin to identify the sources of infection.
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Introduction: Because of its safeties and treatment effectiveness, the

popularity of radiofrequency ablation (RFA) for the treatment of

hepatocellular carcinoma (HCC) has gradually increased. However,

some serious complications of RFA which are tumor seeding, liver

abscess, intraperitoneal hemorrhage, pneumothorax, hemothorax,

pleural effusion, bowel perforation, and hepatic infarction have been

reported. Recently, we experienced a case of diaphragmatic hernia

after RFA for HCC. For its great rarity, we report this case with a

review of the literature.

Case report: A 61-year-old man with alcoholic cirrhosis was diag-

nosed with 1.0 cm sized HCC in segment (S) 5 and 1.3 cm sized HCC

in S 8 of the liver and he was treated by transhepatic arterial

chemoembolization (TACE) and RFA . Eleven months after TACE

and RFA, measuring 0.9 cm lesion in the right hepatic dome (S VIII)

was identified as HCC on dynamic magnetic resonance imaging

(MRI). He underwent RFA to the HCC. Nine months after RFA,

abdomen computed tomography (CT) revealed diaphragm defect with

herniating mesentery. Twenty two months after RFA, chest CT

showed diaphragm defect with herniating colon and mesentery.

Because he had no symptoms and surgical repair for diaphragmatic

hernia was high risk operation for him, we decided a conservative

treatment. As follow-up examination, he has remained asymptomatic.

Conclusion: If the percutaneous RFA to the lesion adjacent to the

diaphragm was performed, clinicians should pay attention to pos-

sible thermal induced complications for a long time, which can

cause him to undergo major surgery or even death suddenly after a

long period of quiescence, in spite of its rarity.
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Liver in acute malaria-A case series
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Introduction: Hepatic sequelae of malarial infection like hepato-

megaly, modestly elevated transaminase levels are frequent. Mild

hyperbilirubinemia is occasionally associated with jaundice, and

hypoglycaemia, low serum albumin, prolonged prothrombin time may

be seen but death from hepatic failure that is directly due to plas-

modial infection does not occur. P falciparum is responsible for most

fatalities, with adherence to postcapillary venules in liver and

ischaemic necrosis. In the present autopsy study of liver in 3 adults,

malarial infection was characterized by heavy haemozoin pigment

accumulation in the Kupffer cells and in the sinusoidal erythrocytes,

sinusoidal congestion, and centrilobular necrosis, indicating severe

and fatal acute malarial infection.

Case details: Three adult male patients aged 30, 52, and 60 years,

were brought in dead to the hospital; there was history of fever and

jaundice in 2 patients. At autopsy, the liver and spleen were enlarged,

the lungs were congested and there was yellowish discolouration of

all the organs. Grossly the liver was dark brown in 2 cases and slate

grey in one case. The H & E sections showed dilated hepatic sinusoids

and hyperplastic, hypertrophied Kupffer cells. Dark brown pigment
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was seen as clumps in kupffer cells obscuring the nuclei of the cells,

and as small brown granules in the sinusoidal erythrocytes. The

pigment did not react with PAS and iron stains and was hence con-

firmed as haemozoin malarial pigment. Focal hepatocytolysis, and

portal infiltration by lymphocytes was evident. The mechanisms

causing the shock state of severe malaria include sequestration of

parasitized erythrocytes in the splanchnic vasculature with subsequent

hypoperfusion, endotoxemia, and elevated production of tumour

necrosis factor.
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Hepatitis A virus (HAV) infection is a most common cause of viral

hepatitis. Its occurrence during pregnancy is rarely reported. Acute

HAV hepatitis during second and third trimester of pregnancy is

associated with a high rate of gestational complications (placental

seperation, premature rupture of membranes and vaginal bleeding)

and preterm labor. So far, there are two reports with maternal-fetal

transmission of HAV. When the diagnosis is established, these cases

were in intrauterine and neonatal period respectively.

Here, two pregnancy resulting in fetal loss are presented in addi-

tion to different aspects of association with acute HAV infection.

Case: at different times, two female in gestational week 20 and 28

were admitted to our clinic due to fatigue, nausea-vomiting and

scleral jaundice. The diagnosis of hepatitis was made by compatible

clinical semptoms, laboratory paramaters and positive anti-HAV IgM

serology. The obstetric ultrasonography of pregnant women were

normal. The clinical complaints of patients recovered in a mean

period of 8 day and the patients without obstetric problem were

discharged from hospital. At routine obstetric controls, intrauterine

fetal deaths were detected approximately 21 days after diagnosis of

acute HAV infection. No HAV infection in dead fetuses was decisive

confirmed because the fatal blood samples weren’t collected for anti-

HAV IgM-IgG or HAV RNA.

In the literature, the diagnosed fetus in intrauterine period had poly-

hydramnios and fetal ascites. The physical examination of our dead

fetuses revealed significantly abdominal distension. Therefore it was

thought that the abdominal distension developed secondary to ascites.

Only, one dead fetus was performed postmortem pathological

examination because the consent form wasn’t approved by other

parent. The liver showed evidence of acute hepatitis.

It should be noted that acute HAV infection in pregnant females

may cause gestational complications as preterm labor or fetal loss

even if the maternal-fetal transmission of HAV is rarely.

Topic: 18 Case Report and Case Series

Absno: 861

Isolated hepatic sarcoidosis mimicking liver microabscesses:
a case report

Meltem Tasbakan1, Aytac Erdem1, Husnu Pullukcu1,
Tansu Yamazhan1, Oguz Resat Sipahi1, Mehmet Sezai
Tasbakan2, Naim Ceylan3, Bilgin Arda1, Sercan Ulusoy1

1Infectious Diseases, 2Chest Diseases, 3Radiology, Ege University

Medical School, Izmir, Turkey

Sarcoidosis is a systemic granulomatous diease which predominantly

the lungs. Isolated liver involvement is very rare.We present a case of

sarcoidosis with isolated liver microabscesses. A 51 year old woman

with no known prior disease admitted to the hospital with the com-

plaints of fever persisting for 20 days and abdominal pain. In the

physical examination she had fever and tenderness on palpation in

the upper right quadrant. Laboratory findings were:leukocyte:

15,57x103/mm3, sedimentation rate:104 mm/h.Abdominal ultraso-

nography revealed in 42x38 mm cystic lesion nearby the gallbladder.

Abdominal computerized tomography(CT) revealed microabscess-

es(largest 15 mm). There were nonspecific nodules at upper lobe of left

lung in thorax CT and mediastinal LAP wasn’t observed.Empirical

ceftriaxone + metronidazole was started.Echinococcus,fasciolosis,

toxoplasmosis, leishmaniasis,HIV and brucellosis serology were neg-

ative.Since there was no clinical response, treatment was switched to

meropenem + teicoplanin. Rheumatic diseases and infective endocar-

ditis were excluded. Autoimmune and tumor markers were negative.

Blood or urine cultures did not reveal any bacterial or mycobacterial

growth.Quantiferon tb gold was negative,PPD test 9 mm. Liver biopsy

and aspiration from the cyst were performed.Entameoba hystolytica

antigen.Pathology revealed macrovesicular steatosis.She was per-

formed bone-marrow biopsy which was normal. Laparatomy was

planned. However,the patient didn’t give consent.Second liver biopsy

was performed. Granulomas including langerhans type giant cells were

seen in portal areas suggesting tuberculosis or sarcoidosis.She was

performed conjunctival biopsy which revealed lymphoplasmocytic

infiltration but not granuloma. Angiotensin-converting enzyme(ACE)

was found to be 54,4U/L(8-52).Since the patient did not respond to

antimicrobials and the microbiologic tests excluded tuberculosis and

other common infectious pathologies were excluded.She was started

40 mg methyl prednisolone + isoniazid prophylaxis. Her complaints

regressed.ERS decreased to 10 mm/h. The follow up CT on 30 of

prednizolone revealed decrease in the abscess sizes,ACE was 5U/L. Her

treatment was planned to continue for one year.Our case suggests that

diagnosis of isolated liver sarcoidosis is challenging. Liver biopsy alone

isn’t adequate for the diagnosis. Increased ACE levels may be impor-

tant. (Fig. 1).

Fig. 1 Abdominal CT

S694 Hepatol Int (2013) 7 (Suppl 1):S1–S754

123



Topic: 18 Case Report and Case Series

Absno: 900

A complicated case of unexplained ascites clarified by cavernous
transformation of portal vein

Xiaolong Qi1, Shenglan Wang1, Guoxin Fan1, Jun Ma2,
Changqing Yang1

1Institute of Digestive Disease, Division of Gastroenterology and

Hepatology, Tongji Hospital,Tongji University School of Medicine,
2Division of Radiology, Tongji Hospital, Tongji University School of

Medicine, Shanghai, China

Background: Ascites is defined as the accumulation of fluid exceeding

the maximum volume of 25 ml in the peritoneal cavity which is

accounted by cirrhosis (75%), malignancy (10%), cardiac failure (3%),

tuberculosis (2%), pancreatitis (1%) or other rarer causes and cavernous

transformation of portal vein in adults is an uncommon finding. We

presented a complicated case with schistosomiasis-cured history of

massive ascites clarified by cavernous transformation of portal vein.

Methods: The patient with unexplained ascites was treated with

routine and a series of specific examinations including liver function

tests, serum and urine electrolytes examinations, abdominal ultra-

sound and CT, biochemical and cytological analysis of ascitic fluid,

X-ray chest radiograph, gastroscope, tumor markers inspection, trans-

vaginal ultrasonography, angiography of portal venous system, etc.

Results: A 75-year-old female patient with massive ascites and a

history of cerebral infarction and cured-schistosomiasis was treated in

our hospital. Significant esophageal varices were found under gas-

troscopy and the slow velocity of blood flow in portal-/hepatic-/

spleen- veins were detected by ultrasound, which confirmed the

diagnosis of portal hypertension. Although serum ascites albumin

gradient was 15.4 g/L (C 11 g/L) which indicate cirrhotic portal

hypertension, the results of liver function greatly reduce the possi-

bility of cirrhosis. Besides, no miracidia or ova of schistosoma was

found in stool examination. Meanwhile, angiography of portal venous

system and ultrasound showed no vessel occlusion or abnormity in

portal, hepatic and splenic vein except cavernous transformation of

portal vein and splenic venous collateral vessels formation. Any other

etiologies (e.g. malignancy, cardiac failure, pancreatitis, tuberculosis,

immune system disease etc.) had been excluded.

Conclusions: Massive ascites caused by pre-hepatic portal hyper-

tension in the case was definite. Cavernous transformation of portal

vein might be clarified by a post-schistosomiasis chronic inflamma-

tion and vascular malformation suggested by cerebral infarction and

splenic venous collateral vessels formation.
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Hepatic cytolysis is a common biological syndrom of consulting in

hepatology but its etiologic diagnosis is not always easy to make. In

this work, we tried to analyze the etiologic profile of hepatic cytolysis

in a Moroccan hospital population. We retrospectively reviewed 4937

medical records of all patients hospitalized in the Hepato-Gastroen-

terology, Ibn Rochd University Hospital Center of Casablanca during

a period of four years, ranging from January, 1st, 2006 to December

31st, 2009. Of these patients, 312 (6.3%) had hepatic cytolysis. The

mean age of these patients is 49 years with a sex ratio (F/H) of 1.3.

94.2% of patients have chronic cytolysis against 5.8% with an acute

cytolysis. 76.9% with cytolysis associated with cholestasis, against

19.6% with pure cytolysis. The main etiologies of cytolysis in this

study are: Hepatitis C virus (18.6 %), metastatic liver (14.7 %),

alcoholic liver disease (9.6 %), the metabolic steatopathy (6.4 %),

drug hepatitis (5.8 %), malnutrition (5.8%), liver tuberculosis (4.5%),

extrahepatic cholestasis (4.2 %) and hepatitis B virus (3.8 %). Other

etiologies have frequencies ranging from 2.9 to 0.3 %. In 10.6 % of

cases, cytolysis remains unexplained. in conclusion, etiologies of

cytolysis are dominited by hepatitis c and alcoholic liver disease in

moroccan hospitalized moroccans.
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Introduction: Fish bile-cyst toxication is acute and sever. The primal

symptom is gastrointestinal reaction. Absorbed in alimentary tract,the

toxin accepts detoxication in liver and excretion in kidney.So the

hepatic and renal toxication injury is predominant.Nowadays,we have

no specific antidote to the fish bile-cyst toxication. And the key is to

accept hemodialysis(HD) combinating with hemoperfusion(HP),whol-

ely and swiftly improving the internal environment,which can induce

amelioration.

Case description: A 19 years old man was admitted becasuse of

vomitting and diarrhea after having eaten ten fish bile-cysts 11 hours

ago. And he has no remarkable meidical history. On the first day after

admitting, Serum Aspartate aminotransferase(AST) 9325U/L, Ala-

nine aminotransferase(ALT) 7727U/L, Total bilirubin(TBIL)39.

3 lmol /L, direct bilirubin21. 3 lmol /L. On the basis of fluid treat-

ment,diuresis,proteccting liver, the patient accepted hematodialysis

and hemoperfusion. After two times of HD and HP,AST 422U/L,

ALT 2419U/L, TBIL 53. 3 lmol/L, direct bilirubin 31. 7 lmol /L.

Continuting to accept common treatment,the seventh day of admit-

tion,AST 46U/L, ALT 468U/LTBIL 29. 2 lmol /L, direct bilirubin

6. 4 lmol /L.Above all,HD combinating with HP to treat fish bile-cyst

intoxication should be considered as a effective method.
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Paint rich in organic solvent may cause toxication by inhalation,oral

adminstration and skin contact,and inhibts enzymatic activity,inter-

feres cellular metabolism,mainly causing central nervous system

injury,also cause hepatic and renal injury. Hemoperfusion and artifical

liver can enhance hepatic function recover.
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Case report: A 44-year-old man was admitted because of vomitting,

palpitation,short of breath for 2 days and jaundice for 1 day after

paint contact 2 days ago. He has no remarkable meidical history.

Hepatic function:serum alanine aminotransferase(ALT) 2452 IU/L,

aspartate aminotransferase(AST)1201 IU/L,total bilirubin(TBIL) 267

lmol/L,direct bilirubin(DB) 174 lmol/L.

Diagnosis: Paint inhalation toxication,acute hepatic failure. Accepting

common protecting liver treatment,the third day after admit-

tion,ALT1188 IU/L,AST 197 IU/L,TBIL 439 lmol/L,DB 246

lmol/L and the patient began to accept hemoperfusion. More

3 days later,ALT 845 IU/L,AST 110 IU/L,TBIL 477 lmol/L,DB

280 lmol/L.On the baisis of bilirubin ascending,artifical liver

was conducted.1 day later,ALT 467 IU/L,AST 7 1 IU/L,TBIL

403 lmol/L,DB 210 lmol/L s Continuing to accept common pro-

tecting liver treatment.On the 21th day of admittion,all the test above

were normal,and the patient was discharged.
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Acetaminophen is absrobed quickly in alimentary tract,90% acetamino-

phen can combine with glucuronate and sulpahte in liver,which is noxious

and can combine with hepatic cellular protein,causing cellular necrosis.

After 2-4 days,the disease may aggravate into acute hepatic necrosis and

hepatic encephalopathy.On the basis of common drug treatment,hemo-

perfusion is a optimal and effective treatment. Hemoperfusion can cut

down acute hepatic faliure mortality caused by drug toxication.

Case Description: A 24-year-old woman was admitted because of

vomitting,abdominal pain after takeing Acetaminophen 100 tab-

lets.First day serum alanine aminotransferase(ALT) 1883U/L,

aspartate aminotransferase (AST) 677U/L.Diagnosis was acute drug

toxication,acute hepatic failure.On the baiss of common treat-

ment,hemoperfusion was conducted.6 days later,the serum ALT and

AST both gradually descended to normal level.
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Toadstool contains hydroxycholine,neurotoxin and hepatoxin. And

these toxins injury important organs,so as liver,heart,kidney,brain and

so on,especially liver. Acute hepatic failure primarily may cause

nausea,secondly jaundice. And hepatic function failure may induce

glyconeogenesis dysfunction,lactic acidosis,hypopotassemia,

Hyponatremia and disseminated intravuscular coagulation.

Hemoperfusion can relieve organ function injury and improve the

internal environment. Here we report one toadstool toxication case

successffully treated by common anti-toxincation treatment and

hemoperfusion.

Case description: A 44-years-old man was admitted because of

nausea,vomitting diarrhea and jaundice after having wild mushroom.

Liver function after admittion:serum alanine aminotransfer-

ase(ALT)1048 IU/L,aspartate aminotransferase(AST)1234 IU/L,total

bilirubin(TBIL)259 lmol/L,direct bilirubin(DB)149 lmol/L.

Diagnosis: Acute toadstool toxication,acute hepatic failure.On the

biasis of common treatment of protecting liver,hastening excre-

tion,the patient accepted the hemoperfusion for 3 days. And then

serum ALT 648 IU/L, AST 578 IU/L, TBIL 110.2 lmol/L, DB

78 lmol/L. Contuning to accept protecting liver treatment for

12 days. All the test were normal,and the patient was discharged.
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Effective endovascular stenting for portal hypertension caused
by stenosis of the reconstructed portal vein
after pancreaticoduodenectomy

Shojiro Hata, Kenji Miki, Masanori Teruya, Michio Kaminishi

Department of Gastrointestinal Surgery, Showa General Hospital,

Kodaira, Japan

Introduction: Portal hypertension resulted from the occlusion of

main portal vein (PV) often results in the development of varices and

repeated gastrointestinal bleeding. The development of ascites due to

portal hypertension affects the patient’s quality of life. Therefore it is

crucial to restore the blood flow of PV and to prevent symptoms of

portal hypertension. On the other hand, bleeding from varices in the

Roux-en-Y jejunal loop due to extrahepatic portal obstruction after

reconstruction of the biliary tract is rare and the treatment of such

bleeding is difficult and the prognosis is poor.

Herein we report successful portal venous stent placement in a patient

with portal vein stenosis after pancreaticoduodenectomy (PD) that led

to repeated bleeding from jejunal varices of the Roux-en-Y loop.

Case: A 58-year-old man underwent PD with wedge resection and

reconstruction of PV for distal bile duct carcinoma. About a month

after surgery, he experienced abdominal distension and repeated

melena. Gastroscopy and colonoscopy identify no source of bleeding.

Computed tomography showed massive ascites, severe PV stenosis and

dialated collaterals through the jejunal vein of the Roux-en-Y loop.

Jejunal varices resulting from portal vein stenosis were suspected as the

cause of the melena. A metallic stent (Wallstent, Boston Scientific) was

placed in the portal vein following transileocolic portal vein angio-

plasty. Although the cure of hemorrhagic jejunal varices caused by

portal vein stenosis is difficult in patients who have undergo major

abdominal surgery, patency of the stent in this patients has been

maintained for 10 months without gastrointestinal hemorrhage.

Metallic stent placement is recommended as a useful treatment for

portal vein stenosis that is less invasive than other surgical procedures.
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Liver cirrhosis in a 6 year old male in Western India: unusual
aetiology!

Vishnu Dnyaneshwar Biradar1,2, Mrunmaya Panda3, S Srividya4,
Sachin Shah5

1Pediatric Gastroenterology, Aditya Birla Memorial Hospital,
2Pediatric Gastroenterology, Deenanath Mangeshkar Hospital,
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3Gastroenterology, 4Pathology, 5Pediatrics, Aditya Birla Memorial

Hospital, Pune, India

Introduction: In India, Liver cirrhosis commonly occurs due to

Wilson, Autoimmune, Viral Hepatitis B & C or Budd Chiari syn-

drome. Rare causes include Metabolic liver disease, Cholestatic liver

disease etc.

Case description: 6 year old child presented with recurrent jaundice

since 2 years with growth failure. No H/o diarrhea or other significant

history. His weight was 13 kg and Height was 102 cm. On examination,

he had icterus and hepatosplenomegaly. He was thoroughly investi-

gated. Hemogram s/o hypersplenism. Hb - 10 gm/dl, MCV - 68 fl, TLC -

6000/cmm, Platelet - 1.23 lac/cmm. LFT showed Total Bil.- 1.31 mg/dl,

Dir.- 1.29 mg/dl, SGOT- 1393U/L, SGPT- 1084 U/L, Alk. Phosp.- 921

U/L, GGT- 68 U/L, Total protein - 6.6 gm/dl, Albumin - 3.7 gm/dl. PT

INR was 1.7. All hepatotropic viral markers were negative. S.Cerulo-

plasmin, 24 hr urine copper and Autoantibodies ANA, SMA and LKM1

were negative. tTG IgA was 112 mg (Positive). Serum IgA and IgG were

normal. Gastroduodenoscopy showed Gr .I esophageal varices and

scalloping of duodenal mucosa. Duodenal biopsy showed Marsh Grade

IIIb changes. Liver biopsy showed established cirrhosis with portal

inflammation. Liver copper was 39 ug/gm. HLA report was DQA1 -

*0101 *0201 and DQB1 - *02*05. Child started on strict gluten free diet

(GFD) and improved.

Conclusion: Celiac is rare cause of liver cirrhosis in adult which is

treatable with GFD. This is first case report of Liver Cirrhosis due to

Celiac disease in a 6 year old child from Western India.
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Case report: tuberculous pseudoaneurysm of the gastroduodenal
artery presenting as hemobilia

Rommel Romano, Estrellita Ruiz, Albert Ismael

Gastroenterology, University of Santo Tomas Hospital, Manila,

Philippines

Introduction: Hemobilia is a rare cause of upper gastrointestinal

bleeding and is commonly iatrogenic in nature associated with per-

formance of invasive procedures. Other causes of hemobilia include

trauma, malignancy and vascular lesions such as aneurysms.

Case Summary: We report the case of a 28 year-old female from

Manila who had hemobilia secondary to a tuberculous pseudoaneurysm

of the gastroduodenal artery. She initially presented with acute, severe

abdominal pain, jaundice, fever and melena. She was started on cip-

rofloxacin and metronidazole. ERCP documented the passage of blood

from the ampullary orifice as well as irregular filling defects in the

common and intrahepatic bile ducts on cholangiogram. A plastic stent

was left in place. Contrast-enhanced CT Scan was done due to suspicion

of cholangiocarcinoma, however, it did not demonstrate any tumor.

Persistence of melena prompted hepatic angiography which showed a

pseudoaneurysm located at the junction of the hepatic artery proper and

the gastroduodenal artery. No attempt at embolization was made

because of the location of the lesion. After multiple blood transfusions,

she underwent exploratory laparotomy. The peritoneum was studded

with small, whitish nodules. The common bile duct was nodular and

hard on palpation. Cholecystostomy tube insertion was done. Biopsy of

the samples taken from the peritoneal implants showed caseating

granulomas. She was started on isoniazid, rifampicin, pyrazinamide and

ethambutol. There was lysis of the fever, improvement in the jaundice

and resolution of melena. One week post-op, there was recurrence of

fever and jaundice. The anti-Koch’s medications were withheld. Mul-

tiple liver abscesses were seen on repeat ultrasonography. Antibiotic

therapy was shifted to piperacillin-tazobactam and the anti-Koch’s

medications were slowly reintroduced. There was clinical improvement

after three days. She was discharged stable and improved.
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Combined hepatocellular carcinoma and cholangiocarcinoma
with biphenotypic antigen expression

Ikuo Nakamura, Yuji Iimuro, Yuichi Kondo, Nobukazu Kuroda,
Tadamichi Hirano, Toshihiro Okada, Yasukane Asano, Kazuhiro
Suzumura, Shogo Tanaka, Hisashi Kosaka, Seikan Hai,
Jiro Fujimoto

Hepatobiliary Pancreatic Surgery, Hyogo College of Medicine,

Nishinomiya, Japan

Combined hepatocellular carcinoma (HCC) and cholangiocarcinoma

(CCC) is a rare type of primary liver carcinoma. We present three

cases of combined hepatocellular and cholangiocarcinoma with

biphenotypic antigen expression.

(Case1) A 70-year-old male with hepatitis B had the tumor

(35 mm) in segment 5 of the liver. We resected segment 5 of the liver.

(Case2) A 44-year-old female with hepatitis B had the tumor

(42 mm) between segment 5 and 6. The resection of segment 5 and 6

was performed.

(Case3) The patient was a 53-year-old male patient with hepatitis

B and Dubin Johnson syndrome.

The tumor (14 mm) was located in segment 5 of the liver. The

resection of segment 5 of the liver was performed. In three cases, the

histologic examination of the specimen revealed typical features of

combined hepatocellular and cholangiocarcinoma. Immunohisto-

chemical analyses showed a biphenotypic antigen expression profile

of the tumor cells. This finding suggests that both HCC and CC were

possibly derived from the same cancer stem cells with the capacity to

differentiate into both hepatocytes and cholangiocytes, and that both

the cellular components.
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Tuberculosis Lymphadenitis during Pegylated Interferon-alfa
and Ribavirin Therapy for Patient Coinfected with Hepatitis B
Virus and Hepatitis C Virus

Dilara Inan1, Gulay Ozbilim2

1Department of Infectious Diseases, 2Department of Pathology,

Medical School of Akdeniz University, Antalya, Turkey

The causative role of IFN-based antiviral therapy in exacerbating

tuberculosis infection remains controversial; the possible mecha-

nisms are as yet unclear. Clinical and laboratory studies have

shown that the hepatitis B virus (HBV) and hepatitis C virus

(HCV) interact with each other and affect immune responses. We

present the case of 48-year-old woman with chronic hepatitis B

and C virus coinfection, who developed dry cough, chest pain, and

dysphagia after receiving 29 weeks of pegylated interferon alfa-2a

and ribavirin treatment. Physical examination of the patient0s
painful, bilateral cervical, paratracheal and supraclavicular lymph
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node enlargement were found. Lymph node biopsy showed that

granulomatous lymphadenitis of uncertain etiology with tubercu-

loid-type granulomas. Treatment for HBV/HCV coinfection were

completed total 48 weeks. Two weeks later antituberculous treat-

ment was started. During the third month of treatment, acute

hepatic flare due to HBV developed. Tenofovir was started for

treatment of chronic hepatitis B. The outcome of antituberculosis

therapy was favourable and completed after 9 months. Virological

suppression was obtained for both viruses. At 6 months after

pegylated interferon alfa-2a and ribavirin therapy, a sustained vi-

rological response was achieved for HCV. A maintained

undetectable HBV DNA was achieved under tenofovir therapy.

This is believed to be the first case report of virologic response

from coinfection of HBV/HCV and tuberculosis treated concur-

rently with antiviral and antituberculous agents.
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A patient with cavernous transformation of portal vein
and essential thrombocythemia

Fang Xu, Pujun Gao, Xiaolin Guo, Junjie Qin

The First Hospital of Jilin University, Changchun, China

Cavernous transformation of portal vein (CTPV) is a uncommon

disease which can cause extrahepatic portal hypertension. It can be

classified as idiopathetic and secondary the reasons of which consists

of tumor
�
abdominal infection and chronic myeloproliferative dis-

eases. Essential thrombocythemia(ET) is one of the most commonest

myeloproliferative diseases. Embolus and bleeding are the common

and lethal symptoms of ET. Here we reported a patient presenting as

CTPV was finally diagnosed as ET. This patient was a 29 years old

woman who had abdominal distension for 2 months and was initially

suspected with liver cirrhosis before coming to our hospital. The liver

CT showed she had normal liver, but splenomegaly and abnormal

portal vein with thrombosis and collaterals. Gastroendoscopy showed

severe esophageal and gastric varices. The platelet count was

345 9 109/L. The bone marrow biopsy and liver function test are

normal. She underwent splenectomy and esophageal varices ligation.

Seven months later, we found that the platelet count reached

2706 9 109/L. The bone marrow biopsy showed myeloproliferative

disease. The JAK2 mutation test was positive. The results supported

the diagnosis of ET. After treatment, the platelet count returned to

normal level. When a patient has portal hypertention and CTPV

without signs of liver cirrhosis, especially with a normal or slightly

high level of platelet count, ET should not be ignored. Although the

bone marrow biopsy is normal, JAK2 mutation test should be done.
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Acute liver failure related to the mobile phone battery material
in china

Qinglong Jin, Yue Qi, Yanhang Gao, Yinping Li, Junqi Niu

First Hospital of Jilin University, Changchun, China

A 26-year worker complained sever fatigue and jaundice for one

week. He worked in the cell phone battery production line for several

months. Physical exam showed deep jaundice. ASTh142U/L,

ALTh133hU/L, GGTh78U/L, ALBh30.3 g/L, TBILh630.9umol/L,

DBILh254.2umol/L, PTh43.4 s and PTA 14%. Ultrasound screen-

ing showed the liver size reduced. And hepatic encephalopathy

developed at the 2nd day of admission. The patient died in 3 days. The

blood toxicological analysis showed the concentration of several

heavy metal and compounds which were well known as battery

materials were highly overproof. It is highly suspect that the acute

liver failure was closely related to the environment of the factory.

This case suggests the standard protocol of battery production is very

important.
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A case of fasciola hepatica presenting with neuropathy

Salih Boga, Ali Riza Koksal, Mehmet Bayram, Osman Ozdogan,
Meltem Ergun, Canan Alatas Alkım

Gastroenterology, Sisli Etfal Education and Research Hospital,

Istanbul, Turkey

Introduction: Fasciola hepatica is an endemic parasite in Turkey.

Chronic Fasciola hepatica infection may be asymptomatic or may

cause biliary obstruction and inflammation.

Case: Seventy-year-old male patient complaining of weakness and

difficulty in walking for 2 months had been investigated in a neu-

rology clinic and determined as sensorimotor polyneuropathy by

electromyography. During further investigations to detect any possi-

ble paraneoplastic etiology that may cause polyneuropathy, a few

pieces of hypoechoic lesions with uneven borders in the liver

parenchyma were detected by computed tomography, while biliary

tracts were normal. The patient who lost 15 kg in two months and did

not complain about abdominal pain, fever, nausea, vomiting, jaundice

and did not describe dark urine or acholic stool. Physical examination

revealed mild tenderness in epigastrium, global deficit of deep tendon

reflexes, bilateral indifferent plantar reflexes, and 4/5 muscle strength

in lower extremities. Except these, there was no additional finding

The patient whose cholestasis enzymes were in normal ranges in the

arrival, developed fever and hyperbilirubinemia during the follow-up

and cholestasis enzymes also increased. Dilatation of common bile

duct was found in ultrasonography. The common bile duct was found

to be dilated in the endoscopic retrograde cholangiopancreatography

(ERCP) and there were also saccular dilatations in the intrahepatic

bile ducts. After papillotomy, multiple sweeps of the common bile

duct was done by balloon catheter and 2 leaf-shaped live Fasciola

Hepatica each measuring nearly 15 9 25 mm were evacuated

(Fig. 1).

Triclabendazole 10 mg / kg was prescribed as an oral single dose. In

the clinic follow-up, the patient’s complaint of difficulty in walking

disappeared completely.

Fig. 1 Fasciola hepatica
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Conclusion: Although Fasciola hepatica is a parasite that resides in

the bile ducts, neurological disorders can also be seen due to fasciola

hepatica infestation.
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Acutehepatitis C virus infection following ozone
autohaemotherapy

Elif Sahin Horasan, Ali Kaya

Mersin University, Faculty of Medicine, Mersin, Turkey

Introduction: Acute hepatitis C is a serious infectious disease and

leads chronic liver disease, cirrhosis and hepatocelluler carcinoma.

Transmission of hepatitis C virus (HCV) primarily occurs through

parenteral exposure. Ozone autohaemotherapy (OAH) is a procedure

in which 50-100 ml of blood is withdrawn from the patient and

treated with a gaseous mixture of oxygen and ozone. Subsequently,

the blood is promptly reinfused.

Here we report, one patient developed hepatitis C virus infection

following OAH.

Case description: A 46-year-old woman was admitted to our hospital

for weakness and anorexia starting 15 days previously. Vital signs

were stable. Her exam is only remarkable for right upper quadrant

tenderness to palpation. Laboratory tests showed that AST and ALT

were elevated (607/1442 IU/L), direct bilurubine was 0.79 mg/dL

(0-0.3 mg/dL), anti-HCV antibody was positive and HCV RNA titer

was positive (3030 IU/mL, Genotip1b) (Cobas Taqman 48, Roche

Diagnostics, Switzerland). Other laboratory investigations were nor-

mal. Her medical history revealed that she had attended a private

practice because of immunomodulation, and her friend recommended

ozone autohaemotherapy. She had received ozone autohaemotherapy

2 months ago.

Serologic tests, including other viral markers, showed nothing sig-

nificant (HbsAg, AntiHbcIgM, AntiHAV-IgM were negative). Before

OAH she had normal liver enzymes. She had no known risk factors

for hepatitis C (such as intravenous drug abuse, tattoo nor transmis-

sion by sexual contact) and had not received any blood components

before or after OAH. Health-care associated was suspected and she

was diagnosed with acute HCV infection. At week 6, liver enzimes

were normal, HCVRNA was nondetectable.

Conclusion: Acute HCV infection is diagnosed rarely due to its

asymptomatic course. Diagnosis of acute HCV infection can usually

made in cases with history of exposure. In conclusion, universal

precautions are very important to prevent risk of transmission of

health care associated HCV.

Topic: 18 Case Report and Case Series

Absno: 1234

Carcinoid tumor of the minor duodenal papilla in an elderly
patient: a rare case

Sahin Coban1, Bora Aktas1, Osman Yuksel1, Zahide Simsek1,
Atatürker Arıkök2

1Gastroenterology, 2Pathology, Diskapi Yildirim Beyazit Education

and Research Hospital, Ankara, Turkey

Carcinoid tumors are neuroendocrine tumors result from entero-

chromoffine cells. Carcinoid tumor of minor papilla is very rare. We

present a rare case of carcinoid tumor of the duodenal minor papilla in

an elderly patient. A 77- year- old male was admitted to our hospital

with jaundice and abdominal pain lasting a week. Physical exami-

nation was normal except abdominal tenderness with palpation and

conjonctival icterus. The blood tests revealed elevated bilirubin and

transaminases levels. A dilatation of choledocus and a 1 cm in

diameter stone in the distal choledocus was seen in abdominal

ultrasound. We performed an endoscopic retrograde cholangiopan-

creatographical examination and removed the stone. While we were

performing endoscopic retrograde cholangiopancreatographical

examination we saw approximately 1 cm in diameter mass around

minor papilla. We obtained biopsies from the lesion. Histological

examination revealed that a submucosal well- differantiated neuro-

endocrin tumor. The tumor contained cells in small clusters which

had small nuclei with fine uniform chromatin. The immunohisto-

chemical study was positive for chromogranin and synapthophysin.

Any mass or metastases were not seen in dynamic contrasted com-

puted tomography series. By endoscopic ultrasound we found a small

size mass which was located in the submucosal layer and muscularis

propia was intact. Whipple operation was performed because of the

patient’s choice. Macroscopic examination displayed a tumor in the

minor duodenal papilla measuring 1.2 cm in its largest diameter.

Submucosal well- differantiated neuroendocrin tumor was confirmed

and any Adjacent tissue and lymph node metastasizes were not

revealed by patological examination. Carsinoid tumor of minor

papilla is difficult to diagnose in early stage because it is usually

asymptomatic. Radiologic modalities usually are inadequate to show

the tumor in early stage. ERCP is superior to radiologic examinations

to show the tumor, and is used for taking biopsy and treatment

approach such as local excision.
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Hepatocellular carcinoma in HBeAg negative compensated
cirrhosis patients who received long term treatment of nucleotide
analogs

Yue Qi, Yang Lv, Qinglong Jin, Junqi Niu

First Hospital of Jilin University, Changchun, China

Case 1, the patient was male, and 43 years old. The baseline clinical

data was HBsAg + , anti-HBe + , anti-HBc + , HBV DNA 1.26 9

105 copies/ml, ALT46U/L, AST 32 U/L,ALB 45.6 g/L,AFP

3.64 ng/ml. The patient received lamivudine treatment and the HBV

DNA was undetectable from the 36th week. Hepatocellular carcinoma

was found in the right lobe of liver after 3-year anti-HBV treatment,

and the AFP was 399.4 ng/ml, HBVDNA\103 copies/ml at that time.

TACE was performed several times and the sign of survival tumor

during 1 year following up till now.

Case 2, the patient was male, and 56 years old. The baseline

clinical data was HBsAg + , anti-HBe + , anti-HBc + , HBV DNA

4.2 9 104 copies/ml. The patient received adefovir treatment and the

HBV DNA was undetectable from the 24th week. HCC was diagnosed

at the 3rd year of treatment and the patient died from the progressive

cancer.

Case 3, the patient was male, and 56 years old. The baseline

clinical data was HBsAg + , HBeAg + , anti-HBc + , HBV DNA

7.59 9 105 copies/ml. After 14-week telbivudine treatment, HBV

DNA was undetectable, and HBeAg -, AFP 3.98 ng/ml, HBV

DNA\103 copies/ml after 2-year treatment, but the HCC was found.

RFA was performed, and there was no recurring till now.

It is reported previously that the anti-HBV therapy reduce the

HCC ratio in CHB patients. Our clinical data showed the hepatocel-

lular carcinogenesis in the patients who received long term treatment
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of Lamivudine, adefovir and telbivudine and got good response. The

screening of HCC is still important in the patients received long term

nucleot(s)ide analogs without drug resistance.
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Acute liver injury caused by herpes zoster in a PBC patient
during Ursofalk treatment

Qinglong Jin, Yue Qi, Yanhang Gao, Ge Yu, Junqi Niu

first hospital of Jilin University, Changchun, China

The patient was female and 52 years old. The main complain was

fever and abdominal pain. The patient was diagnosed as PBC 2 years

ago. It is interesting that the first symptom of her was passing black

stool. The staging of her disease was decompensated cirrhosis at that

time, but the anti-M2 was negative. The patient received Ursofalk

treatment (1000 mg/d), and the anti-M2 turned to positive from

1 year ago. Routing tests were performed. ALT 877hU/L, AST

773hU/L, ALB 28.7hg/L, GLB 37.0hg/L, TBIL 189.3humol/L,

DBIL 127.6humol/L, WBC 12.5 9 10^9/L, (NE%)h0.90,

HGB)h108hg/L. The patient was treated as spontaneous peritonitis

for three days, the white blood cell number decreased to normal, and

after 10 days ALT return to 50 IU/L, which is the usual level for this

patient in these 2 years, but the abdominal pain was persistent.

20 days later, severe vasicular rash presented in the left trunk inner-

vated by intercostal nerves. The diagnosis was herpes zoster, after

2-month treatment, the patient recovered. There is no report of the

occurring of herpes zoster in PBC patient during Ursofalk treatment

yet. And in this case,the transient increase of ALT and WBC was

highly suspected related to the herpes zoster.
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Clinical challenge for physicians: abdominal tuberculosis review
of 24 cases

Meltem Ergun1, Bilge Tunc2, Aysel Ulker2, Nurgul Sasmaz2

1Gastroenterology, Sisli Etfal Education and Research Hospital,

Istanbul, 2Gastroenterology, Turkiye Yuksek Ihtisas Training and

Education Hospital, Ankara, Turkey

Background: Abdominal tuberculosis (tb) is still seen in immune-

competent adults, in developing countries. The accurate diagnosis of

abdominal tuberculosis requires a high index of suspicion and com-

bination of diagnostic modalities in clinic practice and takes a long

time.

Methods: The records of 24 patients (10 females, mean age 40 years,

range 21-68 years) diagnosed with abdominal tuberculosis between

January 2000 and December 2011 were analyzed retrospectively.

Patients’ characteristics, laboratory investigations, radiological,

endoscopic and surgical findings were evaluated. Follow-up infor-

mation was obtained with telephone contact and scheduled visits.

Results: 24 patients were enrolled the study. The most frequent

symptoms were abdominal pain (n = 19, 79%), fever (n = 20, 83%),

ascites (n = 8, 33%), diarrhea (n = 10, 42%), weight loss (n = 16,

66%). Subacute/acute intestinal obstruction was found in 5 cases. Past

history of treatment for tuberculosis and family history of tuberculosis

were present in 4 (16%) and 5 (21%) patients respectively. Basis of

diagnosis of abdominal tb were histo-pathology obtained by

endoscopic/colonoscopic biopsies in 8 (33 %), ultrasound/CT guided

biopsies in 5 (21%), laparoscopic/surgical interventions in 7 (29%),

ascites examinations in 2 (8%) patients. Microbiological tests were

positive only in 4 (17%) patients. Abdominal tb diagnosis was made

by mean 2.95 ± 1 invasive procedures.

Predominant site of involvement by abdominal tb was intestinal in 12

(50%), peritoneal in 8 (33%), solid viscera/nodal in 4 (16%) cases.

Conclusion: Abdominal tuberculosis is a complex disease with non

specific symptomatology. Combination of high index of clinical

suspicion and using multiple adjuvant diagnostic tools is required to

make correct diagnosis.
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Autoimmune duct injury accompanied with hypothyroidism

Qinglong Jin, Yue Qi, Yanhang Gao, Junqi Niu

First Hospital of Jilin University, Changchun, China

Case 1: The patient was 42 years old, female. The main complain

was fatigue,cold intolerance and hair loss. The patient was suffered

from ectopic pregnancy 2 years ago, and received surgery treatment.

Laboratory testing showed TSH 6.880uIU/ml, free T3 4.51 pmol/l,

free T4 14.90 pmol/L, sex hormone and costisal level were normal.

AMA 1:3200, anti-M2 +++, anti-thyroid peroxidase antibody +. The

diagnosis of this patient was PBC and hypothyroidism. The treatment

of this patient was Ursofalk and thyroid hormone replacement

therapy.

Case 2: The patient was 33 years old, female. The main complain

was jaundice and passing black stool. Physical exam indicated ami-

mia and nonpitting edema. Laboratory tests showd ANA 1:1000,

AMA-, TSH 100.000uIU/ml, free T3 2.10 pmol/l, free T4

4.510 pmol/L, antithyroglobulin antibody +, anti-thyreomicrosomal

antibody +. Serum IgM 2.40 g/L, serum IgG 24.70 g/L, AST

61U/L, ALP 1217U/L, yGT1229U/L, TBIL81.6umol/L, DBILh

51.3humol/L, Liver pathology showed abnormality and absence of

bile duct. The diagnosis was autoimmune vanishing bile duct syn-

drome and hypothyroidism. GGT level decreased during Ursofalk

therapy but the therapy discontinued because of severe itching. Cor-

ticosteroid treatment was selected till now.

The report of duct injury and thyroid dysfunction caused by auto-

immune in the same patient was rare. But our cases indicate there may

be some relationship between the immune attack to bile duct and that

to thyroid.
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Successful endoscopic retrograd cholanjiopancreatography
in a patient with situs inversus

Sahin Coban1, Ilhami Yuksel1, Osman Yuksel1,
Metin Kucukazman2

1Gastroenterology, Diskapi Yildirim Beyazit Education and Research

Hospital, 2Gastroenterology, Kecioren Teaching and Research

Hospital, Ankara, Turkey

Situs inversus viscerum is a rare condition in which the organs are

transposed to the opposite side in the body. Endoscopic procedures

can be difficult in patients with situs inversus due to left-right reversal

of visceral organs. We present a patient with choledocolithiazis who
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had situs inversus. Endoscopic Retrograd Cholanjiopancreatography

(ERCP) was performed to the patient with minor modification of

maneuvers at left lateral decubitus as usual.

A 60-year-old woman was admitted to our clinic with abdominal pain

at the left upper quadrant and epigastrium, jaundice, and fever.

Abdominal ultrasound showed dilated intrahepatic bile ducts and cho-

ledochus with a stone measuring 1 cm in diameter. ERCP was

performed and revealed distortion of gastric anatomy with inverted

location of greater and lesser curves. The papilla was oriented to the right

side position. ERCP showed transposition of gallbladder and bile ducts

to the left side and pancreatic duct to the right side. Sphincterotomy was

performed, and purulent bile and a stone were removed.

Transposition of the abdominal viscera associated with situs in-

versus, involves technical changes to the ERCP procedure. In our

case, the procedure was feasible with the patient in the usual prone

position. However, the duodenoscope was needed to be turned about

180� clockwise in the stomach due to the ectopic orientation of the

papilla. Despite these anatomical features and technical difficulties, it

was possible to carry out the procedure.
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Istanbul University, İstanbul Faculty of Medicines, 4Pathology,

Istanbul University, Istanbul Faculty of Medicine, Istanbul, Turkey

Introduction/aim: IgG4 related disease(IgG4 RD) is a systemic or

local autoimmune disease. Maintenance treatment(MT) is not clear

after remission induction.

Material method: Data of 6 patients who applied to our clinic and

were diagnosed as IgG4 RD by means of clinical, biochemistry,

pathological and imaging methods.

Results: 4 of the patients have pancreas involvement and 2 of the

patients have liver involvement.3 of the patients with pancreas

involvement were men and their mean age was 38 ± 22 years(17-

69).IgG4 level was 575 ± 654(156-1550)mg/dl. Lesions in pancreas

were evaluated by EUS and IAB was applied. Pathology was chronic

pancreatitis in all of the patients.With the steroid treatment (Delta-

cortil 40 mg/day) remission was insured in the 1.month in the whole

group.Treatment was stopped after completing it to 6 months. In the

end of following time for 13 ± 7 months(6-24),maintenance treat-

ment with AZT continued in one patient because of relapse. A patient

with liver involvement applied in acute hepatitis,the other applied

with cirrhosis.29 year old female patient was referred with acute

hepatitis. Her;AST:799U/L,ALT:403U/L,GGT:117U/L,ALP:250U/L,

T.Bil/D.bil.:6/ 5.7 mg/dL.In the evaluation carried out for acute

hepatitis etiology,viral serology and autoantibodies were (-),cerulo-

plasmin level was normal. LDH(450U/L)was high,direct-indirect

coombs (+),spherocytes in peripheral smear;findings were in accor-

dance with autoimmune hemolytic anemia. IgG4 was 246 mg/dL.

Steroid treatment started with diagnosis of IgG4 related OIH and

autoimmune hemolytic anemia. Another liver involvement patient has

criptogenic cirrhosis. He was 41 year-old. In biochemistry;AST:

450U/L, ALT:250U/L, ALP:460U/L, GGT:250U/L, T.Bil./D.Bil.:

4/3 mg/dL.In the etiological evaluation,IgG4 was 466 mg/dL. The

patient was diagnosed as cirrhosis developed in IgG4 related disease

and steroid treatment was started. AZT was added to the MT of the

patient because of IgG4 level was still high and whose mixed type

enzyme highness continued in the 4.week of the treatment.Enzyme

profile returned to normal in the 3.month of the treatment is still

followed under treatment in compensated cirhosis period.

Conclusion: IgG4 RD may appear in a wide clinical spectrum. MT

should be considered in recurrent cases and liver involvement.
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A 77-year-old woman with HCC complicating hepatitis B virus-

related cirrhosis (Child-Pugh class A) visited outpatient clinic for

abdominal pain and fever develop.

She was regular follower up due to hepatitis B virus-related

cirrhosis.

She was diagnosed 1.5 cm sized small HCC at liver right lobe seg-

ment 5 area two weeks ago. She was takend DEB-TACE with D.C bead�

for HCC treatment one week ago. After DEB-TACE, the patient com-

plained of poor appetite, nausea, and abdominal pain. The patient0s
symptoms were treated conservatively; hydration, pain and fever control,

accordance with post embolization syndrome. On the 5th day, because his

fever and abdominal pain were controlled by oral medications and the

patient was discharged. Five days later, the patient was re-admitted for

abdominal pain and fever. Her vital sign was stable and abdominal

examination revealed severe epigastric tenderness with fever. The liver

enzyme levels were similar as before admission, but the white blood cell

count 5,640/lL, C-reactive protein 7.11 mg/dL were elevated. Abdom-

inal CT images demonstrated marked distened GB with wall thickening

compatible acute gangranous cholecystitis with impending rupture. The

patient was operated laparoscopic cholecystectomy.

After operation, the patient’s symptoms were subsided.

Operation specimen pathology was grossly measuring

8.4x3.8x2.2 cm, serosal surface is grayish fatty and smooth. Opening

the specimen, mucosa reveals greenish brown fibrotic appearance.

Micropathology was consistant with aucte gangrenous cholecytitis,

probably due to artery occlusion of embolic agents.

The patient was discharged after one week.

The authors discuss the case of a patient who underwent DEB-

TACE and subsequently required a laparoscopic cholecystostomy due

to development of acute cholecystitis.

We present the case of a woman who developed acute cholecys-

titis after DEB-TACE with D.C bead� for hepatocellular

carcinoma.(HCC).
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Objective: Investigation of a very high lymphocyte count ascites in a

62 years old woman with synchroneus triple malignancies.

Case report: A 62 year old woman admitted to the gynecology clinic

with a history of four month left loin pain, pollacuria and nocturia. After

evaluations, she is found to have an ovarian mass with mild ascites and

mild peripheral blood leukocytosis, operated immediately. In the

operation, she had a left ovarian mass and another appendiceal mass

which were resected both and no peritoneal metastasis found during the

operation. In pathologic examination of the masses, ovarian clear cell

tumor and appendiceal carcinoid tumor diagnosed, also the extracted

lymph nodes revealed the third malinancy type: chronic lymphocytic

leukemia (CLL) which was confirmed by peripheral blood flow cyto-

metric evaluation. After the operation, the ascites quantity increased

according to the preoperative situation. In ascitic evaluation, she had a

high ascites albumin gradient with very high lymphocyte number not

well responding to diuretic treatment. She had no liver disease, no

peritonitis carcinomatosa and no peritoneal tuberculosis which was

confirmed by Adenosine Deaminase Activity test which was negative.

The ascites findings were inconsistant with the classical etiologic fac-

tors in differential diagnosis. After the first chemotherapy, she had a

severe infection because of which she could not recover.

Conclusion: Triple malignancies synchroneously seen very rarely.

Also the ascites with a high lymhocyte load unrelated to peritonitis

carcinomatosa or peritoneal tuberculosis may be related to CLL

which must be evaluated by flow cytometric examination of the

ascites lymphocytes.
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Aims: The purpose of this study was to introduce the usefulness of three-

dimensional rotational angiography in transcatheter arterial chemo-

embolization (TACE) for hepatocellular carcinoma by two cases.

Methods: Two patients who underwent hepatic angiography were pro-

spectively examined. Their treatments might have been adversely

affected because the tumors and the feeding arteries were not clearly

visible by other imaging methods. At first, a 2D DSA (Digital Subtraction

Angiography) acquisition was made. Then the 3D images revealed more

tumor stains which had not been identified by standard 2D DSA image,

and the feeding vessel to the liver tumors was clearly observed.

Results and conclusion: 3D (three-dimensional) RA (rotational

angiography) provided additional useful information for TACE. 3D

RA has the advantage of decreasing the total time of superselective

intubation and the dosage of contrast material required. 3D RA can be

especially useful to the interventional radiologist during TACE while

the patient is on the catheterization table.
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Patient was 57 years old female, she suffered from pancreas head

cancer and conventional pancreaticoduodenectomy was performed.

Pancreas was removed 2 cm far from root of the splenic artery and the

portal vein was preserved without invasion. Posterior branch of

hepatic artery derived from Superior mescenteric artery. Chronic

pancreatitis due to obstructive pancreatitis was seen but fibrosis was

not so severe. Some amount of pancreatic juice was drainaged from

external stent. To control blood glucose, sliding scale of insulin was

adopted and good control was done and there was no episode of

abdominal infection.

Patient could start eating from 5 th postoperative day and diarrhea

was managed 2-3 times per day with drugs. She seemed well recovered

from surgery. Pathological results showed adjuvant chemotherapy was

recommended and it was started from 22 postoperative day using

gemucitabine. While second course of chemotherapy, liver enzymes

were elevated. CT scan reveals obvious whole liver steatosis, high

density irregular shape mass was pointed out in segment 4. Adminis-

tration of gemucitabine was stopped and using administration of

pancreatic enzyme and thiazolidines. We continue to follow by CT scan

and liver biopsy was not perfomed because of hepatitis is settled down.

Chemotherapy could be continue as liver enzymes were almost normal.

Though 3 month after, CT reveals segmental liver steatosis along

middle hepatic vein, right liver remains steatosis and left liver was

recovered and irregular shape mass was enlarged. At this time, tumor

marker was decreased then recurrence was not considered. Though

6 month after operation, irregular shaped high density mass was diag-

nosed as metastasis by PET scan.

We reported a case of early development of steatosis after PD and

metastatic tumor seemed like high density mass in fatty changed liver,

metastatic tumor was usually low density.
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Colonic varices are an unusual cause of rectal bleeding. Occurring

most often in the setting of portal hypertension, colonic varices have

also been linked to congenital vascular lesions. One such vascular

lesion, the cavernous hemangioma, is rarely found in the bowel.

Cavernous hemangioma can infiltrate long segments of the intestine

and mesentery and typically present with bleeding, which can be

indolently and insidiously associated with chronic anemia or can be

massive and life threatening. The only effective treatment of this

disease is complete surgical resection. We report a rare case of sur-

gically treated colon hemangioma with overt bleeding that was

suspected with rectal bleeding from colonic varices.

A 39-year-old man visited an emergency department due to

hematochezia. He had histories of longstanding alcohol consumption.

The initial blood pressure was 130/70 mmHg. Laboratory findings

were as follows : hemoglobin of 9.4 g/dL, serum album of 3.3 g/dl,

total bilirubin of 0.9 mg/dl and prothrombin time (PT) of 13.6 sec.

Hepatitis B surface antigen and anti-HBe antibody were positive. On
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upper endoscopy, large non-bleeding esophageal varices and mild

degree of portal hypertensive gastropathy were noted. Subsequent

colonoscopic examination showed tortuously dilated venous

engorgements covered with cherry-red spots and fresh blood without

evidence of active bleeding at the splenic flexure, which was sug-

gestive of colonic varices. However, liver stiffness measurement

assessed by FibroScan was mildly elevated (7.4 kPa) and hepatic vein

pressure gradient via percutaneous transjugular approach was normal

(4 mmHg). To confirm this lesion, the patient underwent abdominal

CT scan and was diagnosed with liver cirrhosis related to portal vein

anomalies, and cavernous hemangiomas of distal transverse colon.

Left hemicolectomy was performed and histologic examination of the

specimen revealed cavernous hemangiomas of the diffuse expansile

type. Postoperatively, the patient has done well with no recurrence of

symptoms.
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Background: Around 2-3% of the world0s population are chronically

infected, and infected individuals are at high risk of developing ste-

atosis, fibrosis, and liver cirrhosis. The latter is a major predisposing

factor for the development of hepatocellular carcinoma (HCC),

lymphoproliferative disorders.

Clinical case: A patient with chronic hepatitis C virus (HCV) pre-

sented to our clinic with a hepatic mass as well as lymphocytosis.

Biopsy of the hepatic mass revealed apposed hepatocellular carci-

noma (HCC) and small lymphocytic lymphoma (SLL)/chronic

lymphocytic leukemia (CLL) stage B (Rai-Binet). The result of the

cytogenetic analysis has shown that CLL was 13q-. RNA HCV was

detected in tumor cells as HCC as SLL/CLL. In blood level of HCV

RNA was 1.4x10 7cml. Dramatic examples of lymphoma regression

during treatment with antiviral medication in chronic HCV patients

have suggested an etiologic role for HCV in lymphomagenesis.

Conclusions: A growing body of research seeks to clarify the details

of the interaction between HCV and B-cell lymphomas. This case of

adjacent SLL/CLL and HCC is the second published diagnosis of

these two diseases in the liver at one time, and the only published

example of the physical apposition of any lymphoma and HCC. The

case is provocative in light of recent evidence that local interactions

between HCV-infected hepatocytes and B cells may contribute to

lymphomagenesis.
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Pegylated interferon-a has been used to treat chronic hepatitis B and

C in many countries. A slight flare in the ALT level was usually

observed among patients with chronic hepatitis B during interferon-a
treatment but acute exacerbation of chronic hepatitis B is rarely

observed.

Case: A 24 year-old man suffering from chronic hepatitis B with

HBe Ag negative was applied Pegylated interferon-a2a (Peg-IFN-

a2a) treatment. He started to complaining from malaise, nausea

and dark- coloured urine at the tenth week of therapy and was

admitted to our hospital. Based on laboratory findings, the patient

was diagnosed to be severe acute exacerbation. The changes of

ALT, AST, Total bilirubin (T-Bil), HBV-DNA were shown before,

during and after treatment in Table 1. Peg-IFN- a2a treatment was

immediately stopped due to rapid increase in the serum ALT, AST and

T-Bil level. The patient was monitored for liver failure. Hepatitis

serology, cytomegalovirus, Epstein-Barr virus and human immunode-

ficiency virus, and autoimmune panel for liver were all negative. Liver

transaminases and T-bil level showed a decreasing tendency after dis-

continuation of Peg-IFN- a2a treatment. But, a strong association was

not found between quantification of serum hepatitis B surface antigen

(HBs Ag) and HBV DNA level.

The physicians should be kept in mind the risk of severe acute

exacerbation in patients with chronic hepatitis B receiving Peg-IFN-

a2a therapy.
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Endoscopic Retrograde Cholangiopancreatography (ERCP) is com-

monly performed in patients with biliary diseases. We report a case of

a 51 year old lady who was referred to us from some peripheral

hospital. She presented to the emergency department with a three day

history and symptoms of biliary colic0s and on investigation found to

have cholelithiasis with choledocholithiasis.

ERCP was done in which CBD appeared slightly angulated, nar-

row distal CBD and mildly dilated proximal CBD. Multiple filling

defects seen consistent with stones. A 0.035-inch diameter, 450 cm

length straight tip guide wire (Jag wire, Boston Scientific, Newton,

USA) was advanced into the left biliary tree and an endoscopic biliary

sphincterotomy performed over the guide wire along with

Table 1 The changes of ALT, AST, total bilirubin (T-Bil)

Begining
of
therapy

4th week
of
therapy

8th week
of
therapy

10th week
of therapy

Third week
after stopping
therapy

5th week after
stopping
therapy

ALT (N:5-45
U/L)

83 169 219 1785 332 102

AST (N:5-45
U/L)

66 80 158 1475 105 66

T-Bil (N:0,2-
1 mg/dL)

0,7 0,8 0,7 5,1 1,3 1

HBV DNA
IU/mL

453216 135562021 1638052

HBs Ag

quantification IU/mL151469680
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sphinteroplasty. Keeping in view the anatomical variation identified

on cholangiogram, CBD dilatation was done using controlled radial

expansion (CRE) balloon (16.5 mm) COOK Quantum TTC� Biliary

Balloon Dilators Balloon sweep performed, multiple small stone

extracted. A large stone cannot be retrieved in spite multiple efforts

therefore a 10 Fr/ 10 cm plastic biliary stent was inserted. She

remained well 24 hrs post ERCP. After 24 hrs she started complaining

of severe abdominal pain associated with abdominal distension and

her Hemoglobin dropped from 11-7.4 g/dl without any evidence of

hemetemesis or melena. A CT Scan Abdomen was done which

showed a large Sub capsular intrahepatic hematoma with air fluid

level. An Exploratory laparatomy, cholecystectomy, liver sub cap-

sular hematoma evacuation with T-tube placement was done after

which the patient recovered well and subsequently discharged home.
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Background/aims: Liver function tests represent an elegant prog-

nostic tool in the planning process of liver surgery and the estimation

of future remnant organ function. Aim of this study was to investigate

the intraindividual reliability of the LiMAx test.

Patients/ methods: As previously described (Stockmann et al. 2009)

the LiMAx test was applied by intravenous bolus injection of 13C

labeled Methacetin as the substrate for the hepatic cytochrome

P 4501A2 isoenzyme. Metabolism of this substrate leads to hepatic

production of 13C-carbon dioxide. The ratio of 13CO2/12CO2 is con-

tinuously analyzed in the exhaled air over 60 minutes. 7 healthy

volunteers underwent on two consecutive days LiMAx measurements.

Furthermore in 4 patients, with absence of liver disease, that under-

went extra-abdominal surgery, LiMAx tests were performed before

surgery and on postoperative day (POD) one.

Results: LiMAx results in the healthy volunteer group were 439

lg/h/kg (SEM ± 17) on day 1 and 436 lg/h/kg (SEM ± 19) on day

2, respectively. This indicates a measurement variance of 5.73 %

(SEM ± 0.77). LiMAx results in the group of patients undergoing

liver surgery were 315 lg/h/kg (SEM ± 28) before surgery and

356 lg/h/kg (SEM ± 58) on POD1, respectively. This indicates a

measurement variance of 11.12 % (SEM ± 6.08). In both groups an

excellent reliability of measurements results was found (r = 0.82,

n = 7, p = 0.05; and r = 0.99, n = 4, p = 0.05 respectively).

Conclusion: According to this interim analysis the LiMAx test shows

a good intra-individual reliability of the enzymatic liver function

capacity in healthy volunteers. Moreover extra-abdominal surgery,

and hence general anesthesia, per se does not seem to lead to relevant

alteration in the actual liver function.
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Metastatic melanoma to the liver and spleen
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Introduction: Melanoma incidence has steadily increased recently in

China, 20,000 new cases of melanoma were diagnosed every year.

The liver and spleen are frequent sites of metastases for cutaneous

melanoma,however hepatic metastases and splenic metastasis hap-

pened at the same time are rather peculiar clinically.

Case report: The patient was 39 years old, male. The main complain

was abdominal distension,expiratory dyspnea,and the whole body

ached. The patient was suffered from left thumb malignant melanoma

2 years ago,and was treated with wide local excision,left axillary node

dissection for metastasis 2 months ago. Laboratory testing showed

lactate dehydrogenase:3633U/L,aspartate aminotransferase:1413U/L,

total bilirubin:338.7umol/l,cholinesterase:1378U/L,hydroxybutyrate

dehydrogenase:2226U/L.Contrast-enhanced magnetic resonance

imaging showed splenomegaly,hepatomegaly,and diffuse masses

within the liver and spleen. Liver biopsy didn0t be done due to pro-

longation of the prothrombin time and badly situation.Combining with

his medical history,the diagnosis was metastatic melanoma to the liver

and spleen. The treatment of the patient was conservative medical and

cell therapy,but the patient died finally (Figs. 1, 2 and 3).

Conclusion: Melanoma can metastasize long after initial presenta-

tion, the prognosis of hepatic metastases and splenic metastasis is

poor,the median survival is 4 to 6 months,and the disease incidence

has increased,we must take it seriously.

Fig. 1 On physical exam:the patient has distended abdomen

Fig. 2 Wide local excision for left thumb melanoma
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A rare complication (aortic thrombosis) of colorectal carcinoma
in a 55-year-old patient.a case report
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1Medicine, 2Aga khan University Karachi, Karachi, Pakistan

Colorectal Carcinoma (CRC) is the fourth most common cancer in

men and the third most common cancer in women worldwide. The

increased risk of thromboembolic events associated with invasive

procedures, chemotherapy, immobilization and malignancy induced

hypercoagulable state are well documented in Literature. Venous

thrombi are often associated with CRC and have been reported in

literature, but aorta is usually not a common site of thrombus

formation in the setting of CRC. We report a case of a descending

aorta thrombus in a patient with CRC and liver metastases, which

arised without any surgical intervention or chemotherapy and has

not been reported previously in literature. Aortic thrombi may have

devastating complications like peripheral embolism and may cause

angina and ischemia, so it requires prompt recognition and

treatment.
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Portal hypertension caused by complex arteriovenous fistulas
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Introduction: Arteriovenous fistula is a rare cause of portal hyper-

tension,however,multiple fistulas are rather peculiar clinically.To our

knowledge,it has not been reported so far.

Case report: We presented a 33-year-old man with abdominal

distension, midsection pain,with a history of an abdominal surgery

due to a penetrating abdominal trauma10 years ago.Esophageal

variceal hemorrhage then developed. Ultrasonography and com-

puted tomography revealed localized dilatation of the portal

vein.the diameter of which was 4 centimeters, splenomegaly and

ascites. Upper endoscopy revealed grade 2 esophageal varices.

Computed tomography angiography demonstrated multiple arterio-

venous fistulas with arterioportal shunts which led to a volume-

induced portal hypertension. The arteriovenous fistulas concluded

the fistula between the right gastroepiloic artery and the splenic

vein, the fistula between the splenic artery branch and the splenic

vein, the fistula between the superior mesenteric artery and the

Fig. 3 MRI:diffuse masses in the liver and spleen
Fig. 1 CTA demonstrated multiple arteriovenous fistulas

Fig. 2 CTA demonstrated multiple arteriovenous fistulas
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splenic vein, the fistula between the interior mesenteric artery and

the splenic vein. The diagnosis was confirmed by angiogram of the

abdominal vessels. Transarterial embolization failed because of

high shunt velocities,and the coil prolapsed into the vessel,the

diameter of which is 8 centimeters. The patient died finally due to

bleeding from esophageal varices (Figs. 1, 2 and 3).

Conclusion: Diagnosis and treatment of arteriovenous fistula is a dif-

ficult problem clinically,and it needs more professors study together.
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Comparison of clinical results between laparoscopic and open
hepatectomy
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Objective: Clinical results of laparoscopic hepatectomy (LH) were

compared with those of open hepatectomy (OH).

Patients: 12 LH patients (S3 resection: n = 4, S2: n = 3, S6: n = 1,

S8: n = 1, lateral segmentectomy: n = 3).

Methods: Clinical results of LH group (n = 12) including intraop-

erative blood loss, duration of operation, tumor size, complications,

hospital stay, and postoperative highest values of WBC count (WBC

max), AST max, and CRP max were compared with OH group

(n = 16) performed during the same period.

Results: In LH group, intraoperative blood loss was significantly lower

than that of OH group (p \ 0.05). Also, In LH group, WBC max and

AST max tended to be higher than those of OH group. Regarding lateral

segmentectomy, due to complications in two patients, i.e., surgical site

infection and delayed gastric emptying, respectively, postoperative

hospital stay tended to be longer in OH group than LH group.

Conclusion: Though the number of the patients in this study is rather

small, LH can reduce intraoperative blood loss, while it possibly

causes more parenchymal damage in the resection site.
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Congenital portocaval shunt - abernethy type 1b malformation
and mosaic warkany (trisomy 8) syndrome with cholestasis
and ductal paucity
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Introduction: With just over 80 cases reported in literature, Aber-

nethy malformation is an extremely rare anomaly with a congenital

extrahepatic portosystemic shunt which manifests with varied hepatic

or extra-hepatic complications. It is associated with cardiac and

vertebral defects, hepatopulmonary syndrome, portopulmonary

hypertension and liver nodules. We are reporting a case of Abernethy

malformation type 1b with Mosaic Warkany (Trisomy 8) Syndrome,

an association which has not been described as yet.

Case report: An eleven year old male child, presented with global

developmental delay since infancy, recurrent episodes of jaundice with

pruritus and clay stools since 3 years of age. He had dysmorphism -

deep set eyes with antimongoloid slant, triangular facies, retrognathia,

bulbous nose tip, malaligned upper teeth, camptodactyly, single crease

on little finger, finger webs, elbow contractures and pectus carinatum.

There was no organomegaly. Other systemic examination didn’t reveal

any abnormality. Mental functions were intact with low intelligence

quotient. Ultrasonography showed coarse liver echotexture and

anomalous drainage of extra-hepatic portal vein into inferior vena cava

with non-visualisation of intra-hepatic portal veins. CECT & MRI

abdomen confirmed these findings, along with presence of borderline

nephromegaly and presence of T1 hyperintense nodules in liver on

MRI. Liver biopsy revealed portal fibrosis with periportal extension;

portal tracts showed ductal paucity with absence of portal vein radicles

and conspicuous hepatic arteries. He also had fasting hypoglycemia,

hyperammonemia and moderate hepatopulmonary syndrome on saline-

contrast echocardiography. Karyotyping showed Mosaic Trisomy 8

(Warkany) Syndrome He was started on sodium benzoate, corn-starch

diet and pentoxyphylline and showed good response.

Conclusion: Association between Abernethy Type 1b malformation

with cholestasis, ductal paucity and dysmorphism and Mosaic Warkany

(Trisomy 8) Syndrome has not been described in literature before.
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Cannabinoid and ecstasy induced liver disease: a case report
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1Department of Gastroenterology, Trabzon Kanuni Education and

Research Hospital, 2Department of Gastroenterology, 3Department of

Hematology, 4Department of Pathology, Ondokuz Mayis University,

Faculty Of Medicine, Samsun, Turkey

Introduction: Cannabinoids and ecstasy are the most frequently used

illicit drugs in the world. Although various advers effects and even fatal

cases have been reported after ingestion of this drugs in recent years, liver

damage is rarely described advers effect of cannabinoid and ecstasy

usage. Case summary: A 27-year-old man presented with a two week

history of progressive abdominal distension and severe colicky pain. He

took a single tablet of ecstacy (3,4-methylenedioxymethamphetamine)

Fig. 3 CT showed localized dilatation of the portal vein
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three weeks ago. Moreover, he is smoking marijuana once a week for

three years. Physical examination revealed hepatosplenomegaly and

ascites. Laboratory tests were as follows: hemoglobin: 11.8 gr/dl, leu-

kocyte: 4.400/mm3, platelet: 93.000/mm3, AST:271 U/L, ALT: 176

U/L, alkaline phosphatase: 220 U/L, gamma-glutamyl transpeptidase: 74

U/L, albumine: 2,3 g/dL. HBsAg, antiHBc IgM, antiHCV, anti-HAV-

IgM, anti-HEV-IgM, anti-CMV-IgM, anti-EBV-IgM, ANA, ASMA,

Anti-LKM, AMA were negative. IgM antibodies against Brucella and

Salmonella were also negative. Portal and hepatic vein thrombosis were

excluded. Furthermore, the ascitic fluid was transudate and upper gas-

trointestinal endoscopy showed no oesophageal varices. In addition,

chest computed tomography was unremarkable and abdominal computed

tomography revealed hepatosplenomegaly with multiple low-attenuation

lesions. Percutanous liver biopsy indicated massive hepatic necrosis

which was considered to be consistent with fulminant toxic hepatitis.

During the follow-up period, the condition of the patient deteriorated.

After, progressive pancytopenia was developed. Subsequently the patient

died owing to sepsis. Patient’s family refused an autopsy.

Discussion: Ecstasy-induced liver injury may occur in a few days to

4 weeks after ingestion of the drug. Cannabinoids may be identified

as a potential hepototoxic illicit drug. This case points out the

necessity that a significant illicit drug history in young patients,

especially those in whom the clinical course is atypical, should

undergo a meticulous research.
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Sustained remission over 36 months of advanced
hepatocellular carcinoma after short-term
sorafenib therapy

Sun Young Ahn

Internal Medicine, Kyungpook National University Hospital,

Daegu, Republic of Korea

Prognosis of advanced hepatocellular carcinoma (HCC) with portal

vein thrombosis is poor with median survival of less than 6 months.

Sorafenib is the first molecular targeted agent which demonstrated

significant improvement in overall survival in patients with advanced

HCC. Complete response of advanced HCC after sorafenib therapy is

rare, but has been reported in several cases. The progressive regres-

sion of advanced HCC after short term sorafenib therapy has not been

reported. We describe a case of 43-year-old male who was diagnosed

as advanced HCC with portal vein thrombosis. After 4 week sorafe-

nib therapy, the patient had progressive tumor regression and

achieved complete remission in decrease and complete remission was

achieved in 6 months. The patient is still disease free in 36 months-

follow-up period.
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A case of liver abscess caused by sorafenib in a patient
with hepatocellular carcinoma

Young Kul Jung, Duck Joo Choi, Minsu Ha, Seung Jun Jang,
Ju Hyun Kim, Yun Soo Kim, Oh Sang Kwon, Ji Won Lee,
Jong Joon Lee, Seok Hoo Jeong

Center for Liver Disease, Gachon University Gil Hospital, Incheon,

Republic of Korea

Hepatocellular carcinoma (HCC) represents a critical issue in global

health and is listed as the third most common cause of cancer-related

deaths worldwide. The majority of patients who present with HCC are

already at an advanced stage, and the tumors are unresectable. So-

rafenib is a multikinase inhibitor of the vascular endothelial growth

factor (VEGF) pathway recently introduced in the therapy of

advanced HCC. Recent studies have shown the beneficial effects on

survival time of the oral multikinase inhibitor, sorafenib. However,

many patients experience diverse side effects, and some of them are

severe and unexpected. To date, liver abscess has not been docu-

mented in association with a HCC patient treated with sorafenib.

Here, we report a case with liver abscess, as adverse effect of the

therapy with sorafenib.
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Liver mesenchymal anomalies in human fetuses with bilateral
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Bilateral renal agenesis has multiple aetiologies. It may be an isolated

finding or may occur in association with various malformations.

Although animal models have provided useful information on pos-

sible causes of this condition, its aetiology in humans is much less

clear as it is more difficult to investigate in humans. We recently

described two fetuses with bilateral renal agenesis and possible

anomalies in the WT1 signalling pathway, suggested by immunop-

eroxidase studies we performed. We expand our study by including

fourteen more fetuses with bilateral renal agenesis from autopsies

performed in our institution and performing similar WT1 immunop-

eroxidase stains on archival liver tissue. Six of seven fetuses with

combined bilateral renal agenesis and cardiac anomalies (including

the two previously described) showed abnormalities of WT1

expression in liver mesothelial cells. Except in one case, the fetuses

with renal agenesis and cardiac defects also showed liver mesen-

chymal anomalies (increased alpha - SMA expression) as previously

described, similar to wt1 null animal models. WT1 is widely

expressed in mesothelial cells during development and we hypothe-

sised that some of the defects we observed in the fetuses may be

caused by abnormal function of mesenchyme derived from meso-

thelial cells, similar to the mesothelium-derived defects proposed in

animal models. Some of the defects we observed in our cases may be

mediated through the retinoic acid signalling pathway. We find

reduced numbers of hepatic stellate cells expressing cRBP-1 antigen

by the immunoperoxidase method, supporting the suggestion that

stellate cell development is influenced by the mesothelium or even

that stellate cells may derive from the mesothelium.
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1Anatomical Pathology, SEALS, Prince of Wales Hospital, Sydney,
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Bilateral congenital agenesis of the diaphragm is a very rare condi-

tion. We report findings from a limited (abdomen only) autopsy of a

27 week fetus with this condition. There was no ridge of tissue

between the thoracic and abdominal cavities. The organs were

abnormally sited and some of the abdominal organs were found in the

thoracic cavity. The liver was small and abnormal in shape but the

lobular architecture was normal and the hepatocytes and intrahepatic

biliary system showed normal morphology. However, immunoper-

oxidase stains showed reduced cRBP-1 (cellular retinol binding

protein - 1, a marker of hepatic stellate cells) and increased alpha

- SMA (alpha - smooth muscle actin, a marker of activated stellate

cells and myofibroblasts) in liver perisinusoidal cells. The pancreas

showed abnormal dilatation of ducts, increased stroma and almost no

acinar tissue in part of the head while the remainder of the pancreas

appeared normal. An irregularly shaped nodule of skeletal muscle, fat

and fibrous tissue, blood vessels, ganglia and nerves was found at the

top of the abdominal cavity, close to the heart. This tissue contained

small nodules of liver growing around dilated blood vessels. Cords of

liver cells extended into the stroma with no mesothelial covering in

some areas. Hepatocytes were present but no ductal plates or bile

ducts were seen in the portal tracts and limited haemopoiesis was

present in the sinusoids, except in one area that appeared to be cov-

ered by mesothelium, where ductal plates appeared to be present and

more haemopoietic cells were seen in the sinusoids. This unusual

circumstance allows us to examine liver development in a setting

different from normal development and to make some assessment of

the contribution of the stromal environment to normal liver devel-

opment in the human fetus.
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Liver and pancreas lesions in a human fetus with short rib
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Ductal plate malformation in the developing liver is seen in different

syndromes and arises from different aetiologies. To our knowledge,

the mechanism of ductal plate malformation in the short rib poly-

dactyly (SRP) syndromes has not been investigated. We describe

autopsy findings in a 32 week gestational fetus with SRP type 3

(Verma Naumoff) with ductal plate malformation in the liver and

abnormal ductal development in the uncinate process and adjacent

head of the pancreas, but no anomalies in the remainder of the pan-

creas. The pancreatic uncinate process and adjoining head are derived

from the ventral pancreatic bud while the rest of the pancreas is

derived from the dorsal pancreatic bud. Both pancreatic buds arise

from adjacent regions of the foregut endoderm, but the development

of the ventral bud is influenced by septum transversum mesenchyme

while the dorsal bud is influenced by mesenchyme adjacent to the

notochord. The liver bud also arises from foregut endoderm and its

development is dependent on septum transversum mesenchyme. As

correct epithelial mesenchymal interactions are needed for normal

ductal development, we therefore postulated that anomalies of septum

transversum mesenchyme may have contributed towards epithelial

malformations in the liver and ventral pancreas derivatives. We

performed immunoperoxidase stains on liver and pancreatic tissue

and found increased numbers of hepatic stellate cells and pancreatic

stromal cells expressing cRBP-1 (cellular retinol binding protein - 1)

antigen, in the liver and abnormal pancreas respectively. Recent

genetic studies suggest that SRP is a result of primary cilia anomaly.

We found reduced expression of acetylated tubulin in the liver and

pancreas in this case, which supports this suggestion.
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Isolated hepatic and gall bladder mucormycosis
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Mucormycosis is a rare but invasive opportunistic fungal infection

associated with a high mortality rate, and normally occurs in immu-

nocompromised patients. Hepatic involvement is commonly present

with pulmonary or gastrointestinal infection and is considered a part

of the disseminated disease. We present an interesting case of isolated

hepatic and gall bladder mucormycosis in an immunocompetent adult.

75 year non diabetic male, follow up case of hypertension, chronic

obstructive airway disease and iron deficiency anemia presented with

dull aching right upper abdominal pain for the last 2 years. There was

no history of significant anorexia, weight loss, jaundice, ascites or

fever. There was history of intermittent use of inhalational steroids for

pulmonary disease. Patient was cachectic (BMI-16 kg/m2) and had

mild pallor on examination. Investigations showed the presence of

microcytic hypochromic anemia, elevated Alkaline phosphatase

(636 IU/mL) and GGT (382 IU/mL). Ultrasound abdomen and

Fig. 1
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subsequently CECT abdomen showed the presence of GB mass with

multiple liver SOLs suggestive of malignancy (Figs. 1,2).

Tumor markers were all negative. CECT chest was normal. FNAC

from the liver SOL and GB mass showed the presence of folded and

wavy, broad, flat, nonseptate fungal hyphae branching at right angle

suggestive of mucormycosis (Fig 3).

Work up for immunodeficiency was negative (HIV-negative and

CD4 counts were normal). Patient was started on iv Liposomal

Amphotericin B (cumulative dose 3 gm). Subsequently repeat FNAC

was negative for mucormycosis but lesions on CT scan persisted.

Patient is under follow up with no symptoms at present.

The present case highlights an unusual benign presentation of

visceral mucormycosis localized to liver and gall bladder with treat-

ment response to amphotericin B.
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Co infection of hepatitis A and E with Salmonella typhi

Deepak bhat, Gurdeep dhooria, Harmesh singh

Dayanand medical college, ludhiana, India

Background: Ours is a developing country so infectious diseases

contribute maximum to the morbidity and mortality. Among these,

water borne diseases like diarrhea,typhoid,infectious hepatitis etc are

on rise. Sometimes more than one type of infection coexists which

makes the diagnosis and management a challenging task.

Case presentation: We report a case of Co infection of Salmonella

typhi with Hepatitis A and E. A 5 year old male child came to us with

complaints of fever and jaundice for last 9 days. Blood culture of

patient was positive for Salmonella typhi. Viral markers turned out to

be positive for Hepatitis A and E. To the best of our knowledge co

infection of Hepatitis A and E with Salmonella has rarely been

reported earlier.

Conclusion: In view of the restricted finances in our country vaccines

against typhoid and Hepatitis A can not be incorporated in the

national immunization schedule at present but these vaccines can be

offered on an individual basis.
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A case of benign recurrent intrahepatic cholestasis in which
endoscopic nasobiliary drainage during a jaundice attack rapidly
improved symptoms
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Shuta Nishinakagawa, Tatsuya Kojima
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A 66-year-old man with unbearable pruritus and jaundice was

admitted for detailed examination. Blood tests on admission

showed increased bilirubin with a dominant direct fraction. Ultra-

sonography and computed tomography performed after admission

showed no narrowing or distension of the bile ducts. Since jaun-

dice was not been improved by oral administration of

ursodeoxycholic acid (300 mg/day) that was started immediately

after admission, endoscopic retrograde cholangiopancreatography

was performed on hospital day 14 and also showed no abnormality

of the bile ducts. Considering its potential effect on improving

jaundice, endoscopic nasobiliary drainage (ENBD) was performed

on the same day and was followed by immediate improvement in

pruritus and jaundice. Detailed examinations were performed to

identify the cause of jaundice, which was suspected to be viral

hepatitis, autoimmune hepatitis or drug-induced liver injury; how-

ever, there were no findings suggestive of any of these conditions.

After a further increase in bilirubin level was confirmed by addi-

tional blood tests, liver biopsy was performed. Histological findings

were consistent with liver histological features of benign recurrent

intrahepatic cholestasis (BRIC).

Although ursodeoxycholic acid is used as the first-line treatment in

most cases of BRIC, ENBD should also be considered for patients not

responding to ursodeoxycholic acid treatment.
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Successful thrombolytic therapy in a patient with budd-chiari
syndrome

Fig. 2

Fig. 3
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Introduction: Management of Budd-Chiari syndrome (BCS) include

different interventions and surgical procedures, there are limited data

about the role of local thrombolysis in treating this condition, but

appeared to be helpful in the case illustrated below.

Case report: A 29 year-old lady referred with one month history of

right upper abdominal pain, progressive abdominal distension and

intermittent fever, not associated with rigors. No history of oral

contraceptive use. She has mild right upper quadrant tenderness and

abdominal distention with moderate elevation of liver enzymes,

negative serology for viral hepatitis, autoimmune or cholestatic liver

disease.

Computed tomography (CT) angiogram of the abdomen showed large

amount of ascites with extensive thrombosis of the inferior vena cava

(IVC) involving the hepatic and left renal veins with complete

occlusion of the left common iliac vein confirmed by venogram.

Images 1 and 2.

Infusion catheter was placed through the thrombosed segment of

IVC and right hepatic artery. Thrombolytic therapy was started with

injection of 5 mg of recombinant tissue plasminogen activator (t-PA)

as a loading dose, followed by 0.3 mg per hour. Enoxaparin followed

by starting oral warfarin indefinitely. Ascites was well controlled with

diuretics and large-volume paracentesis.

Follow up venogram showed partial recanalization of IVC and

hepatic veins. A repeat CT scan after 14 weeks showed complete

resolution of the thrombus.

After 28 months follow up, she is currently asymptomatic with

normal liver function tests and total resolution of the ascites.

Conclusion: Even though the data on local thrombolysis is limited

and the agents and doses are not uniform among reported cases, it can

be considered in acute BCS with partial obstruction, followed by

angioplasty or TIPS if unsuccessful.
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Introduction: Few cases of mucormycosis were described in patients

with liver cirrhosis, mostly rhino-orbital. To our knowledge, only one

case of upper extremity involvement was reported in cirrhosis We are

reporting the second case of upper extremity mucormycosis infection

in the setting of liver cirrhosis.

Case report: We described a rare case of forearm infection origi-

nating in a traumatic intravenous access portal. This is a 25 year-old

woman with liver cirrhosis secondary to autoimmune hepatitis;

developed acute on chronic liver failure during the last trimester of

pregnancy, which was terminated. During admission, she developed

painful, erythematous lesion on her right forearm in the area of

intravenous access, which became necrotic. Extensive debridement

was done and histopathological examination confirmed the diagnosis

of mucormycosis. Images 1 and 2.

Image 1 CT angiogram showing thrombosis of the inferior vena

cava involving the hepatic and left renal veins with complete

occlusion of the common and left iliac veins

Image 2 CT angiogram of the abdomen showing complete recana-

lization of IVC and common iliac veins
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The patient started on Amphotericin B. Her condition continued to

deteriorate and ended up with above elbow amputation followed by

right shoulder disarticulation. She died two days later due to multi-

organ failure.

Mucormycosis in liver cirrhosis has been reported in 16 cases,

none in Child A, 11 in Child C and 5 in Child B with the 2 survivals in

Child B (Table 1).

The outcome is determined mainly by underlying risk factor;

mucormycosis in diabetics has 60% to 90% the survival, where it is

20%-50% in Leukemia. In Cirrhosis it is 12.5% (2 out of 16 patients).

In conclusion:

Mucormycosis carries high mortality in patients with liver cir-

rhosis despite aggressive treatment. From this case and in reviewing

the literature, it seems that the general immune status and underlying

risk factors of the patient determine the final outcome more than the

particular treatment provided.
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Introduction: The majority patients with chronic hepatitis B (CHB)

come from low-income group in China. Considering the great eco-

nomic burden of interferon and entecavir and relatively high resistant

risk of Lamivudin, Adefovir dipivoxil (ADV), therefore, becomes one

of the most commonly used antiviral agents for CHB in China. People

used to believe that nephrotoxicity is dose related and occurred

around 30 mg/d of ADV. However, serious adverse effect, super-

vening with hypophosphatemic osteomalacia named acquired Fanconi

syndrome (FS) caused by conventional dosage commanded our

increasing attention. We present a FS case with 4 years treatment of

ADV for CHB, which had been misdiagnosed for 18 months in var-

ious hospitals.

Case description: A 59-year-old man, after 2 years treatment with

ADV, developed symptoms of progressive muscle weakness and

generalized bone pain involving his sternum, ribs, hip and knee

asymmetrical. About 4 months earlier, the bone ache was getting

worse, with obvious difficulty in moving up and down and auxiliary

crutch for walk. Emission computed tomography bone imaging

showed multiple areas of intense radioisotope uptake in ribs, knee

and left foot. Further laboratory results were as follows: Serum

phosphate 0.4 mmol/L, 25-hydroxy vitamin D3 5.39 ng/mL, serum

alkaline phosphatase 258U/L, blood pH 7.26, Urinary phosphate

16.6 mmol/L, tubular phosphorus reabsorption rate 45.6% (normal

85%–95%), urine phosphorus clearance 45.4 ml/min (normal 6.3–

15.5). The urinary protein, glycosuria and occult blood are all

positive with an increasing uromicroprotein and b2 microglobulin.

The abnormalities above indicated typical proximal renal tubule

dysfunction induced by ADV, and should be aware of hypophos-

phatemic osteomalacia which results in FS. Regular monitoring of

renal function, phosphate lever and comprehensive knowledge of

adverse medicine effect are necessary for protecting from medical

errors and serious unfavorable reactions for patients treated with

long-term ADV.

Image 1 Extensive fat necrosis from soft tissue of forearm with

neutrophilic infiltrate and several irregular broad fungal hyphae (PAS

stain x200)

Image 2 Irregular thick fungal hyphae with rare septa invading the walls

of blood vessels, a feature of mucor fungal infection. (PAS stain x400)

Table 1 In the table are reported all the cases of mucormycosis patients with liver
cirrhosis and their outcomes
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We present a rare case of adenosquamous cell carcinoma of the liver

with marked cystic appearance.

The patient was a 70-year-old woman with complain of abdominal

discomfort. At the initial visit, laboratory data showed slight elevation

of white blood cell count and C-reactive protein. Abdominal CT

revealed huge cystic tumors occupying the right liver lobe and right

adrenal grand with irregular mural nodules. Although we planned

surgical resection based on a diagnosis of biliary cystadenocarci-

noma of the liver with metastasis of right adrenal grand, the cystic

tumor of the right hepatic lobe was rapidly enlarged and extended to

the medial segment over the middle hepatic vein. By progression of

the tumor, uncontrolled high fever and debilitating loss of hepatic

function were appeared. For improvement of general condition, we

performed percutaneous transhepatic cyst drainage. As a result of

aspiration cytology of the punctured fluid, carcinoma cells were

detected. Following percutaneous transhepatic portal vein emboli-

zation, we performed extended right hepatectomy with combined

resection of the right adrenal grand. The resected specimen revealed:

the cystic tumor contained old blood and necrotic material inside,

and cystic wall was covered by thick white nodular tumor which

extensively invaded to liver parenchyma. Histological finding was

adenocarcinoma with squamous differentiation of the liver. Immu-

nohistological staining showed the tumor was cystic variant of

intraductal papillary mucinous tumor of the bile duct differentiated

to squamous cell carcinoma. The patient had remnant liver metas-

tasis two month after surgery. We report this rare case of rapidly

progressive hepatic carcinoma which revealed unexpected clinical

course and histopathological finding, with some discussion and lit-

erature review.
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Idiopathic portal hypertension in a patient who received
amitriptyline treatment for 3 years

Yanjun Cai, Yue Qi

First hospital of Jilin University, Changchun, China

A 20-year old male patient was presented for black stool for 1 month.

He denied the history of hepatitis and alcohol abusing. He had

received 3-year amitriptyline treatment. The biomarkers for HBV and

HCV were negative, serum copper concentration, copper-protein and

alpha1-antitrypsin were normal. CT imaging showed portal hyper-

tension. esophageal and gastric varices was found by endoscope.

Liver biopsy was performed and the normal lobular architecture was

observed. The patient was diagnosed as Idiopathic Portal

Hypertension.
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Liver metastasis of renal cell carcinoma with bile duct tumor
thrombus; a case report

Hiromitsu Maehira1, Hideyuki Kanemoto1, Yukiyasu Okamura1,
Takashi Mizuno1, Teiichi Sugiura1, Yusuke Kinugasa2,
Etsuro Bando2, Masanori Terashima2, Katsuhiko Uesaka1

1Hepato-Biliary-Pancreatic surgery, 2Digestive Surgery, Shizuoka

Cancer Center, Sunto-gun, Japan

Introduction: The renal cell carcinoma can easily progress to

hematogenous metastases, including liver metastasis. However, the

reports of liver metastasis of renal cell carcinoma with bile duct tumor

thrombus are extremely rare. We present a case of metachronous liver

metastasis of renal cell carcinoma with bile duct tumor thrombus,

which could be successfully resected.

Case description: A 62-year-old man had previously undergone

radical right nephrectomy for clear cell-type renal cell carcinoma

(T3bN0M0). After 4 years, abdominal enhanced CT appeared a sol-

itary hypervascular tumor, 2.5 cm in diameter, in the segment IV. CT

also revealed that the tumor extended into the bile duct and formed

bile duct tumor thrombus. Magnetic resonance cholangiopancrea-

tography revealed the tip of tumor thrombus was in the left hepatic

duct, and the proximal intrahepatic bile duct of segment IV was

dilatated. We performed left hemihepatectomy with curative intent.

Histopathological findings of the resected tumor revealed clear cell-

type renal cell carcinoma. The tumor invaded to intrahepatic bile duct

directly, and formed bile duct tumor thrombus. Although intraductal

tumor thrombus of the intrahepatic bile duct was extended to the

left hepatic duct, the cut end of the bile duct was negative for cancer.

He is alived without recurrent disease 15 months after hepatic

resection.
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Intrahepatic cholangiocarcinoma with bone metastases
after comprehensive treatments: A case report
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Pinzhu Huang1, Zhicheng Yao1, He Huang1, Xingui Chen1,
Peisheng Yang1, Bo Liu1
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The Ling Nan Hospital of Sun Yat-sen University, Guangzhou, China

Introduction: Intrahepatic cholangiocarcinoma is the second most

common primary tumors of the liver. It is usually fatal due to lack of

effective non-operative therapy. The rate and site of bone metastasis

from intrahepatic cholangiocarcinoma are unclear. Currently, there is

no established therapy once the diagnosis is made. Besides curative

resection, the benefit of other treatment in survival is still

controversial.

Case description: A 58-year-old woman presented to our hospital

complaining painful of the left hip for 2 months. The clinical

examination at admission showed a tender palpable abdominal mass

at the epigastric area. X-ray of Pelvic revealed an osteolytic lesion of

the up margin of the left acetabulum and ischium, which confirmed by

radionuclide bone scanning. The bioptic specimens showed a meta-

static moderately differentiated adenocarcinoma of unknown origin.

Then, diagnosis was made based on computed tomography and

ultrasound. After ultrasound-guided fine-needle aspiration and core
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biopsy was performed, immunohistologic revealed the tumor cells

were strongly positive for CK7 and CK19 while negative for CK20.

Thus, intrahepatic cholangiocarcinoma with bone metastases was

diagnosised. TACE was made to control primary lesion, at the same

time, iliac arteriography and embolization was done to control the

metastatic tumor of bone. Three weeks later, the patient felt difficulty

in walking, then, screw osteosynthesis and bone cement filling was

operated. She could walk by herself soon after our operation. One

month after TACE, the patient subsequently commenced gemcita-

bine-based Chemotherapy. Nine months after diagnosised the patient

died.

Conclusions: Despite their infrequency, intrahepatic cholangiocarci-

noma with bone metastases should be considered seriously. Our

experience suggested that an early diagnosis together with positive

comprehensive treatments may show promising efficacy in respect to

survival and quality of life. Patients with a bad prognosis will

potentially benefit from shorter treatment duration because of a lim-

ited life expectancy.
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Surgical outcome of the hepatectomy with combined resection
of the inferior vena cava for colorectal liver metastases
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Shizuoka cancer center, Nagaizumi-cho Sunto-gun, Japan

Introduction: Surgical indication of colorectal liver metasta-

ses(CRLM) which invade inferior vena cava(IVC) is controversial.

There are few reports of combined resection of IVC.

Objective: The objective of this study is to evaluate perioperative and

long-term outcome of the hepatectomy with combined resection of

IVC for CRLM.

Patients and Methods: From September 2002 to March 2012, con-

secutive 393 patients underwent hepatic resections for CRLM. Of

them, nine patients received combined resection of IVC. Perioperative

outcome and long-term survival were investigated retrospectively.

Results: Nine patients included 5 female and 4 male. Median age was

55(49-82). The primary sites were ascending colon in 3 patients, sig-

moid colon in 2 and rectum in 4. Synchronous and metachronous

metastases were found in 6 and 3 patients respectively. Four cases

received neoadjuvant chemotherapy. Median tumor size was

40 mm(13-250) in diameter. Operations performed were right hepa-

tectomy in 6 patients, segmentectomy in two and partial hepatectomy in

one. Mean length of resected IVC was 2.5 cm (1-5) and all the 9 patients

underwent wedge resection of IVC. Median operating time was 284

minutes(173-642). Median duration of hepatic inflow occlusion was 63

minutes(15-144). Median blood loss was 581 ml (412-9300). Red

blood cell transfusion was required in two patients. There was no

mortality. Postoperative complications were wound infection, postop-

erative bleeding, urinary tract infection and bile leakage in one patient

respectively. Median postoperative hospital stay were 12 days (8-18).

Postoperative recurrences were found in 5 cases (remnant liver

metastases in four patients and intrapelvic recurrence in one). The

median disease-free interval was 13 months (3-114), and the 1,3,5-year

disease-free survival were 55.6%, 41.7%, 41.7% respectively. The

1,3,5-year overall survival were 100%, 60%, 40% respectively.

Conclusion: The hepatectomy with combined resection of IVC for

CRLM could be performed safely with acceptable overall survival for

selected patients.
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Portal hypertension accompanied by cavernous transformation
of the portal vein
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Introduction: Case reports of portal hypertension accompanied

cavernous transformation of the portal vein are very rare.

Fig. 1 CT scan

Fig. 2 Contrast-enhanced CT
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Case report: A young female patient was admitted to hospital due to

abdominal distension.6 years earlier,she undergone splenectomy

because of hypersplenism accompanied by pancytopenia. Abdominal

ultrasound showed liver cirrhosis,cavernous transformation of the

portal vein. Computed tomography of abdomen disclosed liver cir-

rhosis,cavernous transformation of the portal vein,varices in the

fundus of the stomach and esophagus. Upper endoscopy revealed

grade 3 esophageal varices. Liver biopsy showed normal structure of

liver acinus,dilated sinusoids,no interface inflammation,no liver cir-

rhosis and no tumor. The diagnosis was portal hypertension.

Cavernous transformation of the portal vein might be the main reason.

Liver cirrhosis was ruled out due to the result of liver biopsy. The

patient was treated by endoscopic rubber band ligation of oesophageal

and she was thinking about transjugular intrahepatic portocaval shunt

(TIPS) (Figs. 1, 2 , 3).

Conclusion: The incidence of portal hypertension accompanied by

cavernous transformation of the portal vein is low, and there is no

explicit, unified treatment measure at present.
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Introduction: Bariatric surgery has become an established option for

treatment of morbid obesity. Although rare, fatal liver failure has been

reported after malabsorbtive bariatric surgery and there are contro-

versies regarding the pathogenesis with a possible theory of rapid

weight loss and the resultant changes in the inflammatory and hor-

monal response as a cause. Liver failure has never been described

after a restrictive bariatric surgery. We describe here a young female

post Sleeve- Gastrectomy with rapid weight loss presenting with

Liver Failure.

Case description: A 31 year old unmarried female presented in

December 2011 with jaundice, edema, lethargy for 6 months and

abdominal distension for 2 months. On presentation she was alert,

jaundiced, with anasarca and was malnourished. Her BMI was 25.

There was no significant medical past history apart from a sleeve

gastrectomy operation done in December 2010 for morbid obesity

(BMI-46). Her BMI was 23, six months post Bariatric surgery

suggesting rapid weight loss. Her investigations were as follows:

Hb-9.6gm%, wcc-9600/mm3, platelets-187000/mm, Bilirubin-

5.2 mg/dl, albumin-2.4 g/dl, AST-178, ALT-49, Alkaline phospha-

tase-129u/l, Creatinine-0.7 mg/dl, and INR (International normalized

ratio) of 1.7. Abdominal imaging showed Fatty liver with free fluid

and no evidence of portal hyper tension or chronic liver disease.

Endoscopy showed no varices and liver screen was negative. Liver

biopsy showed severe steatohepatitis with moderate fibrosis and

subacute hepatic necrosis. The liver failure was thought to be due to

rapid weight loss secondary to bariatric surgery. She was initially

managed conservatively and given aggressive nutritional support.

Liver transplantation was considered when supportive therapy failed.

Due to non-availability of live donors within the family the patient

was listed for deceased donor liver transplantation. Whilst on the

waiting list her liver failure worsened and she died 2 months after

listing waiting for an organ.
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Fasciola hepatica: A rare cause of cholecystitis confusing
with other hepatobliary diseases
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Introduction: Although fasciolosis is a rare parasitic infection, it is

confused with other biliary tract diseases. So, it should be considered

in the differential diagnosis of hepatobiliary diseases.

Case: A 49-year-old man was admitted with fever, nausea, abdominal

pain and diarrhoea. His physical examination revealed fever (38.6 C),

jaundice, hepatomegaly and tenderness on the right upper abdomen.

Laboratory findings showed elevated serum liver enzymes (alanine

aminotransferase: 165 U/L (\ 35), aspartate aminotransferase: 121

U/L (\ 35), alkaline phosphatase: 289 U/L (35-105), gamma-glut-

amyl transpeptidase: 212 U/L (6-42), bilirubin: 3.4 mg/dl). Complete

blood cell analysis revealed white blood cell count as 7500/mm3

(4.400-11.300) platelet count as 56000/mm3(150.000-450.000) and

haemoglobin as 14 g/dl (11-15). Eosinophils was in normal range

(0.4%). TORCH panel, autoimmune and acute viral hepatitis markers,

Brucella and Gruber-Widal agglutination tests were negative.

Erythrocyte sedimentation rate and C-reactive protein level were high

(56 mm/h and 173 mg/L, respectively). Stool microscopic examina-

tion was normal. Abdominal ultrasonography showed hepatomegaly

and gallbladder wall thickening (5.7 mm). Piperacillin-tazobactam

was started with the diagnosis of acute cholecystitis. In the follow

ups, bilirubin level increased to 8 mg/dl and fever was continued. His

treatment was changed to meropenem + ciprofloxacin. No pathology

was detected in biliary and pancreatic ductal systems by endoscopic

retrograde cholangiopancreatography (ERCP). MR-cholangiography

revealed thickening of gallbladder wall (10 mm), dilatation of portal

vein (16 mm) and periportal fibrozis. Fever persisted, bilirubin

increased to 20 mg/dL. Doxycycline was added to therapy. Blood

cultures and laboratory tests for Coxiella burnetii, Borrelia burg-
dorferi and Malaria were negative. When his history was reexamined,

it was learned that he had swam in contaminated waters. Fasciola
hepatica indirect hemagglution test was positive at 1/1280 titers.

Fasciolosis was diagnosed and triclabendazole 10 mg/kg/day was

Fig. 3 liver biopsy
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administered for two days. At follow ups, the patient’s clinical and

laboratory findings were disappeared.
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Jaundice in a patient with von Recklinghausen’s disease
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Introduction: Neurofibromatosis (NF) is a multisystem genetic dis-

order, inherited in an autosomal dominant pattern, which is

commonly associated with cutaneous, neurologic and orthopedic

manifestations. Neurofibromatosis type 1 (NF1) results from a

mutation or deletion of the NF-1 gene with reduced production of

neurofiromin (a tumour suppressor gene).We present a young male

who presented with jaundice and had NF-1. The case describes the

diagnostic approach and the findings which are relevant to NF-1

associated gastrointestinal disease.

The Case: A 32 years Saudi male, known to have NF-1, hypertension

and sickle cell trait presented with a 1 month history of right upper

quadrant pain, nausea & vomiting, jaundice, itch and dark urine. He

had no fever, weight loss or loss of appetite. On examination; he was

jaundiced, had the cutaneous features of NF. His abdomen exami-

nation revealed an enlarged, tender liver with no Ascites or

Splenomegally. His biochemical investigations showed obstructive

jaundice. Imaging of the abdomen including ultrasound, CT and MRI

showed enlarged liver, CBD dilation, pancreatic duct dilation and a

mass in the porta hepatis and ampulla of Vater with thoracic mass. An

ERCP was performed and that showed edematous ampulla with fri-

able mucosa. Papillotomy was done and followed by stent placement.

Following this the patient had Wipple’s procedure with removal of

the tumour. The histopathology confirmed neurofiroma.

A review of the English literature in the period 1989 -2009 showed

only 76 cases of periampulary and duodenal tumours in NF-1 patient.

The tumour usually involves the duodenum (60%) or the ampulla

(30%). Neurofibroma represented only 5%. The reported treatment

varied but the common approach was Wipple’s. In this report we

show the clinical and radiological presentation, the pathological

findings and the treatment options of this rare disease followed by a

short review of the literature.
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Introduction: Azothioprine is an immunosupressive drug which

commonly used for autoimmune diseases. Although it is used com-

monly, the liver toxicity of that drug is very rare. Furthermore, it can

be often difficult to distinguish if it is drug toxicity, exacerbation or

complication of the underlying disease. We aimed to present a severe

cholestatic hepatitis case due to Azothioprine use for Behcet’s

disease.

Case report: The patient was 33 years-old and was following since

4 years for Behcet’s disease and was taking cyclosporine for uveitis

since 1.5 years. He was started Azothioprine instead of cyclosporine

for hepatotoxicity 1.5 months ago. After that, he was well and labo-

ratory parameters were normal for approximately 40 days. The

patient was admitted to our clinic for weakness, nausea, vomiting and

ichterus which began in last week. In his examination laboratory tests

were found as; Total Bilirubin: 18 mg/dl, Direct Bilirubin: 13 mg/dl,

AST:57 IU/L, ALT:57 IU/L, ALP:95 IU /L, GGT:39 IU/L, WBC:

6,3 /mm3 Hb:14,7 g/dl PLT; 391000 /mm3 ve INR:1,62, PT:17,6/ sec,

Total protein:7.1 g /dL, Albumin:3,8 gr/dL. Serology for viral Hep-

atitis and autoimmune markers were all negative. During the hospital

stay total bilirubine was increased up to 25 mg/dl. Liver biopsy was

done. Histopathological findings were consistent with drug toxicity.

Azothioprine was stopped. After stopping Azothioprine, bilirubin

level was decreased slowly but, steadily and came to the normal

together with transaminases level at the and of the second month.

Conclusion: As a result, although it is rare, it should be keep in mind

that Azothioprine can cause severe cholestatic hepatitis. In that con-

dition drug must be stopped immediately. Also, if there is any doubt

for diagnosis, histopatological examination will be most usefull in the

early period of the disease.
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Background: Budd Chiari syndrome (BCS) is rare disease that

affects the hepatic veins and the inferior vena cava (IVC) and has

multiple etiologies. In this paper the authors describe the clinical and

radiological presentation of BCS in King Fahad hospital of the Uni-

versity (KFHU) in Saudi Arabia and review the published Saudi

literature. Despite the limitations of the data but it shows a particular

profile in Saudi Arabia. The authors conclude by advocating the need

for national registries for BCS.

Methods: A retrospective review of all cases diagnosed as BCS in the

period between 1990 to 2010 in KFHU . The patients were identified

through the coding system of medical records department. The clin-

ical and radiological data of the patients are presented. Using

Pubmed, the English literature was reviewed for all published case of

BCS in Saudi Arabia. The relevant papers were reviewed and

presented.

Results: Our case series included 10 patients. Age ranges between

26-86 years and the male: female ratio of 1:1. The majority were non-

Saudis (60%).Three died during the hospital admission. Six patients

had esophageal varices on presentation. For those who had identifi-

able cause: 2 were due to Antiphopholipid Syndrome (APS), 2 due to

Behcet disease (BD), 1 postpartum and one due to Hydatid disease.

As regards the Saudi literature, it included mainly case reports and

limited prospective data. There were 85 cases, 34% of those patients

had a primary hematological disorder including APS, Meylodys-

plastic Syndrome and Protein C deficiency. The second group was

Behcet syndrome (26%).

Conclusion: In Saudi Arabia 60% of the cases of BCS were related to

primary hematological disorders and BD. There is a need for national

registry and prospective studies for BCS to guide the appropriate

diagnostic and therapeutic approach.
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Acute portal vein thrombosis due to maras powder
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Introduction: Maraş powder (MP), a different type of smokeless

tobacco (ST) and prepared from a tobacco of species Nicotiana rustica

Linn, is widely used sublingually in Turkey, especially in Kahr-

amanmaraş region. Harmfull effects of MP on biochemical,

immunological and heamotological parameters have been shown in

many studies. Also MP is thought to have an effect similar to K

vitamin. We aimed to present an unusual case of portal vein throm-

bosis due to swallow of high dose MP mistakenly.

Case report: 17 years-old male, previously healthy, without congen-

ital thrombophilia, without prior thrombosis history, who was addicted

to MP, had admitted with sudden stomachache, nausea and vomiting to

a hospital after half an hour from swallowing MP mistakenly. His first

physical examination and laboratory tests was found normal and he was

send to home. After one week from the first hospital admission his

stomachache was became more severe and he was admitted to another

hospital. Here, acute abdomen had been thought and diagnostic lapa-

rotomy was performed to the patient. In laparotomy echimotic areas in

the spleen and liver have been seen and the patient was referred to our

hospital. Abdominal computed tomography has been shown extensive

portal vein, superior mesenteric vein and splenic vein thrombosis. The

patient was hospitalized with a diagnosis of extensive acute portal

system thrombosis. Abnormal laboratory tests were Hb:11 g/dl

Hct:32%, PLT: 150000/mm3, WBC: 20000 /mm3. Other biochemical

tests were normal. Also, Anti-cardiolipin antibody, protein C, protein

S, ANA (Anti nuclear antibodies), homocysteine and factor V leiden

were normal. Enoxaparine was started to the patient and than swit-

ched to warfarin. The patient was discharged from hospital with

completely relief of his complaints after five days and recommended

controls, with warfarin.

Conclusion: Patients using addictives, such as MP, and exposed high

doses, should be keep in mind for portal system thrombosis.
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Introduction: Spontaneous bacterial peritonitis (SBP) is the infection

most characteristic, and one of the most frequent complications in

cirrhotic patients. Enteric gram-negative bacteria have been pre-

dominantly responsible for most of SBP, and gram-positive bacteria,

especially Methicillin-resistant Staphylococcus aureus (MRSA),

constitute a rare cause of peritonitis. The emergence of MRSA is

important because of the recurrence and poor outcome. We present a

rare case of SBP by MRSA, without clinical response to treatment

with vancomycin, despite in vitro sensitivity to detect this antibiotic.

Case: A 55-year-old woman with history of hepatitis B virus (HBV)

cirrhosis and hepatocellular carcinoma (HCC) was admitted for fever

and abdominal pain. Initial peritoneal fluid analysis was sterile. The

patient was diagnosed with cholangitis due to common bile duct

(CBD) obstruction by either suspected HCC thrombi or invasion of

bile duct by HCC. Her symptoms were improved after insertion of

biliary stent by using endoscopic retrograde-cholangiopancreato-

graphy (ERCP). After being treated with the 5th trans-arterial

chemoembolization (TACE), she developed abdominal pain and

fever. Ascitic fluid analysis showed neutrophil dominant bacteria-

scites. White blood cell count was 1950/mm3 (PMN: 1755/mm3).

Peritoneal fluid and blood culture both yielded MRSA. At first we

regarded it as a contamination, but MRSA has consecutively cultured.

We treated her with vancomycin which has in vitro sensitivity, but

MRSA peritonitis persisted. The patient showed a clinical improve-

ment after administration of linezolid. Considering the increase in

antibiotic-resistant microorganisms, it seems SBP caused by MRSA

could become a major clinical problem in the near future (Fig. 1).

Topic: 18 Case Report and Case Series

Absno: 2282

Treatment in pulmonary tuberculosis and hepatitis B
co-infection

Dilek Yildiz Sevgi, Alper Gunduz, Ali Seydi Alpay,
Ahmet Sanli Konuklar, Nuray Uzun

Sisli Etfal Education and Research Hospital, Istanbul, Turkey

Introduction: Treatment of tuberculosis in patients who already have a

chronic liver diseases poses various clinical challanges. Hepatitis B

virus (HBV) infection has been reported to be a significant risk factor for

hepatotoxitiy related to anti-tuberculosis therapy (ATT). However

patients with underlying HBV infection should use this drugs because of

their effectiveness particularly isoniazid (INH) and rifampicin (RIF).

Case description: A 61-year-old male was transferred to our clinic

because he had pulmonary tuberculosis and hepatitis B. Chest

examination revealed fine bilateral rales and the remainder of the

examination was normal. Coagulation function was normal. Routine

chemistry showed total bilirubin 0.5 mg/dl, ALP:144 U/L, GGT:103

U/L, AST: 118 U/L, ALT: 187 U/L, HBsAg and HBeAg were posi-

tive. Anti HBcIgM, Anti HDV and Anti HIV were negative. The

serum HBV DNA titer was 108x107 IU/mL. Chest imaging showed

right upper lobe pulmonary opacities and cavities. Biopsy findings

revealed HAI 11, fibrosis1with no evidence of granulomatous hepa-

titis. INH 300 mg, RIF 600 mg, ethambutol (EMB) 1500 mg and

entecavir 0,5 mg were started simultaneously.On the 16th day of

treatment the patient’s body temperature fell down to normal and he

Fig. 1 Peritoneal fluid analysis flow chart
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was clinically stable. ALT and AST levels falled progressively and

normalized on day 32 of the treatment. Sputum culture revealed

M. tuberculosis complex growth detected by MGIT system.

M.tuberculosis was susceptible to INH, RIF, pyrazinamide (PZA) and

EMB. The patient received INH,RIF and EMB for 2 months followed

by dual INH and RIF treatment for 7 months. HBV DNA fell down

by 3 log after 1 months and was below 50 IU/mL after 6 months of

treatment. INH, RIF and PZA can cause hepatotoxity even in indi-

viduals without underlying liver disease. Although there are some

recommendations by WHO for such conditions, more studies are

needed for optimizing regimens for concomitant usage of antituber-

culosis and hepatitis B treatment.
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Introduction: Primary biliary cirrhosis (PBC) is often associated

with auto-immune diseases such as Sjögren syndrome, autoimmune

thyroiditis or scleroderma, but rarely with autoimmune hemolytic

anemia (AIHA). We report a case of PBC associated with AIHA

treated with prednisolone (PSL).

Case description: A 79-year-old woman was admitted to our hospital

complaining of shortness of breath and anemia. She was diagnosed as

PBC histologically 17 years prior to admission and has been treated with

ursodeoxycholic acid (UDCA) as asymptomatic PBC. Her level of

hemoglobin (Hb) was 8.3 g/dl on admission. Her alanie aminotrans-

ferase (ALT) and total bilirubin were within the normal limits but

alkaline phosphatase and gamma-glutamyltranspeptidase were slightly

elevated. Eshopagogastroduoednoscopical examination revealed a

gastric ulcer. The patient was treated with proton pump inhibitor; she

received a red cell transfusion and was discharged. Two months later,

she complained of shortness of breath again, and her level of Hb was

5.6 g/dl and was readmitted. On the second admission, her total bili-

rubin was elevated (2.60 mg/dl) and indirect bilirubin was dominant.

ALT and ALP were within normal limits. Her direct and indirect

Coombs test were positive and haptoglobin was below 0.1 g/dl. The

diagnosis of AIHA was made and PSL was started. Two months later,

her level of Hb was 10.1 g/dl and level of total bilirubin was 1.19 mg/dl.

The association between PBC and AIHA is uncommon. A small number

of case reports have been described. In the literature, most PBC with

AIHA patients were treated with steroids. In this case, PSL was used and

AIHA was improved successfully without any complications.
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Introduction: Tuberculosis is still a desease with significant mor-

bidity and mortality especially in the developing countries. The liver

may be involved as part of miliary tuberculosis or as local tubercu-

losis without evidence of pulmonary involvement.

Case description: A 38 year-old male was referred to our clinic

with complaints of fever, productive cough and jaundice. A week

before he was examined in an outpatient clinic and levofloxacin

500 mg/day p.o. was started empirically. On physical examination,

he had fever of 38,9 C8, his skin and sclera were icteric, had right

upper quadrant tenderness and the liver was palpable 2 cm below

the costal margin. Other physical finding were unremarkable. The

relevant laboratory data were as follows: WBC: 32.800/mm3 (with

left shift), Hb:9.2gr/dl, Platelet: 114.000/mm3, CRP: 200 mg/dl,

ALT: 43 U/ml, AST: 45 U/ml, GGT:259 U/ml, ALP: 549 U/ml,

total bilirubin: 5.8 mg/dl, direct bilirubin:3,5 mg/dl. The patient’s

chest X-Ray revealed normal findings. Sputum smear was positive

for acid fast bacilli (staining with rhodamine auramine). 3 days

after the admission his chest x-ray was repeated and marked

confluent parenchymal opacity with air bronchograms on the left

lower lobe were detected. INH, RIF,PZA and EMB were started.

On the 14th day sputum culture was positive for M. tuberculosis

complex susceptible to INH,RIF,PZA and EMB. On abdominal

USG only hepatomegaly was detected. MRCP revealed periportal

edema and fibrosis without bile duct obstruction or dilatation. The

patient responded well to therapy with negative sputum culture on

day 21 and complete normalization of WBC and liver enzymes.

The therapy was continued up to 6 months. Jaundice is a rare

clinical sign of miliary tuberculosis. We should always keep in

mind the possibility of tuberculosis in patients presenting with

fever and jaundice.
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Successful use of choledochoscopic photodynamic therapy
for mucinous adenocarcinoma in the left hepatic duct: case report
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We describe a case of mucinous adenocarcinoma in the left hepatic

duct which photodynamic therapy via choledochoscope was suc-

cessfully applied. A 52-year-old man suffered recurrent pain of right

hypochondrial region for 1 year. A contrast-enhanced CT revealed a

2.5 cm 9 1.0 cm soft tissue protrusion in the left hepatic duct and

the bile duct of liver inside and outside was dilated. An exploratory

laparotomy was conducted and pathologic study of surgical speci-

mens returned a definitive diagnosis of well-differentiated mucinous

adenocarcinoma. T-tube was indwelled in the patient to end this

surgery. We determined that the patient had better to be treated with

photodynamic therapy via choledochoscope. 48 hours after the

patient was injected i.v. with hematoporphyrin (5 mg/Kg), light

(630 nm) was applied directly on the lesions at a fluence of 360 J

and at a fluence rate of 120mW/cm2. The choledochoscope had been

reviewed only to find a lot of papillary hyperplasia tumors and

mucus in his left hepatic duct. During choledochoscopic photody-

namic therapy, we found the color of the masses turned dark and

pale. After 1 month, the second check of the choledochoscope

showed healthy tissue of bile duct in the previous region and there

was no masses any more.
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Budd-Chiari syndrome diagnostic and management problems
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The budd-chiari syndrome is a rare disease in Indonesia with a

potentially dismal outcome if not treated optimally. It is a heteroge-

neous group of disorders characterized by hepatic venous outflow

obstruction at the level of the hepatic venules, the large hepatic veins,

the inferior vena cava, or the right atrium. Ascites, hepatomegaly, and

abdominal pain constitute the classic triad of the Budd-Chiari syn-

drome. This condition was first mentioned by Budd in the mid 1800 s

and additional information was provided by Chiari in the 1890 s.

Nuclear medicine, sonography, CT, angiography, and MRI all provide

valuable diagnostic information.

We reported three patients chylous ascites with hepatomegaly. All

patients had low serum albumin level with hepatic vein and inferior

cava vein thrombosis. Ascites fluid analysis proved negative result

for culture, low ADA value, and high ascites protein value. Based on

clinical examination, ultrasonography and laboratory results, Budd-

Chiari syndrome was made. Therapy for these patients includes

medical management such as diuretics and paracentesis and antico-

agulant for relieving hepatic venous outflow tract obstruction in

order to prevent necrosis with good result. Liver transplantation is an

option for selected patients, especially those with fulminant hepatic

failure.
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Weil’s disease after a fox bite in inner city London
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Introduction: Leptospirosis is the commonest zoonosis worldwide,

but is rare in the UK. With a huge range of differentials for hepatic

failure, it can be challenging to diagnose. We describe a case of

Weil’s disease, unusually contracted from a pre-infected fox in an

urban inner-city area. The unique aetiology and multi-organ failure

delineate the importance of recognising this emerging cohort of

patients in the UK.

Case Report: A 66-year-old, previously well female presented with a

6-day history of intermittent fevers, malaise, and headaches. Two

weeks earlier she was bitten by a fox cub in her garden in inner city

London.

On admission she was apyrexial, with normal observations.

Clinical examination revealed a superficial puncture wound - not

actively infected. Liver and renal function tests were deranged, in

addition to a compensated metabolic acidosis. She was commenced

empirically on intravenous Tazocin. A battery of liver, autoimmune,

haematology, serology, and atypical screens were requested. Results

included a positive titre to leptospira IgM at 1:80, but negative lep-

tospirosis MAT.

By day 4 she developed high grade pyrexia, a diffusely tender

abdomen, features of septic shock, and worsening metabolic acidosis.

Haemodynamic instability mandated admission to ICU where she

developed acute respiratory distress syndrome and oliguria.

Repeat serology was reported positive a week after admission

(Leptospira ELISA IgM 1:2650 and Leptospira MAT positive

1:1280), with a presumptive serovar of L. icterohaemorrhagiae.
Following multi-organ support on ICU for 1 week, she was step-

ped down and made a successful recovery.

Conclusions: This case of Weil’s disease is notable as contraction

from a leptospira-infected animal in a non-endemic inner city area

represents a rare subgroup of leptospirosis. The multi-systemic nature

of Weil’s disease and requirement for aggressive supportive therapy is

emphasised. Our case highlights the importance of early diagnosis

and the central role of prompt serological testing.
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Acetazolamide induced severe hepatotoxicity
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Acetazolamide is potent carbonic anhydrase inhibitory diuretic gener-

ally used to treat glaucoma, heart failure and epilepsy. Many side effects

were reported and we present a 44 year-old woman who developed

severe hepatotoxicity after receiving acetazolamide for two weeks.

The patient was started acetazolamide 250 mg daily for pseudo-

tumor cerebri. She denied using medications, alcohol, herbal products

and nutritional supplements. She reported normal laborotory values

before acetazolamide use. Physical examination was normal except

for jaundice. Counter blood count was normal, PT 16.1 seconds, INR

1.39, ESR, C-reactive protein 3.22, glucose 98, urea 16, creatinin 0.7,

AST 735, ALT 492, GGT 1122, ALP 348, albumin 3.9, LDH 282,

total bilirubin 8.93(direct 8.91) and creatinin kinase 46. HBsAg, anti-

HBc-IgM, anti-HAV-IgM, anti-delta, anti-HCV, EBV-VCA-IgM,

Parvovirus-B19-IgM, anti-CMV-IgM were negative. HBV-DNA and

HCV-RNA were negative. Additional test for thyroid disease, auto-

immune hepatitis, Wilson’s disease and hemochromatosis were all

negative. Abdominal ultrasonography was in normal limits. The drug

was stopped . During follow-up, ALT was 746 U/L, AST was 492

U/L GGT was 184 U/L, ALP was 475 U/L and total bilirubin

increased to 10.1 mg/dL on the 3th day. On the 7th day, liver enzymes

and bilirubin levels started to decrease and on the 21th day, liver

enzymes were normal. Follow-up in the 3th month showed normal

complete blood count and biochemical studies.

Elevation of liver enzymes can be an expected side effect of

acetazolamide and there is only one case of liver failure in the lit-

erature. The patient developed cholestatic injury and anuria that had

also Hodgkin’s disease diagnosed in post-mortem examinatio. Our

case responded to the palliative treatment and returned to normal in a

short time after cessation of the drug. Because of the widespread use

of acetazolamide, physicians should keep the severe hepatotoxic

effects of the drug in mind.
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After widespread use of antibiotics, pyogenic liver abscess in young is

rare and most cases are cryptogenic or due to biliary tract disease such

as cholangitis and cholelithiasis. It can arise as a late complication of

surgical biliary intestinal anastomosis. Sump syndrome is rare com-

plication of choledocho-duodenostomy that results in bacterial

overgrowth and suppurative cholangitis.,

A 57 years-old woman admitted with jaundice and fever. Fever of

38�C, jaundice and right upper quadrant tenderness was present on

physical examination. She had been treated for liver abscess with

antibiotics and percutaneous drainage a month ago and 20 years

before she underwent cholecystectomy. Liver enzymes and bilirubins

were elevated. Ultrasonography revealed parenchymal heterogenicity

of the left lobe of the liver and localized biliary dilatation. Parenteral

antibiotics were started. ERCP showed side-to-side choledocho-duo-

denostomy and intrahepatic ducts and choledoct were dilated.

Endoscopic sphincterotomy was performed and debris and food were

swept out. The patient was free of symptoms one year later.

Today with the widespread antibiotic use, liver abscesses are biliary

originated. We cannot identify source of infection which are usually

polymicrobial. Sump syndrome is defined in choledocho-duodenostomy

patients without evidence of anastomotic stricture. The choledochal

limb between choledocho-enteral anastomosis and ampulla, acts as a

reservoir for duodenal ingredients, which causes bacterial overgrowth,

cholangitis, pancreatitis and even hepatic abscess. Abdominal pain,

symptoms of cholangitis and pancreatitis are the symptoms and dilated

bile or pancreatic duct and changes due to cholangitis and pancreatitis

are the suggestive findings. For years, surgery was the only way of

treatment since endoscopic papillotomy with or without balloon drain-

age of common bile duct was advised more recently. In conclusion, we

recommend physicians to keep sump syndrome in mind in patients with

recurrent pyogenic liver abscess and we advocate endoscopic treatment

especially in elderly in whom surgery in generally not possible.
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Right flank pain in a man: renal stone or needle in the liver?
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A 41-year-old man was admitted to the hospital with a three-day

history of dysuria and right flank pain. Physical examination revealed

tenderness at the right costo-vertebral angle. Urolithiasis was sus-

pected but abdominal X-ray showed a foreign body resembling a

packing needle in the region of the liver (Fig. 1).

Abdominal tomography (Fig. 2) and ultrasonography revealed

right pelvicaliceal dilatation and a needle lodged in the right lobe of

the liver. The proximal part of the needle was broken and located in

the posterior curve of the liver. The patient said that he had never

swallowed a needle, but that he had undergone surgery for the

removal of another packing needle from under the skin of the right

lower quadrant when he was seven. He did not give further details. He

reported having no complaints before the ones related to his present

visit. He was scheduled for follow-up visits without surgery, and two

days later he passed a urinary stone and became free of symptoms.
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Spontaneous Bacterial peritonitis caused by aeromonas caviae
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1Division of Infectious Disease, Qingdao University Medical College

affiliated hospital, Qingdao, 2liver fibrosis diagnosis and treatment

center, 302 Military Hospital of Beijing, Beijing, China

Background: Spontaneous bacterial peritonitis (SBP) was a common

complication of cirrhosis. Based on our current understanding of SBP,

Fig. 1 Abdominal x-ray showing a foreign body resembling a

packing needle in the region of the liver

Fig. 2 Abdominal tomography revealing right pelvicaliceal dilata-

tion and a needle lodged in the right lobe of the liver
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the most common aetiologies for SBP in cirrhosis are Enterobacte-

riaceae and streptococcal species. The Aeromonas species are

ubiquitous in fresh or brackish water. Aeromona Caviae is never

identified as the aetiology in cases of SBP.

Case description: A patient, who had a history of cirrhosis of the

liver related to chronic hepatitis B virus infection for one year, pre-

sented with diarrhea. He had gone to sea town 2 weeks ago. One

week later, he had diarrhea and was treated with norfloxacin, after

7 days of worsening symptoms, including fever, abdominal distention

and diarrhea, he was hospitalized. Laboratory examination result

revealed that WBC count were 13,410/mm3 with 85% neutrophils.

Analysis of the ascitic specimen revealed a white-cell count of

4420/mm3 with 88% neutrophils. Analysis of stool specimen showed

a white-cell count of 60/HP (high power field). His stage of cirrhosis

was classified as Child-Pugh class C on admission. The patient was

started empirically on intravenous ceftriaxone 4 g daily, diuretics and

intravenous albumin, pending the culture results. However, there was

no improvement. Three days later, stool and asctic fluid culture

showed positive for Aeromonas Caviae. Antibiotic susceptibility

testing revealed that imipenem, meropenem, amikacin and cefope-

razone-sulbactam had the highest activity against the Aeromonas

Caviae. However, the bacilli resisted to ceftriaxong, ceftazidime,

ampicillin-sulbactam, levofloxaxin and sulfamethoxazole. Ceftriax-

one was then switched to Imipenem. The patient experienced an

uneventful recovery 14 days later.

Conclusion: Aeromona Caviae is a rare pathogen of SBP in cirrhosis,

its resistance to third-generation cephalosporins and fluroquinolone,

which are often administered rely on clinical experience, is worthy of

special attention.
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A sweet liver
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The combination of poorly controlled diabetes, increased serum

aminotransferases and the characteristic histological changes are

diagnostic of glycogenic hepatopathy.

A 22-year-old man with poorly controlled type 1 diabetes mellitus

presented with abdominal pain, nausea and a 2-year history of

increased serum liver aminotransferase levels. He took Novorapid and

Glargine insulin, but her glycemic control was suboptimal (HbA1c

12.5%).

Physical examination revealed tender hepatomegaly. His body

mass index was within the normal range (20.3). Blood tests showed

abnormal liver function tests including alanine aminotransferase

level 443 (normal \ 45 U/L), aspartate aminotransferase level 294

(normal \ 37 U/L), alkaline phosphatase level 101 (normal range

49-128 U/L). Serum bilirubin level and clotting profile were nor-

mal. Serum lipid profile was adverse including total cholesterol 6.2

(normal \ 5.2), triglyceride 3.6 (normal \ 1.7), HDL 1.0 (nor-

mal [ 1.4) and LDL 3.2 (normal \ 2.6). Other infective,

infiltrative, autoimmune related and metabolic causes of hepatitis

were all excluded. Computer tomography of abdomen revealed

enlarged smooth liver and no evidence of cirrhosis or other focal

parenchymal lesion.

Such a long history of abnormal liver function tests led to a liver

biopsy. The liver biopsy showed preserved acinar architecture without

significant fibrosis. The hepatocytes had abundant pale cytoplasm

with accentuation of cell membrane. The periodic acid- Schiff stain

showed glycogen accumulation in the hepatocytes. Some of the nuclei

were glycogenated. This histologic feature was consistent with gly-

cogenic hepatopathy.

Glycogenic hepatopathy is a rare and under-diagnosed condition in

poorly controlled diabetes. It is important to distinguish it from non-

alcoholic fatty liver disease which is common in diabetic patients.

Glycogenic hepatopathy and serum liver enzymes could be reversed

with improved glycemic control, unlike steatohepatitis. It is also

believed that glycogenic hepatopathy does not progress to fibrosis,

distinct from fatty liver disease. This case calls attention to glyco-

genic hepatopathy.
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Transarterial chemoembolization (TACE) have been applied for

treating hepatocellular carcinoma (HCC), but procedure-related

complications can be a serious problem. Liver abscess is most com-

mon infectious complication during post-TACE period.

We describe three cases of necrotizing liver abscess after TACE in

hepatocellular carcinoma. First case, a 79-year-old man, with 2.6 cm

sized HCC in S4, was treated by TACE for two times during

2 months. About 1 month after the last TACE, abdominal CT scan

revealed a gas containing liver abscess. Antibiotics and percutaneous

transhepatic drainage was performed. Cholangiography via drainage

catheter showed findings of bile duct necrosis. The patient improved

condition and removed the catheter.

Second case, a 68-year-old man, with four HCC in S4, 5, 7, 8, was

treated by TACE for three times during 2 years. Two new lesions was

found in S6/7, was performed by TACE. About 2 days later the

patient had a fever and abdominal pain. Abdominal CT scan reveal a

necrotizing liver abscess and percutaneous transhepatic drainage was

performed. Two month later, the abscess improved and catheter

removed.

Third case, a 75-year-old man was performed embolization due to

HCC rupture. After 1 month, abdominal CT scan revealed necrotizing

liver abscess. Antibiotics and percutaneous transhepatic drainage was

performed. However, the abscess persisted despite of treatment for

5 months.

Physicians should be alerted to necrotizing liver abscess after

TACE in patient with variable clinical manifestations.
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Metastatic septic bacterial endophthalmitis and multiple brain

abscesses are rare but potentially devastating, serious disease.

Endophthalmitis arising from Klebsiella pneumoniae liver abscess

has been reported with diabetes mellitus as a major associated con-

dition in Taiwan, but is rarely seen in patients without diabetes.

There is often a delay in diagnosing endogenous bacterial

endophthalmitis, particularly when there is no evidence of a primary

infection or ocular infection is initial manifestation of sepsis.

We report a non-diabetic patient with sepsis with right eye dis-

comfort and headache. Five days after admission, blood culture grew

K. pneumoniae. Abdomen computerized tomography scan confirmed

the presence of multiloculated liver abscess in right lobe. Brain MRI

confirmed the multiple brain abscesses and right endophthalmitis.

Despite intensive treatment, systemic and intravitreal antibiotics, liver

abscess was resolved completely, but visual outcome was very poor,

so we performed pars plana vitrectomy.

Physicians should be alerted to endogenous endophthalmitis and

multiple brain abscesses in patients with Klebsiella septicemia,

especially in non-diabetics with pyogenic liver abscess complains of

ocular symptoms.
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Background: Hepatic tuberculosis is a rare disease that be easy to be

misdiagnosed, especially patients have concomitant chronic hepatitis

B. It is also because of its lack of specific clinical manifestations that

make diagnosis so difficult. And be different from pulmonary tuber-

culosis, data about this disease is poor, we would like to report the

case of hepatic tuberculosis whose manifestations resemble chronic

hepatitis B.

Case Presentations: A case of miliary hepatic tuberculosis in a

19-year-old Chinese boy, who has a history of chronic hepatitis B for

three years, is reported. He presented with a long-term fever, night

sweat, fatigue, weight-loss, right upper abdominal tenderness, hepatic

region percussion pain, hepatomegaly, abnormal hepatic function.

Chest X-ray revealed pulmonary tuberculosis and pleural effusion.

Magnetic resonance imaging (MRI) of liver showed multiple, miliary,

micronodular lesions. He was diagnosed as miliary hepatic tubercu-

losis and pulmonary tuberculosis and was recovered after being

treated with anti-tuberculous drugs.

Conclusions: Hepatic tuberculosis can present with protean clinical

manifestations, so the diagnosis of hepatic tuberculosis can be diffi-

cult. This case report illustrates the difficulty in reaching the correct

diagnosis in case of hepatic tuberculosis, which are often confused

with chronic viral hepatitis such as chronic hepatitis B. If patients

have such clinical manifestations as fever, night-sweat, right upper

abdominal pain, hepatomegaly or abnormal hepatic function, even the

patients have concomitant chronic hepatitis B, hepatic tuberculosis

should be considered. MRI which can help in the diagnosis of this

disease is recommended as the main radiological investigations.
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Liver tuberculosis accounts for 1.2% of all patients localizations. It

represents two forms: a frequent secondary form and an isolated and

rare primitive form. The aim of our work is to put the point on the

difficulties of clinical, radiological and histological diagnosis of this

affection through a retrospective study of 20 cases treated from

January 1992 to 2007. The inclusion criteria are presence of epit-

helio-giganto granuloma with or without caseous necrosis on the

histological examination of the liver. The Mean Age of our patients

is 36 years with a female prevalence. hepatomegaly was found in

40%, ascitis (60%), pleuro-pulmonary signs (20%) and a spleno-

megaly (15%). HIV Serology is negative in all cases. Echographic

aspects found are: homogeneous hepatomegaly in 7cas, an evocative

aspect abscess of the liver in 4 cases, multinodular liver in 4 cases

and steatosic liver aspect in 1 case. The ascitis is found in 15 cases,

the splenomegaly in 5 cases and deep adenopathies in 6 cases.

Histological examination of the liver is obtained by percutaneous

liver biopsy in 16 patients, by laparoscopy in 1case and during a

laparotomy in 3 cases, highlighting a cellular epithélio-giganto

granuloma with or without caseous necrosis. Primitive liver Tuber-

culosis is noted in 1 patient. The multifocal secondary form is found

among 19 patients. Tubercular localisations in patients are primarily

peritoneals (75%) and pleuro-pulmonary (30%). Treatment rests on

antibacillares. tuberculous abscesses drainage is carried out among 4

patients. Evolution is good in 18 cases, 2 patients presented antiba-

cillars hepatotoxicity, one died by tuberculosis meningitis. Hepatic

tuberculosis is not rare in our context. The positive diagnosis remains

difficult . The treatment is based on antibacillars.
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Introduction: Taiwan is a high prevalent region for chronic hepatitis

C virus (HCV) infection, estimated at 3–4% nationally and up to

15–60% in high endemic regions. Barriers to HCV treatment vary
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globally including patient- or physician- level factors related to

knowledge or care. With excellent response rates, a consensus on

barriers to treatment in Taiwan is still lacking.

Method: To clarify treatment access barriers for HCV, we conducted

quantitative patient (n = 180) and doctor (n = 90) surveys across three

distinct geographical settings [rural—Kaohsiung City in southern

Taiwan; semi-urban—New Taipei City in northern Taiwan and urban-

Miaoli in middle Taiwan] and facilitating a structured, qualitative

discussion among local experts in parallel. Patients already detected

with HCV were selected for the survey and screened through large

scale sampling of the general population.

Results: Geographical differences in patient demographics, avail-

ability of specialists and ultimately treatment barriers are found. The

highest treatment rate is found in urban areas, influenced by the high

capacity of specialists to treat. The primary barrier to further treat-

ment is non-qualification for reimbursement due to normal alanine

aminotransferase levels at diagnosis (p \ 0.0001). In semi-urban

areas, the major identified barrier is a lack of referral or treatment by

specialists (p = 0.0003). In rural areas where there is the largest

number of detected, untreated patients, the primary factor is a

patient’s ability to find a specialist (p\0.0001). Commonly identified

barriers across regions include insufficient understanding—by both

doctors and patients—of cure rate, and reimbursement policy (p =

0.008 and p = 0.208). Doctors who neither treat nor refer patients

exhibit significantly lower awareness of cure rate and reimbursement

than those who do (p = 0.062 and p = 0.005).

Conclusion: Major barriers to HCV treatment vary in different

regions in Taiwan. Locally tailored solutions will include building

specialist capacity, encouraging referral or setting up mobile health

solutions.
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Background & Aim: There is growing evidence that chronic hepa-

titis C virus (HCV) infection can be considered a metabolic disease

due to its interaction with glucose metabolism, leading to insulin

resistance (IR) and diabetes. We aimed to evaluate the impact of

insulin resistance on early virological response (EVR) in naı̈ve

patients with HCV- genotype 4 treated with peg interferon and

ribavirin and if prior assessment and treatment of insulin resistance

will impact the early treatment response.

Patients & Methods: Three hundred selected naı̈ve HCV patients

were classified into 3 equal groups based on HOMA-IR test; control

group with HOMA-IR \ 2, Group 2 with HOMA-IR [ 2, who

received antiviral therapy directly and Group 3 with HOMA-IR [ 2,

who received antiviral after treatment of IR with Pioglitazone 30 mg

daily for 3 months, EVR was assessed in relation to different basal

demographic, laboratory and histological variables.

Results: Patients with HOMA-IR [ 2 had only significantly higher

basal BMI which could predict their IR (p \ 0.05). By multivariate

analysis; predictors of EVR were; early fibrosis stage (\F3), low

vireamia (\400000 iu) and BMI \ 30 (p \ 0.05). Significant

improvement in HOMA-IR levels in HCV group treated with Piog-

litazone didn’t impact EVR in such group significantly (p [ 0.05).

Conclusion: This study suggests that IR does not predict EVR, the

magnitude of the impact of IR on treatment response remains

unsettled so more rigorous analysis of all available data from further

studies is required.
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Introduction: Transient elastography is a non-invasive method, for

the assessment of hepatic fibrosis, developed as an alternative to liver

biopsy. Different cut-off values were reported for significant fibrosis

(CF2 METAVIR) and cirrhosis (CF4 METAVIR) (1).

Aims & Methods: We aimed at validating transient elastography in

assessment of stage of hepatic fibrosis in Egyptians with chronic

hepatitis C. Hundred Egyptian patients with chronic hepatitis C were

enrolled. They were subjected to liver stiffness measurement (LSM)

using transient elastography (FibroScan, Echosens, Paris, France). All

patients were subjected to liver biopsy and histopathological staging

of hepatic fibrosis according to METAVIR scoring system as a part of

their assessment for treatment. LSM result was compared to the stage

of hepatic fibrosis obtained from liver biopsy specimens.

Results: LSM could accurately predict significant hepatic fibrosis

(CF2 METAVIR), severe hepatic fibrosis (CF3 METAVIR) and

cirrhosis (CF4 METAVIR). The cut off values for significant hepatic

fibrosis, sever hepatic fibrosis and cirrhosis were 7.1, 9 and 12.2 Kilo

Pascal with sensitivity of 87%, 87.5% and 90.9 % and specificity of

100%, 99.9% and 99.9% respectively.

Conclusion: LSM using transient elastography could accurately

predict significant hepatic fibrosis (CF2 METAVIR), sever hepatic

fibrosis (CF3 METAVIR) and cirrhosis (CF4 METAVIR) in Egyp-

tians with chronic hepatitis C with high sensitivity and very high

specificity.

References:
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the diagnosis of severity of fibrosis in chronic liver disease: a meta-

analysis of diagnostic accuracy. J Hepatol. 2011; 54(4):650–9. doi:

10.1016/j.jhep.2010.07.033. Epub 2010 Sep 24.
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HCV-associated liver fibrosis disease, including fibrosis, cirrhosis is

accelerated in HIV-infeted individuals.
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Aim: to evaluate severe fibrosis in HIV-infected patients with positive

antibodies to HCV and to compare the evolution of HIV disease to

mono-infected HIV case controls.

Patients and methods: The study population included adults aged

[18 years with documented HIV infection who were diagnosed with

viral hepatitis C. At every study visit, patients received a physical

examination and were asked about medications taken and any adverse

events experienced. Blood samples were tested for HBs antigen and

anti-HCV, aspartate aminotransferase, alanine aminotransferase, total

bilirubin, complete blood count and CD4+ T lymphocyte. HCV viral

load, genotypes and ultrasonographic exam were determined. A case

control study with mono-infected HIV and negative HCv was done.

Results: 30 HIV-infected patients had antibodies to HCV. Viral load

was positive in 10 patients(30%). The distribution of genotypes was:

genotype 1: (50%); genotype 2a/2b: (37%); genotype 4: (13%) 2

patients had cirrhosis. Fibrotest score found a severe fibrosis (F3 and

F4) in 30% of patients. Compared to the 150 case controls HIV

patients, the length of infection, the CD4 count at the beginning, the

rate of clinical and viral failure was important in HIV-HCV coin-

fected patients (31% versus 14%; p 0.03). Hepatic cytolysis was

frequently seen in HCV-HIV coinfected patients at the moment of the

diagnosis of HIV infection (64% versus 39%; p 0.01) and 6 months

after the beginning of antiretroviral grugs (9% versus 1%; p 0.01).

Conclusion: 30% of coinfected patients had severe fibrosis. The

immunological failure under antiretroviral drugs and hepatotoxicity

were most frequent in coinfected patients.
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Introduction: Egypt has the largest burden of HCV infection in the

world. Current therapy is associated with adverse events, high cost and

sub-optimal response. Data mining can explore tremendous volumes of

data to discover hidden patterns and relationships in highly complex

dataset and thus can enable the development of predictive models.

Aim: To develop a mathematical model for prediction of therapeutic

outcome in chronic HCV genotype 4 patients using routine pretreat-

ment data.

Patients and methods: This cross sectional nationwide study inclu-

ded retrospective data of 3719 chronic HCV patients who had

received PEG-IFN/RBV therapy at Cairo-Fatemia Hospital, Egypt.

Factors predictive of SVR were explored using data mining analysis.

Weka implementation C4.5, classification and regression tree

(CART), Fast decision tree learner (FDTL) were constructed using

the pretreatment patients’ data (19 attributes).

Results: estimated SVR was 52.5%. Out of 19 attributes, the applied

decision-tree models showed that serum AFP C4.7 ng/ml(most decisive),

alanine transferase (ALT) [1.74 folds upper limit of normal, serum

albumin \4 g/L, body mass index (BMI) [25.5 kg/cm2, and female

gender were associated with unfavorable response. This was further con-

firmed using multivariate logistic regression analysis. A model including

these five variables was significantly associated with failure of response

with sensitivity 0.66, specificity 0.71, PPV 0.62 and NPV 0.75 (P\0.01).

Conclusion: The proposed model involving female gender, BMI

[25.5 kg/cm2, AFP C4.7 ng/mL, ALT[1.74 folds ULN, and serum

albumin\4 g/L was significantly related to unfavorable response and

thus could identify difficult to treat among chronic HCV Egyptian

population. This model has the prospective to support clinical deci-

sions regarding the proper selection of patients for therapy(based on a

possibility of response), without imposing extra costs.

Model to predict response to interferon/ribavirin

Number of

unfavorable

factors

Response Non

response

Total P value

0-2 1097 (75.2%) 361 (24.8%) 1458 (100%) \0.01 (S)

3 591 (64.5%) 257 (30.3%) 848 (100%)

4-5 182 (54.5%) 318 (45.5%) 500 (100%)
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Aim: To evaluate the safety, tolerability and efficacy of pegylated

interferon and ribavirin for the treatment of HCV in patients with

SCA and compare this to normal patients with HCV.

Patients and methods: Fifty-five SCA patients with HCV were

compared to 67 normal patients with HCV in term of tolerability,

safety, response to treatment and side effects. All were treated with

pegylated interferon and standard dose of ribavirin.

Results: Fifty-five (33 F: 22 M) SCA patients were treated. Their mean

age was 29.5 y (15–54 y). Only eight were receiving hydroxyurea. All

tolerated the treatment well and none required blood transfusion

pre, during or after therapy. Their mean Hb at the start was 10.2 g/dl

(7.5 g/dl–11.5 g/dl), at 3 months was 10.4 g/dl (8.9 g/dl–11.2 g/dl), at

6 months was 10.35 g/dl (8.5 g/dl–11.9 g/dl) and at the end of treatment

was 10.3 g/dl (8.2 g/dl–11.7 g/dl). There were no hematological side

effects attributable to ribavirin at the usual recommended dose. Forty

(72.7%) achieved SVR. The remaining 15 were non-responders. The

results were compared to a group of sixty-seven (35 F: 32 M) normal

patients with HCV. Their mean age was 47 y (22–67 y). All tolerated the

treatment but 7 (10.44%) developed anemia, 4 (5.9%) neutropenia, 1

(1.4%) arthropathy and 1 (1.4%) thrombocytopenia. Forty-eight

(71.64%) achieved SVR. The remaining 19 were non-responders.

Conclusions: The treatment of SCA patients with HCV using pegy-

lated interferon and ribavirin at the usual recommended dose is safe

and when compared to normal patients with HCV, the response rate is

comparable and the side effects are less. This is even so in those who

are not receiving hydroxyurea.
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Background/Aims: Chronic hepatitis C (CHC) infection may result

in liver cirrhosis and its complications like hepatic decompensation

and hepatocellular carcinoma. Anti-hepatitis C virus (HCV) therapy

has been shown to decrease these risks and more efficacious novel

triple therapy is available now. This study aims to evaluate the cost-

effectiveness of adopting triple therapy with Boceprevir (BOC) added

to Peginterferon and Ribavirin (PR) compared to PR alone in

Genotype 1 CHC in Malaysia’s public health systems.

Methods: Life-time treatment and monitoring cost as well as quality-

adjusted life year (QALY) were estimated using a Markov model

which simulates disease progression. Treatment strategies were

adopted from phase III clinical trials (SPRINT-2 and RESPOND-2),

which are aligned with the BOC label in Malaysia. Transition prob-

abilities between health states and QALYs were obtained from

published studies, whereas patient characteristics, health status and

pharmaceutical cost were based on the liver services at two public

hospitals. Incremental cost-effectiveness ratio (ICER) was calculated

and the threshold for Malaysia was Ringgit Malaysia (RM) 93.193/

QALY, based on WHO recommendation on cost-effectiveness criteria

(three times GDP/capita).

Results: For both treatment-experienced and treatment naı̈ve patients,

BOC-based regimen was cost-effective compared to PR alone, with

ICER of RM12.347/QALY and RM51.670/QALY respectively. In

subgroup analysis, BOC plus PR was also cost-effective for non-

cirrhotic treatment naı̈ve (RM16.233/QALY), non-cirrhotic treatment

experienced (RM19.391/QALY), and cirrhotic treatment experienced

(RM8.786/QALY) patients. Even when using blood transfusion to

treat anemia, the BOC-based regimen was still cost-effective for both

treatment experienced (RM12.620/QALY) and treatment naı̈ve

(RM52.624/QALY) patients. The probabilistic sensitivity analysis

showed that 78% and 100% of simulation was cost-effective for

treatment naı̈ve and treatment-experienced patients.

Conclusion: In Malaysian public health care settings, boceprevir-

based triple was projected to reduce the burden of liver complication,

and be cost-effective against PR alone among Genotype 1 CHC

patients regardless of the treatment history.
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Background: This study aims to evaluate RGT strategy with pegin-

terferon alfa-2a (40KD) and ribavirin in Chinese chronic hepatitis C

(CHC) patients.

Methods: Patients who HCV RNA C4 9 105 IU/mL or genotype 1b

were included and treated with Peg-IFN a-2a 180 lg/wk plus Riba-

virin 10.6–15 mg/kg/d. Patients with undetectable HCV RNA

(\15 IU/mL) at week 12 are assigned to complete total 48 week

combination therapy (Arm A). Patients with detectable HCV RNA at

week 12 are randomized to receive either further 60 weeks treatment

(total duration 72 weeks, Arm B1) or further 84 weeks treatment

(total duration 96 weeks, Arm B2). Patients were followed-up for

24 weeks after treatment completion. Single genotype polymor-

phisms (SNPs) at loci (rs12979860) were determined.

Results: Total 438 patients from 18 Chinese hospitals were enrolled.

388 patients in Arm A, 31 patients in Arm B1 and 19 patients in Arm

B2. The mean age was 41.3 ± 13.4 years. 83.3% patients were

genotype 1, 13.5% patients were genotype 2/3 and 14 (3.2%) patients

were genotype 6. 81.2% patients were IL28B CC genotype and 18.8%

were CT or TT genotype. Overall, 246 (58.16%) patients reported

RVR (TagMan undetectable level: 15 IU/ml), these patients’ SVR

rate were 93.47%. 85.61% patients reported cEVR, these patients’

SVR rate were 90.60%. 14.39% patients showed non-cEVR at week

12 are randomized to Arm B1 or Arm B2. The rate for SVR, Arm B1

and Arm B2 were 36.84% and 25%. For genotype 1, genotype 2/3 and

genotype 6 patients, SVR rate were 83.70%, 90.24%, and 100%,

respectively. Patients homozygous for the C allele at rs12979860 had

significantly higher SVR rates compared to CT or TT genotype

(89.96% vs 66.04%) patients. No unexpected adverse events were

reported during treatment.

Conclusion: This study provides valuable data regarding on-treat-

ment virologic responses in treatment naive Chinese CHC patients.

Fornon-cEVR patients, extension treatment can achieve additional

efficacy, comparison of 96 w duration, 72 w duration is enough.
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Objective: To investigate the response of Peg-IFN a-2a/ribavirin

therapy in HIV/HCV co-infected patients and HCV mono-infected

patients.

Methods: 70 HIV/HCV co-infected patients and 60 HCV mono-

infected patients, were treated with Peg-IFN a-2a/RBV for 48 weeks

respectively, and HCV load was tested regularly by the automatic

viral load analysis system (COBAS, LLOQ = 15 IU/ml). The specific

primers were designed to amplify the SNPs of rs8099917, rs12979860
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and rs12980275 in IL-28B. Then the genotypes of each SNP were

sequenced. The patients’ HCV-RNA was extracted and the NS5B

gene region of HCV in the plasma before treatment was amplified by

Nested-PCR with specific primers. The PCR products were sequenced

and analyzed then the base sequence was attained. At last the HCV

genotypes were acquired after compared with the BLAST program in

the Los Alamos national laboratory HCV database of America. The

respond of Peg-IFN a-2a /ribavirin therapy in HIV/HCV co-infected

patients was attained by statistical calculations, and the effects of

HCV genotypes and IL-28B genotypes to pegylated interferon

respond were analyzed.

Results: The SVR ratio of HIV/HCV co-infected patients who have

been treated with IFN/RBV for 48 weeks is about

32.86%*60.53%, and the ratio is 71.67%*89.58% in HCV mono-

infected patients. 18.57% of HIV/HCV co-infected patients are

HCV-1 genotype, and in HCV mono-infected patients, the ratio is

60%. The distribution of IL-28B genotypes in HIV/HCV co-

infected patients is :TT 62.85%(rs8099917); CC

58.57%(rs12979860); AA 58.57% (12980275); and in HCV mono-

infected patients it’s TT 88.33% (rs8099917); CC 80.67 %

(rs12979860); AA 80 % (12980275).

Conclusion: The respond of Peg-IFN a-2a/ribavirin therapy in HCV

mono-infected patients is better than in HIV/HCV co-infected

patients. HCV-1 genotype has more association with response to Peg-

IFN a-2a/ribavirin therapy in HIV/HCV co-infected patients. The IL-

28B genotypes do not affect the respond to Peg-IFN a-2a/ribavirin

therapy.
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Background: Frequent blood transfusion in patients with beta

thalassemia major can leads to iron overload especially in liver.

Chronic iron overload may lead to cirrhosis of the liver. Transfusion

- transmitted hepatitis B and C also can develop to cirrhosis in this

patient.

Methods: This research is a descriptive - cross sectional study to

assess hepatomegaly and liver enzymes in 100 patients with beta

thalassemia major with ages between 2 - 18 years old . The study was

carried out retrospectively. 100 Medical records from 400 samples of

thalassemia major patients under regular care of the Department of

sarvar clinic were assessed.

Results: The patients were 55% male and 45% female. The mean age

of thalassemia patients was 10/8 4/4 years. The mean and S. D of

hemoglobin, ferritin,deferoxamine dosage was 8.5 ± 1.5 g / dl,

2183 ± 1528 ng, 30 ± 11.16 mg / kg . 46 (46%) patients have

hepatomegaly.

The mean and S. D of AST and ALT were 95 +/- 70 IU/L,

70 +/- 35U/L respectively.Splenectomy had been performed on 44%

of patient.

Conclusion: Hepatomegaly is one of the most finding in thalassemic

patient that induced with hemosiderosis and hepatitis. So starting of

deferoxamine in the perfect time can prevent hemosiderosis. As

serum ferritine and LFT was elevated in most patients in spite of

defferoxamine pump use, it seems prudent to reevaluate the current

protocol of defferoxamine administration.
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Back ground and aim: In the past two decades, a new virulence gene

magA (mucoviscosity-associated gene) was recently identified in

pathogenic strains from Taiwan causing liver abscess. This gene was

detected in the vast majority of Klebsiella pneumoniae liver abscess

isolates and was associated with hypermucoviscosity (MV). The aim

of study was to investigate the prevalence of the magA gene in

Klebsiella pneumoniae and Klebsiella oxytoca that isolated from

clinical samples and detection of their antimicrobial susceptibility in

Hamadan.

Method: We conducted this cross-sectional study on 105 Klebsiella

isolates which were collected from patients who admitted to referral

hospitals (Hamadan) suspected to liver disease, during a 12-months

period. The presence of magA was determined by PCR. The hyper-

mucoviscosity (MV) phenotype of Klebsiella isolates were also

characterized. The susceptibility of the isolates to twelve antibiotics

was determined using the disc diffusion method.

Results: Out of 105 Klebsiella isolates, 96.1% was identified as

K. pneumoniae and 3.8% as K. oxytoca by PCR. The magA gene was

detected in 3.8% of K. pneumoniae isolates, while none of isolates of

K. oxytoca contained magA gene. Forty six isolates of K. pneumoniae
showed MV-positive phenotype. The most effective antibiotics

against isolates of K. pneumoniae were tobramycin (79.2%), cefepime

(78.2%), ceftizoxime (77.2%).

Conclusion: Our results suggested that detection of magA by PCR

analysis could be used as an easy, fast and highly specific diagnostic

method for identification of the K. pneumoniae causes liver abscess.

None of isolates of K. oxytoca contained magA gene.

Topic: 19 Miscellaneous

Absno: 154

POEMS syndrome presenting as high protein, high gradient
ascites : A case series

Ashish Goel1, Aby Abraham2, Sheila Nair3, Banumathi
Ramakrishna3, Uday Zachariah1, C.E. Eapen1

1Hepatology, 2Haematology, 3Pathology, Christian Medical College,

Vellore, India

Introduction: We report a series of patients with POEMS syndrome

(Polyneuropathy, Organomegaly, Endocrinopathy, M-band, Skin

changes) presenting as ascites.

Methods: Data of patients with POEMS syndrome (during 2009-

2012) presenting as ascites was analysed. All continuous variables are

expressed as median and range.

Results: 8 patients (male:3; age:40,21-60 years) with high protein,

high gradient ascites (ascitic protein:3.6,3.2-4.5 g/dl; serum-ascitic

albumin gradient:1.6,1.2-2.5) and normal ascitic fluid cell count, had

POEMS syndrome. Duration prior to diagnosis was 14(6-40) months.

Ascites was accompanied by pedal edema (7 patients), weight loss
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(8), skin changes (5) and parasthesias (4). 2DEcho was normal in 7

patients and revealed pulmonary hypertension in 1. Cardiac cathe-

terisation for pressures (3), doppler of hepatic venous outflow (all

patients) and inferior vena cavogram (5) were normal, hepatic venous

pressure gradient (4 patients) was 5(1-14) mm Hg. Ascitic fluid

cytology/ culture for tubercle bacilli were negative (all patients); liver

biopsy (5) and peritoneal/ omental biopsy (5) were not yielding.

All patients had axonal and demyelinating polyneuropathy on nerve

conduction studies. 6 patients had evidence of monoclonal plasma cell

disorder (M-band:3; Urine BJ Protein:1; abnormal serum free light

chain ratio:6) and lambda chain was more commonly in excess (4).

Lymph node biopsy suggested Castleman’s disease (5) or reactive

hyperplasia (1). Bone marrow showed mild plasmacytosis (6) or was

normal (2). Osteoclerotic lesions were noted in 3 patients. 7 patients

were hypothyroid, 3 had hyperuricemia and 1 had hypocortisolism.

All patients were initiated on Lenalidomide and steroids, with

symptomatic benefit (resolution of ascites) in 5 patients with follow

up of [ 6 months (11,7-22 months). In 2 patients tested, the repeat

free light chain ratio did not show normalisation after therapy.

Conclusion: POEMS syndrome is a differential in patients with high

gradient ascites. Lenalidomide and steroids may help ameliorate the

clinical manifestations.
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Background: Extrahepatic portal vein obstruction (EHPVO) is a

common cause of non-cirrhotic portal hypertension (NCPH). Portal

biliopathy (PB) is commonly present in patients with EHPVO. The

primary objective of this study is to review the clinical presentation of

non-cirrhotic portal hypertension and its association with PB.

Methods: Retrospective study of patients presenting with NCPH

from 2003 to 2012. These patients were conservatively managed.

Records were analyzed for presentation, clinical features, imaging,

treatment, complications and outcome. Association with portal bili-

opathy was reported on the basis of ERCP.

Results: Our study included 29 patients; median age 12 years, range

3-50, 20 males (69%) and 9 females (31%). EHPVO was the cause in

27 and non cirrhotic portal fibrosis (NCPF) in 2 patients. Etiology of

EHPVO was idiopathic in 18 (62.1%), protein C or S deficiency in 3

(10.3%), and the rest had no definitive etiology. Most patients in our

study underwent only endoscopic variceal band ligation (EVBL)

n = 19 (65.5%) and 7 (24.1%) patients had EVBL plus injection

sclerotherapy. Five (17.24%) patients had PB on the basis of ERCP;

all of them had varices on endoscopy. Three patients were dealt with

by stenting for strictures and recurrent cholangitis. Out of them one

had multiple sessions of stone extractions after endoscopic shockwave

lithotripsy as well as stent replacements. He later underwent open

cholecystectomy. This patient expired in three years after diagnosis of

PB. Four patients with PB underwent EVBL. Of all patients with

NCPH, 19 patients are symptomless (65.5%) and 9 are still symp-

tomatic (31%).

Conclusion: Our study suggested EHPVO to be the most prevalent

cause of NCPH, with NCPF being less prevalent. Although variceal

ablation therapy provides good prognosis for patients with EHPVO,

those with PB are difficult to treat due to reiterated stenting and

frequent recurrence of cholangiopathic symptoms.
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Background: Liver resection represents the mainstay of curative

treatment for liver malignancies. A variety of preoperative assess-

ments and surgical techniques have improved the results of liver

resection in terms of the safety as well as the long-term prognosis.

The recent wave of laparoscopic approach (LA) has also reached to

the field of liver surgery. The object was to survey the current practice

of liver surgery in the world-leading liver centers.

Methods: A questionnaire, which focused on (a) preoperative

assessment, (b) procedures in open hepatectomy, and (c) laparoscopic

liver resection, was sent to 94 liver centers worldwide.

Results: Forty-two centers responded to the survey (29 Asian, 9

European, and 4 North American countries). All but one of the centers

evaluated the future liver remnant (FLR) volume, and 95% performed

portal vein embolization to manipulate the liver volume (PVE). In

half of the centers, the minimal FLR was over 30%, and 45% of the

total liver volume in patients with normal liver function, and in

patients with underlying cirrhosis, respectively. To reduce the

bleeding, half of the centers routinely used Pringle0s maneuver, and

85% restricted the intraoperative fluid infusion to reduce the pressure

of vena cava. LA was applied for more than 10 cases, and for more

than 30 cases per year in 62%, and 26 % of the centers, respectively.

Major hepatectomies were performed with LA in 24% of the centers.

Two thirds answered that LA was acceptable for donor hepatectomy.

Conclusion: The FLR volumetry and PVE have become the standard

preoperative assessment for the safe liver resection. Laparoscopic

liver surgery has been in widespread use in the leading centers, and

LA holds the promise of being applied for the liver transplantation

surgery.
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Background and aim: Health-related quality of life (HRQOL) has

become an important outcome measure in patients with chronic liver

disease (CLD). The aim of this study was to assess the health related

quality of life (HRQOL) in subjects with chronic liver disease and to

evaluate the common psychiatric disorders and their effects on

HRQOL in these patients.

Patients and methods: Quality of life was prospectively assessed by

administration of The SF-36 questionnaire to 300 patients with

chronic liver disease (100 with chronic hepatitis and 200 with liver

cirrhosis) and 200 control volunteers. HRQOL scores were compared
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among the different study groups. Their psychiatric disorders were

investigated using Symptom Checklist-90 revised (SCL-90-R),

Hamilton anxiety rating scale, and Hamilton Checklist of Symptoms

of depressive illness and Modified form of social scale assessment.

Results: Compared with healthy controls, CLD patients had lower

HRQOL on all scales of the SF-36 (P \ 0.001). Increasing severity of

liver cirrhosis (based on the Child-Pugh score) was associated with a

decrease in scores of SF-36. Compared with the control group, CLD

patients were more likely to have depression, anxiety and increased

mean scores of some SCL-90 subscales (e.g. somatization, depression

and hostility). Multiple regression analysis found that older age,

severity of liver disease and psychiatric comorbidities as depression

and anxiety were risk factors for lowering HRQOL scores of both the

physical and mental component summary scales.

Conclusion: Patients with CLD (chronic viral hepatitis and cirrhosis)

showed significant impairment of HRQOL, which was further

affected by worsening disease severity. Comorbid psychiatric disor-

ders were associated with both lower physical and mental components

of HRQOL.

Topic: 19 Miscellaneous

Absno: 308

Assessment of preoperative exercise capacity in hepatocellular
carcinoma patients with chronic liver injury undergoing
hepatectomyv

Masaki Kaibori1, Kosuke Matsui1, Morihiko Ishizaki1,
Richi Nakatake1, Tatsuma Sakaguchi1, Daiki Habu2,
Yutaka Kimura3, A-Hon Kwon1

1Surgery, Kansai Medical University, Hirakata, 2Nutritional

Medicine, Graduate School of Human Life Science, Osaka City

University, Osaka, 3Nutrition Management, Hirakata Hospital,

Kansai Medical University, Hirakata, Japan

Background: Cardiopulmonary exercise testing measures oxygen

uptake at increasing levels of work and assesses cardiopulmonary

performance under conditions of stress, such as after abdominal

surgery. Dynamic assessment of preoperative exercise capacity may

be a useful predictor of postoperative prognosis. This study examined

the relationship between preoperative exercise capacity and event-

free survival in hepatocellular carcinoma (HCC) patients with chronic

liver injury who underwent hepatectomy.

Methods: Sixty-one HCC patients underwent preoperative cardio-

pulmonary exercise testing to determine their anaerobic threshold

(AT). The AT was defined as the break point between carbon dioxide

production and oxygen consumption per unit of time (VO2). Post-

operative events including recurrence of HCC, death, liver failure,

and complications of cirrhosis were recorded. Univariate and multi-

variate analyses were performed to evaluate 35 clinical factors and

identify independent prognostic indicators of event-free survival and

maintenance of Child-Pugh class.

Results: Multivariate analyses identified preoperative branched-chain

amino acid/tyrosine ratio (BTR) \ 5, alanine aminotransferase
342 IU/l, and AT VO2 \ 11.5 ml/min/kg as independent prognostic

indicators of event-free survival. AT VO2 \ 11.5 ml/min/kg and

BTR \ 5 were independent prognostic indicators of maintenance of

Child-Pugh class.

Conclusions: This study identified preoperative exercise capacity as

an independent prognostic indicator of event-free survival and

maintenance of Child-Pugh class in HCC patients with chronic liver

injury undergoing hepatectomy. Improvement of preoperative exer-

cise capacity in patients with chronic liver injury may improve

postoperative prognosis.
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Epidemiology of hepatitis E virus in an urban community
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Faiz Ahmed Khondoker3, Sheikh Mohammad Fazle Akbar4

1Hepatology, 2Virology, Bangabandhu Sheikh Mujib Medical
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Introduction: HEV is endemic in Bangladesh and sporadic and epidemic

outbreaks of acute hepatitis E occur in this country almost regularly.

Although the real magnitude of HEV prevalence has not been documented

in Bangladesh, HEV infections and HEV-related acute hepatitis of Ban-

gladeshi origin have been reported from different parts of the world. This

is the first study of prevalence of HEV in urban Bangladesh.

Methods: The study was conducted in Mirpur area of Dhaka city,

which is a major residential area of the capital of Bangladesh. 300

adults were randomly included in the study. None had any history of

jaundice or complains of liver diseases.

Results: The study revealed 30% prevalence of HEV. The prevalence

rose with age, but there was no gender difference.

Conclusion: HEV is a highly prevalent disease in Bangladesh as

elsewhere in the developing world. It is also associated with signifi-

cant mortality and morbidity in special population groups. Since there

is nor specific treatment for HEV yet, improvement of personal

hygiene and ensuring supply of safe drinking water remain most

important to sustain the virus.
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Nail abnormalities in patients with liver cirrhosis
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Introduction: Patients with liver disorders present a wide variety of

cutaneous manifestations such as vascular alterations, nail changes,

hair changes, pruritus, jaundice and pigmentary alterations. Nail

abnormalities can be a revealing sign of a systemic disease including

liver cirrhosis.

Methods: The most common finding reported in liver cirrhosis

patients is Terry’s nails. Longitudinal striations, dystrophic nails,

brittle nails, onychorrhexis and true leukonychia can also be found in

cirrhotic patients with hepatitis B and C virus infection. The presence

of onychomycosis in addition to plantar and inter-digital mycoses is

seen in patients with primary biliary cirrhosis. Bluish lunula have

been observed in Wilsons disease and in hemochromatosis.

Results: There are specific and nonspecific nail signs, which can be

seen involving one or more nails, that occur simultaneously or sec-

ondary to liver cirrhosis. Several typical nail changes of liver cirrhosis

show in Fig. 1, including: (a) Terry0s nails; (b) Muerhcke0s nails;

(c) true leukonychia; (d) dystrophic nails (Spoon-shaped nails);

(e) brittle nails; (f) onycholysis; (g) clubbing fingers; (h) longitudinal

striations; (i) onychomycosis.
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Conclusions: It is important for the clinicians to understand and

examine carefully the nails for colour, texture, thickness and curva-

ture to reach a prompt and early diagnosis of patients with liver

disease. Nail findings are easily observable and yield valuable

information, careful examination of nails could be an important

diagnostic tool. A brief review of the common and not so common

nail changes in liver cirrhosis is presented.
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Antibiotic-induced dysbiosis promotes enteric bacterial
invasion to liver

Linda Yu, Yi-An Shih, Li-Ling Wu

Physiology, National Taiwan University College of Medicine,

Taipei, Taiwan R.O.C.

Antibiotic therapy may disrupt commensal microflora which is known

to be involved in pathogen competition and gut barrier fortification.

Recent findings indicate that antibiotic-induced dysbiosis promotes

colonization of orally acquired resistant enterobacterial species.

However, whether exogenous bacteria disseminate to extraintestinal

organs, e.g. liver, remains unclear. The aim is to investigate the

mechanisms of enterobacterial translocation to liver in antibiotic-

induced dysbiosis. BALB/c mice with normal drinking water or

antibiotic mixture for 7 days were administered Ampicillin-resistant

(Amp-r) nonpathogenic E. coli by oral gavage. Animals were sacri-

ficed at 0, 1, 3, 7 and 14 days after inoculation of Amp-r E.coli.
Bacterial colony forming units in the intestine and liver were assessed

by agar plating. Bacterial invasion to gut mucosa and liver tissues

was determined by fluorescent in situ hybridization. Our results

showed that the enteric bacterial counts were reduced in mice

drinking antibiotic water compared to normal water. After

inoculation with Amp-r E.coli, no sign of colonization and trans-

location was seen in mice with normal water. In contrast, mice that

drank antibiotic-water showed presence of Amp-r E. coli in

intestines and liver on day 1 and 3 post-infection, suggesting

exogenous bacterial colonization and dissemination. Mucosal

invasion and liver translocation of enterobacteria were accompanied

by inflammation, including increased IFNg levels and IjB/NFjB

signaling. In conclusion, enteric dysbiosis predisposes antibiotic-

resistant bacteria to colonize the intestines, leading to dissemination

of both commensals and resistant enterobacteria to the liver. The

results may help explain the susceptibility to sepsis in antibiotic-

resistant enteric bacterial infection.
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An imbalance in plasma amino acids of advanced cirrhotic
patients suppresses dendritic cells maturation by disturbing
the mitochondrial TCA cycle
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1Department of Gastroenterology, Tohoku University Hospital,
2Department of Community Medical Supports, Tohoku Medical

Megabank Organization, Sendai, 3Department of Gastroenterology,

Faculty of Medicine, Yamagata University, Yamagata, Japan

Background/Aims: Previously, we have reported that an imbalance

in the plasma amino acids of patients with advanced cirrhosis sup-

presses the maturation of dendritic cells (DCs) (J Immunol. 2007,

Hepatology. 2009). The aim of this study is to clarify the metabolic

mechanisms underlying these phenomena.

Methods: We used serum-free culture media consistent with the

average concentration of the plasma amino acids from a healthy

volunteer (HCM) and that from patients with advanced cirrhosis

(ACM). MoDCs were generated from the CD14 + monocytes with

GM-CSF and IL-4 under these media. We extracted metabolites of

MoDCs and analyzed them by capillary electrophoresis time-of-flight

mass spectrometry (CE-TOFMS). For examination of the DCs func-

tion, the phenotypes and mitochondrial activity were determined by

flow cytometry with JC-1 dye. Phagocytosis (uptake fluorescent latex

beads) and CCL19-chemotaxis was determined by Time-lapse fluo-

rescence microscopy. We compared the AMPK mRNA of BDCA1

+ DCs between healthy volunteers and patients with advanced

cirrhosis.

Results: After adding the LPS, the CD83, CD86 and CCR7 expres-

sion of DCs under ACM was lower than that under HCM.

Phagocytosis was no different between HCM and ACM but CCL19-

chemotaxis under ACM was lower than that under HCM. The mito-

chondrial activity of DCs was lower under ACM than that under

HCM. Metabolomics revealed that the TCA cycle intermediates,

fumarate, 2-oxoglutarate and isocitric acid, were decreased in ACM.

Furthermore, the nucleic acid metabolites, ATP, ADP, IMP, GDP,

GTP and NAD + , were decreased and AMP was increased in ACM.

In patients with advanced cirrhosis, the AMPK mRNA of

BDCA1 + DCs was higher than that in healthy controls.

Conclusions: An imbalance in the plasma amino acids of advanced

cirrhotic patients suppresses the maturation of dendritic cells by

reducing the intracellular ATP due to disturbing the mitochondrial

TCA cycle. These results reflect the immune abnormality that appears

in patients with advanced cirrhosis.

Fig. 1 Nail changes of liver cirrhosis
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Analysis of stem cells marker Lgr5 gene expression in human
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Background/Aims: The incidence and mortality rates of colorectal

cancer are increasing trend in China. Compelling evidence indicates

that cancer stem cells may be at the biological core of relapse and

therapeutic resistance. The leucine-rich repeat containing G protein-

coupled receptor 5(LGR5) has been identified as intestinal stem cell

marker. We aim to detect stem cells marker Lgr5 gene expression in

human colorectal cancer tissues and peripheral blood, and analysis its

correlation with clinicopathologic characteristics.

Methods: The expression of Lgr5 mRNA was detected by SYBR

Green quantitative real-time PCR in 27 human colorectal cancer tis-

sues samples, corresponding non-tumor normal tissues samples, 17

patients peripheral blood, and 8 healthy controls.

Results: The Lgr5 mRNA expression levels in colorectal cancer

tissues were significantly higher than that in corresponding non-tumor

normal tissues(P \ 0.01). The Lgr5 mRNA expression levels in

patients peripheral blood were higher than that in healthy controls

(P \ 0.05). The expression of Lgr5 gene had no coincidence

with gender, patients ages, primary location, tumor sizes, and path-

ologic type(P [ 0.05),but correlated with lymph node metastasis

(P \ 0.05).

Conclusions: Up-regulation of LGR5 gene expression in colorectal

cancer tissues and peripheral blood are expected to be new potential

therapeutic targets for cancer stem cells.
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Liver diseases in Polish children in 2010 - snap shot data
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Medyczny, Zabrze, 6Uniwersytet Medyczny, Bialystok, 7Gdański

Uniwersytet Medyczny, Gdansk, 8Wojewódzki Szpital Zakaźny,
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Background: No epidemiological studies are carried out in the

population of children with liver diseases.

Aim of the study: The aim of the study was to collect the snap shot

data on the number of children with different liver diseases from the

selected pediatric centers in Poland in 2010.

Materials and methods: The questionnaire survey on the frequency

of selected liver diseases was sent to 10 hospitals involved in liver

disease therapy in children.

Results: All centers provide medical care on inpatient and outpatient

basis for children aged 0-18 years. The number of patients treated at

every site varies from 1100 to 7800 per year (total around 29900).

Liver diseases were present in 2259 (8%). Viral liver disease was

present in 455 subjects (HBV-289, HCV-150 and HBV + HCV in

16). Non viral liver disease was present in 1804 children (Gilbert

syndrome - 393, liver transplant recipients - 290, NAFLD - 287,

autoimmune hepatitis - 209, A-1-ATD - 194, cholestasis - 183, cho-

lelithiasis - 134, Wilson disease - 59, and other diseases in 55

children). Combined viral and nonviral liver disease was present in 51

children. The following conifection rate was recorded: biliary cir-

rhosis - 17,5%, cholestasis - 5,6%, cholelithiasis - 3,7%, LTX

recipients - 3,6%, A-1-ATD - 2,6% and autoimmune hepatitis - 2,4%.

Conclusions: Our data show that the most frequent diagnoses in

children with liver problem in Poland in 2010 were: chronic viral

hepatitis, Gilbert syndrome and liver transplant recipient.
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Background/aims: Kongjindan (KJD), a traditional Korean poly-

herbal formula is one of the most famous tonic agents, and consisted

of Angelicae gigas radix, Ginseng steamed red, Corni fructus, Reh-

manniae radix preparata, antler and musk. The effects of Kongjindan

(KJD) on the pharmacokinetics of sorafenib were observed.

Methods: Each sorafenib or KJD was single orally administered, in a

volume of 5 ml/kg, dissolved in distilled water. After 50 mg/kg of

sorafenib treatment, KJD 100 mg/kg was administered within 5 min.

In sorafenib single treated rats, sorafenib was orally administered and

5 min after treatment, only distilled water 5 ml/kg was orally

administered, instead of KJD suspensions. The bloods were collected

at 30 min before, 30 min, 1, 2, 3, 4, 6, 8 and 24hrs after sorafenib

treatment. The plasma concentrations of sorafenib were analyzed

using LC-MS/MS methods and PK parameters (Tmax, Cmax, AUC,

t1/2 and MRTinf) were analyzed as compared with sorafenib single

administered rats.

Results: KJD significantly (p \ 0.01 or p \ 0.05) increased the

absorption of sorafenib at 30 min, 1, 6 and 8hrs after co-administra-

tion. Accordingly, the AUC-t (47.20%) of sorafenib was significantly

(p \ 0.05) increased but t1/2 (-30.63) and MRTinf (-34.11%) in co-

administered rats were non-significantly decreased as compared with

sorafenib single treated rats, respectively.

Conclusion: Co-administration of KJD increased the oral bioavail-

ability of sorafenib through increase of the gastrointestinal absorption.

Hence concomitant uses of KJD with sorafenib may require close

monitoring for potential drug interactions. It, therefore, is considered

that the more detail pharmacokinetic studies should be tested to

conclude the effects of KJD on the pharmacokinetics of sorafenib,
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when they were co-administered, like the effects after co-adminis-

tration with reasonable intervals considering the Tmax of sorafenib

(about 3.5hr-interval) and after repeatedco-administrations.
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Medicine, Daegu Haany University, Daegu, Republic of Korea

Background/aims: In our previous study, co-administration of KJD

with sorafenib within 5 min showed marked increases of sorafenib

oral bioavailability. Therefore, the effecs of KJD on the pharmaco-

kinetics of sorafenib were observed after single and 7-day repeated

oral co-administration with 3.5hr-intervals.

Methods: Each sorafenib or KJD was orally administered, in a vol-

ume of 5 ml/kg, dissolved in distilled water, once a day for 7 days.

After 50 mg/kg of sorafenib treatment, KJD 100 mg/kg was admin-

istered with 3.5hr-intervals. In sorafenib single treated rats, sorafenib

was administerd and 3.5hrs after treatment, only distilled water

5 ml/kg was administered, instead of KJD suspensions. The bloods

were collected at 30 min before, 30 min, 1, 2, 3, 4, 6, 8 and 24hrs

after sorafenib treatment. The plasma concentrations of sorafenib

were analyzed using LC-MS/MS methods and PK parameters (Tmax,

Cmax, AUC, t1/2 and MRTinf) were analyzed as compared with

sorafenib single administered rats.

Results: KJD markedly inhibited the absorption of sorafenib after end

of first co-administration. The Cmax (-43.27%), AUC0-t (-56.29%)

and AUC0-inf (-66.70%) of sorafenib in 3.5hr-interval co-adminis-

tered rats were dramatically decreased. However, KJD significantly

(p \ 0.05) increased the absorption of sorafenib after end of last 7th

co-administration, and accordingly, the AUC0-t (34.08%) and AUC0-

inf (37.31%) of sorafenib in co-administered rats were dramatically

increased.

Conclusion: Although KJD decreased the oral bioavailability of

sorafenib through inhibition of gastrointestinal absorptions after end

of first 3.5hr-interval co-administration, it is observed that KJD

increases the oral bioavailability of sorafenib as facilitated the

absorption after end of last 7th repeated 3.5hr-interval co-adminis-

tration. Hence, the co-administration of KJD and sorafenib should be

avoided in the comprehensive and integrative medicine, combination

therapy of sorafenib with KJD on anticancer therapy.
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Background and aims: There have been endless debates on clinical

superiority and economic benefit between entecavir and tenofovir as

the best chronic hepatitis B (CHB) treatment option. This analysis

aims at estimating and comparing economic value of two preferred

first-line antiviral therapies for CHB from a Korean consumer’s

perspective.

Methods: Hepatitis B disease was simulated using a health-state

transition model with disease states defined as mild disease (Ishak

F0/F1), fibrosis (F2-F4), advanced fibrosis/cirrhosis ([ F4), and

complicated disease states (decompensated cirrhosis, hepatocellular

carcinoma, liver transplant and death) based on available natural

history data. The value of treatment-specific attributes on disease

progression/regression was estimated based on published randomized

controlled trial data in terms of lifetime event and cost avoided.

Monitoring of patients under antiviral treatment followed Korean

Association for the Study of the Liver guideline. A 5-year treatment

duration was assumed. Primary model output is the estimated cost

avoided per patient per day of treatment associated with the clinical

attributes of entecavir versus tenofovir in the treatment of nucle-

os(t)ide-naı̈ve HBeAg positive and HBeAg negative CHB patients.

Results: Lifetime treatment cost avoided due to entecavir’s clinical

attributes compared to tenofovir’s was $1.53 [95% confident interval:

$0.22 * $1.77] per day of therapy in Korea. Clinical attributes

include long-term efficacy and histological reversal, long-term

resistance, renal monitoring, and renal toxicity; each contributes to

cost avoidance of $1.12, -$0.04, $0.84, and $0.20, respectively.

Conclusions: Estimating total treatment cost avoidance associated

with specific clinical attributes is a novel approach in assessing the

value of treatment options. Entecavir exhibits the characteristics of a

favorable CHB naive treatment option particularly in Asian popula-

tion, which directly translates into economic and therapeutic added

value. This result will be further updated with the real life data of

tenofovir in Korea.
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Introduction: The validation of health economic models is an

important part of assessing their adequacy to support healthcare

decision-making. It is important to establish the accuracy with which

they reproduce the natural history of disease progression in specific

geographical areas. The objective of this study, therefore, was to

assess the generalizability of a published hepatitis C virus (HCV)

model to predict hepatocellular carcinoma (HCC) incidence in a

Japanese setting.

Methods: The study used the MONARCH HCV simulation model

designed to evaluate the cost-effectiveness of treating chronic HCV.
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The model uses age and duration of infection dependent chronic HCV

disease progression parameters derived from a meta-regression study

and Japanese specific end-stage liver disease progression rates and life

tables. We utilized a published prospective study of otherwise healthy

HCV positive subjects and assessed the ability of the model to predict

the observed incidence of HCC.

Results: During an 8.3 year time horizon the model produced age

specific HCC incident rates consistent with those observed in a

community based prospective study (R2 = 0.86), Table 1.

Conclusion: The MONARCH HCV model predicts incident HCC

rates from age specific chronic HCV data that are consistent with

those seen in a large prospective Japanese study; suggesting the

model0s disease progression parameters are generalizable to a Japa-

nese setting.
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Introduction: There is an increasing recognition that liver abscesses

differ in demographic characteristics and etiology between the

countries. This study is to describe the changes of epidemiology,

treatment modality and clinical outcome in patients with liver

abscesses in Korea.

Methods: We retrospectively reviewed the medical records of

patients of a total of 245 patients with liver abscesses who admitted to

2 tertiary referral hospitals in Korea from January 2004 to February

2011.

Results: A total of 245 patients (88 female, 157 male) aged

58.5 ± 14.0 years was included in this study. Nine cases (3.7%) were

amebic liver abscess. HIV as an underlying disease was more pre-

dominant in patients with amebic liver abscess than those with

pyogenic liver abscess(22.2% [2/7] vs. 1.3% [3/233], p = 0.0001). In

236 cases of pyogenic liver abscess, positive blood cultures were

obtained in 25.5% (60/235) and abscess culture in 78.6% (136/173).

The most causative organisms were K.pneumoniae (64.7%), followed

by E.coli (12.9%), P.aeruginosa(4.1%) and Enterococcus species

(4.1%). The proportion of K.pneumonia as a cause of liver abscess

was not changed year by year. Fourteen patients (5.7%) had

metastatic abscess. the overall mortality was 3.2% (n = 8). Treatment

included antibiotics alone 68/245 (27.7%), antibiotics plus percuta-

neous drainage 165/245 (67.3%), and antibiotics plus needle

aspiration 12/245 (4.9%). Patients who treated with only antibiotics

showed higher mortality than those with percutaneous drainage,

however this was not significant different (6.3% vs. 1.8%, p = 0.06).

Age, diabetes mellitus, WBC, CRP, presence of metastatic abscess,

and presence of intervention were not associated with mortality,

however coexisting malignancy was related to the death (2/194 vs.

6/51, p = 0.0001).

Conclusion: Comparing with the study of other countries, K.pneu-
monia was also the most common etiology of liver abscess in Korea.

And the advances in radiologic intervention were associated with

favorable outcome in patients with liver abscess.
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The role of liver in inflammatory and immune reactions
induced by surgical trauma

Aris Ioannidis1, Konstantinos Arvanitidis2, Eirini Filidou2,
Vasileios Valatas3, George Stavrou1, Kyriakos Fotiadis1,
Evripidis Diamantopoulos2, Katerina Kotzampassi1,
George Kolios2

1Department of Surgery, University of Thessaloniki, Thessalonı́ki,
2Laboratory of Pharmacology, Faculty of Medicine, Democritus

University of Thrace, Alexandroúpolis, 3Gastroenterology

Laboratory, Medical Department, University of Crete, Heraklion,

Greece

Introduction: Surgery provokes inflammatory and immune respon-

ses; thus recent years an effort was made to reduce host response,

using less invasive surgical techniques. However, nobody exactly

knows the degree of participation of each tissue involved in the

operational process, in the total host response.

Aim: The purpose of this experimental study was to investigate the

surgical stress induced by surgical skin trauma and to examine the

role of liver in this process.

Methods: Sixty male anaesthetized Wistar rats [250-300gr BW] were

subjected to a midline incision confined strictly to the skin level

[dermis] of either 10-cm long [n = 20]; or 1-cm long [n = 20]; or no

incision at all [n = 20]. Skin trauma was left open for a 20-min

period, and then was meticulously sutured. Three and 24hrs later,

laparotomy was performed to half the rats of each group respectively,

for blood and liver sampling for further processing. In serum and liver

homogenates, CINC1/IL-8 and TNF-a were measured using com-

mercial available ELISAs and nitric oxide using modification of

Griess reaction.

Results: Surgical trauma was found to significantly (p \ 0.01)

increase all inflammatory mediators tested (CINC1/IL-8, TNF-a,

nitric oxide) in serum of operated rats vs controls. This increase was

depended on skin trauma extension. In liver homogenates, CINC1/IL-

8 was found significantly (p \ 0.01) increased in operated animals vs
control, in a similar pattern to serum levels. In contrast, liver TNF-a
levels were inversely to serum levels, and a significant (p \ 0.01)

decrease of TNF-a was observed in liver homogenates of operated

animals compared to the constitutive levels of the controls, indicating

that increased TNF-a in blood reflects liver TNF-a secretion.

Conclusions: Our findings in this experimental study on a model of

surgical trauma confined to dermis suggest a pivotal role of liver

function in inflammatory and immune reactions induced by skin-only

surgical trauma.

Table 1 Observed vs predicted HCC incidence

Age

Group

Patient

Years

Observed

HCC

95% CI Predicted

HCC

40-44 929 0 0.0–3.7 1.8

45-49 2,931 2 0.2–7.2 5.9

50-54 3,618 7 2.8–14.4 10.2

55-59 3,722 15 8.4–24.7 14.9

60-64 3,103 18 10.7–28.5 17.1

65-69 1,437 9 4.1–17.1 10.1

70-74 153 2 0.2–7.2 1.1

TOTAL 15,891 53 47.5–78.4 61.6
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Diclofenac reduces the incidence of acute pancreatitis
after endoscopic retrograde cholangiopancreatography
whether rectal or intramuscular

Murat Biyik, Ramazan Ucar, Ilker Polat, Sami Ciftci,
Esma Ucar, Huseyin Ataseven, Ali Demir

Necmettin Erbakan University, Konya, Turkey

Background/Aims: Acute pancreatitis after endoscopic retrograde

pancreatography (ERCP) is the most common complication of all

endoscopic procedures. We aimed to compare the efficacy of rectal

and intramuscular (IM) form of diclofenac for prophylaxis of post-

ERCP pancreatitis (PEP).

Methods: One hundred and fifty patients who underwent ERCP were

consecutively included to single-center, prospective, randomized and

controlled study. Exclusion criteria were; patients with acute pan-

creatitis and using NSAID during the preceding week, creatinine [
2 mg/dl, recently diagnosed peptic ulcer and endoscopic sphincter-

otomy history. Patients were randomized into 3 groups. In the first

group, 75 mg diclofenac sodium IM and in the second group, 100 mg

diclofenac sodium rectally was given before 30-90 minutes to pro-

cedure. The third group was control group. Patients were evaluated

for PEP with serum amylase values and abdominal pain after 24 hours

of the procedure.

Results: The mean age of the patients was 60.2 ± 17.6, 100 (66.6%)

of them were women and 50 (33.3%) of them were men. There was

no statistical difference in terms of patients’ clinical, laboratory and

procedure associated parameters between groups. The overall inci-

dence of PEP was 6% (n = 9). The incidence was 2% (n = 1) in both

IM and rectal group, while 14% in the control group (p = 0.014).

Nineteen (12.7%) patients developed post-ERCP abdominal pain (8%

in IM, 10% in rectal and 20% in control group) (p = 0.154). Twenty

five (16.6%) patients developed post-ERCP hyperamylasemia (10%

in IM, 12% in rectal, 24% in the control group) (p = 0.03).

Conclusion: Diclofenac prophylaxis is an effective application for

PEP whether rectal or IM.
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The usefulness of Lesley equation for the predictor of hepatorenal
syndrome and survival in patients with decompensated liver
cirrhosis

Min Jin Kim, Shin Hee Kim, Youn Hee Cho, Hee Yoon Jang,
Yun Nah Lee, Young Seok Kim, Sang Gyune Kim,
Soung Won Jeong, Jae Young Jang, Sae Hwan Lee, Hong Su Kim,
Boo Sung Kim

Department of Internal Medicine, college of Medicine,, Soon Chun

Hyang University, Bucheon, bucheon city, Republic of Korea

Background: Serum creatinine(sCr) and calculated creatinine clear-

ance are of limited value as a early detection of renal dysfunction with

liver cirrhosis(LC), especially in decompensated state. Many studies

show that cystatin C(CysC) is a good predictor of renal dysfunction with

LC, recently. We evaluated the usefulness of CysC based Leseley

equation as a prognostic marker in patients with LC and normal sCr.

Method: We prospectively enrolled patients with decompensated LC

and normal sCr who were admitted to Soonchunhyang University

Bucheon Hospital from February 2007 to April 2009. We estimated

liver function test, sCr, CysC and glomerular filtration rate from
51Chrome(51Cr)-EDTA on the same day. The endpoint of study was

the development of the hepatorenal syndrome(HRS) or death.

Result: 109 patients with LC were enrolled in the study (84 men and

25 women; age 52.4 ± 12.0 years). The Lesley equation was better

correlated with GFR from 51Cr-EDTA than model for modification of

diet in reanl disease(MDRD), Cockcroft and Gault(C & G). The CysC

and Lesley equation were independent predictive factors for HRS

(p = 0.001, p = 0.024) and death (p \ 0.000, p = 0.039). The Lesley

equation is more effective predictor of HRS development than sCr,

model for End-Stage liver disease(MELD), MDRD, C & G (AU-

ROC = 0.728, 0.617, 0.625, 0.666, 0.669). And the Lesley equation

is also more effective predictor of death (AUROC = 0.655, 0.560,

0.597, 0.601, 0.586).

Conclusion: Lesley equation is representative marker of renal func-

tion compared to serum creatinine based MDRD, C & G in

decompensated LC patients. Lesley equation is the useful marker for

predicting HRS and survival.
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d-LIVER - a European commission project to develop a solution
for outpatient management of the chronic liver failure patient

Maximilian Jara1, James Orr2, Marco Hüster3, Frode Strisland4,
Johan Friso Lock1, Maciej Malinowski1, Dave Jones2, Stephan
Kiefer3, Peter Neuhaus1, Martin Stockmann1

1Department of General, Visceral, and Transplantation Surgery,

Charité Universitätsmedizin Berlin, Berlin, Germany, 2Institute of

Cellular Medicine,, Newcastle University, Newcastle upon Tyne, UK,
3Fraunhofer Institute for Biomedical Technology, St. Ingbert,

Germany, 4SINTEF ICT, Oslo, Norway

Background/aims: The outpatient management of chronic liver

disease can be challenging, partly due to its unpredictable natural

history. d-LIVER aims to facilitate improved treatment whilst

enabling patients to spend more time at home under close, albeit

remote, medical supervision.

Methods: The four-year d-LIVER project (2010-2014) is partially

funded by the European Commission 7th Framework Programme

(project number 287596). The overall goal of d-LIVER is to develop a

solution for remote Information and Communication Technology

(ICT)-enabled home monitoring of the chronic liver failure patient.

User friendly, reliable devices are under development to enable

monitoring of physiological and biochemical parameters in the home

environment. Measurement results will be analysed by the system

using automated algorithms to allow prompt detection of episodes of

decompensation and modification of therapy where appropriate. All

data will be securely communicated to central clinical services

allowing prioritisation of patients requiring additional input from a

healthcare professional. In addition, d-LIVER will address the inte-

gration of remote monitoring and control of a bio-artificial liver to

replace organ function at the point of need.

Results: Within the first year of the project clinical partners have

defined the basic d-LIVER system concept by identifying its user

requirements and providing models for the management of chronic

liver disease using the system. A survey of patients with chronic liver

disease was carried out the results of which showed a broad accep-

tance of the d-LIVER system concept.

Conclusions: There is a substantial unmet need for coherent outpa-

tient management of chronic liver disease. d-LIVER will facilitate
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effective remote monitoring of patients and their treatment which

could improve quality of life and reduce costs.
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Hepatocellular injury in poisoning - A retrospective autopsy study

Niranjan Padmanabh Khadilkar1, Nagesh Karpur Ramegowda2,
Preethi Rai3, Annie Varghese3, Nikita Surana3

1Pathology, USM KLE International Medical Program, Belgaum,
2Forensic Medicine, 3Pathology, Father Muller Medical College,

Rajiv Gandhi University of Health Sciences, Mangalore, India

Background/Aim: Liver is the major target of toxin induced injury as

it is the main organ for drug and toxin metabolism. Hepatotoxicity

induced by pharmaceutical toxins, herbal toxins, environmental tox-

ins, recreational drugs, criminal poisons, industrial toxins and

pesticides can range from steatosis to massive necrosis. Acute injury

may consist of parenchymal damage (cytotoxic or cytolytic injury),

arrested bile flow and jaundice (cholestatic), or be a mixture of the

two. Acute liver injury in accidental and suicidal deaths with massive/

fulminant necrosis is invariably fatal. The aim of the present study is

to identify the patterns of hepatotoxic injury in cases of accidental and

suicidal deaths and correlate the histomorphology with the type of

chemical toxin/ poison.

Material & Methods: This retrospective study of a total of 33 cases

was undertaken over a period of two years from 2009 to 2010 to

highlight the changes that can develop in the liver due to the toxic

effects of different poisons. Postmortem, hospital and chemical

analysis reports were referred for collecting the data.

Results: The cellular changes that developed in the liver included

congestion, steatosis, periportal lymphocytic infiltration, centrilobular

necrosis, periportal necrosis and massive hepatic necrosis. The range

of poisons consumed included organophosphorus compounds, car-

bamate, Paraquat, copper sulphate, formic acid, sulphuric acid, petrol,

turpentine, etc. The histopathological features were correlated with

clinical presentation of the cases wherever possible.

Conclusion: The patterns of hepatic injury and the extent of injury

helps in evaluation of the nature of hepatotoxins/ poisons. It estab-

lishes whether the hepatotoxicity was of the predictable type or

idiosyncratic type. Most of the histopathological features in the

present study correlated well with the known changes in the liver as a

result of the effect of different poisons.
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The evaluation of thyroid dysfunctions during pegylated
interferon-alfa treatment of patients with chronic viral hepatitis

Dilara Inan1, Zahide Asik2, Ozge Turhan1, Seyit Ali Büyüktuna3

1Department of Infectious Diseases, Medical School of Akdeniz

University, Antalya, 2Department of Infectious Diseases, Tokat State

Hospital, Tokat, 3Department of Infectious Diseases, Isparta State

Hospital, Isparta, Turkey

Aim: Interferon-alfa (IFN-a) therapy for chronic viral hepatitis has

been associated with thyroid dysfunction. The aim of this study was

analysis of the frequency of thyroid dysfunctions in patients with

chronic hepatitis B or C treated with pegylated IFN-a.

Methods: In total, 40 patients with chronic hepatitis B (CHB) or C

(CHC) and normal baseline thyroid functions were enrolled. All

patients received pegylated IFN-a for 24 or 48 weeks. Assays for

serum thyroid stimulating hormone (TSH) and free thyroxine were

performed.

Results: Eighteen (45%) of patients were treated for CHB, 22 (55%)

were treated for CHC. Fourteen (35%) of chronic hepatitis patients

were female, 26 (65%) were male and the mean age was 47,3 (range

25-62) years. During the treatment period, thyroid dysfunction

(TSH \ 0.27 or [ 4.2 mU/L) had developed in 11 patients (27.5%).

The incidence of thyroid dysfunction was 27.7% in CHB whereas

27.2% in patients with CHC. In six patients hyperthyroidism was

detected and the others had hypothyroidism. Only one patient with

hyperthyroidism was symptomatic. None of the patients with thyroid

dysfunction had to discontinue or dose reduction of pegylated IFN-a
therapy.

Conclusion: The conducted examinations showed frequent

appearance of abnormal values of thyroid hormones, which indi-

cates the necessity of a systematic control of thyroid gland function

in patients with chronic viral hepatitis treated with pegylated

IFN-a.
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Treatment of liver trauma in children

Andriy Pereyaslov, Serge Chooklin

Medical University, Lviv, Ukraine

Introduction: Today the selective, non-operative management of

blunt liver trauma in hemodynamically stable patients is well

established and accepted in most pediatric surgical centers. How-

ever, a significant number of patients will not respond to such

treatment.

Materials: We analyzed the results of management of 31 children

with the blunt liver injury.

Results: According the grading system of the American Association

for the Surgery of Trauma, the grade I was in 6 (19.4%) children,

grade II - in 7 (22.6%), grade III - in 9 (29.0%), grade IV - in 8

(25.8%) and in one (3.2%) patient the grade V was established. In all

patients the treatment was started with resuscitation and simultaneous

evaluation of trauma severity. Among all patients, 17 (54.8%) were

operated. The decision to operate was based on the following criteria:

hemodynamic instability following volume and blood resuscitation,

symptoms and signs of ongoing hemorrhage or associated intra-

abdominal injuries requiring surgery. The mini-invasive technique

was applied in 6 patients with grade III and 2 patients with grade IV.

The rest patients were operated using the conventional laparotomy.

The diagnostic laparoscopy was performed in 3 patients with grade I

and in 5 patients with grade II. During this procedure the severity of

liver injury and absent of ongoing hemorrhage was confirmed in all

patients. Of the operative group there were early complications

including 3 hematemesis (2 hemobilia and 1 stress ulcer), one

abscess and 2 patients’ clinical course were complicated by persistent

bile leaks. The post-operative complications often occurred in lapa-

rotomy group (44.4% vs. 25%). One patient died with grade V of liver

injury.

Conclusion: The mini-invasive technique may be applied in the

management of children with the different severity of liver injury. In

some cases it may be diagnostic procedure and in other - it became

the therapeutic.
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The analysis of effectiveness of Ornithine aspartate to hepatic
encephalopathy

Nan Zhang, Dahai Xu, Bailing Yan, Xiuxian Zang, Yang Wu

Emergency Department, First Hospital of Jilin University,

Changchun, China

Objective: To investigate the effectiveness of Ornithine aspartate to

hepatic encephalopathy.

Method: 68 cases of hepatic encephalopathy caused by B hepatitis

cirrhosis were divided into two groups:control group(34 cases):

accepting common treatment;treatment group(34 cases):on the baisis

of control group,still accept the Ornithine aspartate.3 days later,serum

ammonia will be tested,and the time of consciousness changing to

normal was detected.

Result: the extent of serum ammonia descending of treatment group

is more than control group;the time of consciousness changing to

normal of treatment group is shorter than control group.

Conclusion: Ornithine aspartate is effective to treat hepatic

encephalopathy.
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Inflahepatic inferior vena cava clamping reduces blood loss
in systematic central hepatic resections

Hideyuki Kanemoto1, Katsuhiko Uesaka1, Teiichi Sugiura1,
Takashi Mizuno1, Yukiyasu Okamura1, Masanori Terashima2,
Etsuro Bando2, Yusuke Kinugasa2

1Division of Hepato-biliary-pancreatic Surgery, 2Division of Gastro-

intestinal Surgery, Shizuoka Cancer Center, Nagaizumi-cho, Japan

Background: Although some randomized control studies reported

inflahepatic inferior vena cava(IVC) clamping reduced blood loss

during hepatic resection, there was no report whether IVC clamping

showed same effect in systematic central hepatic resections.

Purpose: Central hepatectomies, such as anterior sectionectomy and

central bisectionectomy, are accopanied with wide transection planes

and technically demanding operations. We evaluated, in these pro-

cedures, the effectiveness and influences of IVC clamping for blood

loss and other perioperative factors retrospectively.

Methods: From September 2002 to August 2012, a total of 76

patients received systematic central hepatic resections(53 anterior

sectionectomies, 23 central bisectionectomies). Primary and second-

ary liver malignancies were found in 48 and 28 in patients,

respectively. For adequate hemorrhage contorol, inflow occulusion at

the hepatic hilus was used in all the patients. Among 76 patients, 28

patients received IVC calmping procedure by surgeon0s selection, and

remaining 48 patients as control group did not. Perioperative factors

(intraoperative lowest pH and BE of the arterial blood gas analysis,

total intraoperative blood loss,blood transfusion, duration of inflow

block, operation time, post-operative hospital stay, and postoperative

morbidity) were compared between two groups.

Result: Baseline data (age, gender, tumor size, hepatitis viral infec-

tion status, indocyanine green test, and primary disease or not) were

similar between two groups. Despite no difference in intraoperetive

lowest pH and BE, infrahepatic IVC clamping significantly reduced

intraoperative blood loss(942vs1740 ml, p \ 0.0001),blood transfu-

sion(7vs31%,p = 0.021), duration of inflow block(131vs168 min,

p \ 0.001), operation time(349vs472 min, p\0.0001) and post-oper-

ative hospital stay(12vs14 days, p = 0.035). There was no

postoperative mortality. Postoperative morbidity over Clavien-Dindo

3a was comparable between two groups.

Conclusion: Inflahepatic IVC clamping with combined inflow

hepatic block contributed to reduce intraoperative blood loss and

operation time significantly in systematic central hepatic resections.
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Fibrocalcific portal tracts; a rare hepatic manifestation
of dystrophic calcification in chronic calculous pancreatitis
and type i choledochal cyst
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Background: Calcification in the portal and mesenteric veins has

been reported in patients with portal vein thrombosis, portal hyper-

tension and advanced cirrhosis. However, extensive calcific deposits

within the portal tracts expanded by fibrosis, in association with

evidence of calcification in other organs have not been well

documented.

Case history: Herein we describe a 22 year old female patient was

diagnosed as type I choledochal cyst with chronic calcific pancreatitis

and intraductal calcification of the common bile duct and major

pancreatic duct. She underwent excision of the choledochal cyst and

Roux-en-Y hepatico-jejunostomy. Histological examination of the

liver biopsy taken intraoperatively revealed a maintained lobular

architecture with moderate expansion of the portal tracts by loose

fibrous stroma and mild to moderate chronic inflammatory cell

infiltrate. In addition, prominent fibrocalcific deposits were seen in

almost all the portal tracts and perivenular spaces.

Conclusion: Extensive fibrocalcific deposits in the portal tracts is a

rare phenomenon. In the absence of cirrhosis or portal vein throm-

bosis, the possibility of a hepatic manifestation of dystrophic

calcification should be considered. We are describing this unique

manifestation of dysrophic calcification. Correlation with serum cal-

cium and parathormone levels along with skeletal survey may be

useful for deciding therapeutic guidelines.
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Estimation of mean plasma glucose level using conventional
glucose metabolism and hepatic function markers in patients
with liver cirrhosis

Yasushi Ide, Hiroshi Isoda, Hirokazu Takahashi, Shinji Iwane,
Shunya Nakashita, Saori Kamachi, Toshikazu Kohira, Keizo
Anzai, Iwata Ozaki, Toshihiko Mizuta

Department of Internal Medicine, Saga Medical School, Saga, Japan

Background/Aim: Liver cirrhosis (LC) often causes abnormal glu-

cose fluctuations. However, there is no reliable mean plasma glucose

(M-PG) marker for LC patients because of altered hemoglobin (Hb)

or albumin (ALB) metabolism. Therefore, we evaluated the associa-

tions between daily M-PG measured by a continuous glucose
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monitoring system (CGMS) and conventional PG markers or hepatic

function to establish a formula for estimating M-PG in LC patients.

Methods: Hospitalized LC patients (n = 27; 13 males) wore a

CGMS-Gold (Medtronic Mini-Med) for 3 days (24 h per day) to

measure interstitial glucose concentrations. The 3-day mean glucose

level measured by CGMS was defined as M-PG. Fasting plasma

glucose (FPG), fasting plasma insulin (FPI), fasting plasma C-peptide,

HbA1c, glycated albumin (GA), and 1, 5-anhydrogluctitol were used

as glucose metabolism markers. BMI, Child-Pugh score, Hb, platelet

count, alanine aminotransferase, c-glutamyltransferase, ALB, pro-

thrombin time, total bilirubin, hyaluronic acid were used as patient

demographics and hepatic function markers. We examined correla-

tions between M-PG and each demographic, glucose metabolism, and

hepatic function marker. Then, we determined an estimated regres-

sion equation for M-PG using these parameters in a stepwise

regression model.

Results: M-PG was significantly correlated with HbA1c, GA, FPI,

and ALB. HbA1c levels were lower in patients with anemia. Stepwise

regression analysis (adopted F value: [ 4.0) selected three factors

(HbA1c, Hb, and ALB) to estimate M-PG, with the following

regression formula: M-PG = 219.3+19.7 9 HbA1c (%) - 8.55 9 Hb

(g/dL) - 24.15 9 ALB (g/dL) (r2 = 0.572, p = 0.0003).

Conclusion: Although conventional PG markers (e.g., HbA1c) are

significantly correlated with true mean PG measured by CGMS in LC

patients, it is necessary to correct for Hb levels and hepatic function.

Estimated M-PG, as calculated by this regression formula, might be

useful to evaluate or manage PG levels in patients with LC.
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Results of first line non surgical strategy in the management
of biliary rupture of liver hydatid cysts:Morrocan unit experience

Wafaa Khannoussi, Ghizlane Bakari, Rajaa Afifi, Wafaa Essamri,
Imane Benelbarhdadi, Fatima Zohra Ajana, Mustapha
Benazzouz, Abdellah Essaid

Medecine C Hepato-gastroenterology unit, Ibn Sina University

Hospital, Rabat, Morocco

Liver ecchinococcosis is an endemic disease in Morocco. Intrab-

iliary rupture is a frequent complication (5-25%) it can be occult

(37%) or a frank rupture causing biliary ostruction (3-17%).

Making the distinction between these two types is important for

treatment strategy.

Aim: to evaluate the results of non surgical first line therapy.

Patients and methods: We included all patients managed for liver

hydatid cyst (LHC) complicated with occult fistula (yellowish liquid

on ultrasound guided percutaneaous punction), or a rupture in the

biliary tract (ducts dilation +/- hydatid material on imaging), this

rupture could be complete (shrinkning of the cyst) or partial (residual

cavity with hydatid material). In the first case, the treatment was

based on percutaneous drainage alone, associated in second line to

endoscopic biliary clearance. In the second case, the first line treat-

ment was endoscopic alone, associated in second line to percutanous

drainage in case of failure. Surgery was a third line. In all cases

Albendazole therapy was used.

Results: In 15 years we managed 215 LHC, 35 (16,3%) had biliary

rupture: 19 fistulas (54,3%) and 16 ruptures (45,7%). In the first

group, percutaneous drainage alone was curative in 18 cases (94%).

In the second group, endoscopic treatment alone succeeded in 7 cases

(44%), combined strategy was successful in 6 cases (37%) and failed

in 3 cases (18%) leading to surgery. No complication was noticed in

all percutaneous and endoscopic procedures.

Conclusion: In our experience, the non surgical treatment was suc-

cesful in 89% of cases of LHC biliary rupture. It was important to

distinguish between two types of rupture to adopt the best treatment

strategy. The first line is percutaneous drainage in case of fistula and

endoscopic drainage in case of rupture. It was an efficient and safe

strategy challenging the standard first line surgical therapy.
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Oral administration of papaya leaf extract leads to increase
in PLT count

Nadeem Sheikh, Neelam Younas, Mohsin Shafiq

Zoology, University of the Punjab, Lahore, Pakistan

Background: Thrombocytopenia is a disorder in which there is a

Thrombocyte count of less than 150 9 103/lL. Thrombocytopenia is

life threatening in many diseases particularly in dengue which is an

escalating problem in the world. There was an outbreak of dengue in

2011 in Lahore, Pakistan and it was public opinion that Carica
papaya leaf extract helps in recovery of platelet count.

Aim: The aim of present study was to investigate the potential of

Carica papaya leaf extract on Thrombocyte count of rats.

Methods: Commercially available syrup of papaya leaf extract was

used for experimentation .Six animals were used for experiment 3 as

control and 3 experimental. The dose given to experimental animals

was 0.5 ml of papaya leaf extract for 7 consecutive days which were

at fasting for 4 hours before dose administration.

Results: There was a significant increase in mean platelet count of the

treated animals (780.0 ± 14.05) as compared to control (637.0 ±

40.93) after seven days treatment with Carica papaya formulations.

The results describe the need for isolation and identification of the C.
papaya substances responsible for the release and/or production of

thrombocytes.

Conclusion: From the experimentation it can be concluded that

C. papaya leaf extract is associated with rapid increase of platelet

count.
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The effect of albendazole treatment in toxocariasis developed
as liver abscess

Byung Seok Kim, Ji Suk Kim, Dae Young Yun, Jung Suk Kwon,
Jung Nam Cho, Tae Won Kim, Kyung Ho Ha, Chang Hyeong Lee

Department of Internal Medicine, Catholic University of Daegu

School of Medicine, Daegu, Republic of Korea

Background/aims: Toxocariasis is an infection in the human host

caused by Toxocara canis (dog roundworm) or Toxocara cati (cat

roundworm), and occurs more frequently in children. Clinical mani-

festations range from no symptoms to eosinophilia or lung, hepatic,

ocular or neurological involvement. Most infections in adults are

asymtomatic. Toxocariasis rarely causes liver abscess. The aims of

this study were to assess clinical characteristics and the effect of

albendazole therapy in toxocariasis developed as liver abscess.

Methods: From January 2007 to April 2012, twenty patients with tox-

ocariasis developed as liver abscess were included in this study.

Symptoms, dietary habits, contact with pets, occupational history,

allergic disease, peripheral eosinophil count, and serum immunoglobulin
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E (IgE) level were evaluated. Liver abscess was diagnosed by abdominal

computed tomography (CT). All patients were diagnosed as toxocariasis

by serological method (enzyme-linked immunosorbent assay, ELISA),

and received albendazole (10 mg/kg/day) for 5 days. After treatment

with albendazole, follow-up was conducted with abdominal CT, serum

eosinophil and IgE levels.

Results: The mean age was 47.8 years, and fourteen (70.0%) were

men. Six (30.0%) patients had abdominal pain, one had cough, and

the others (65.0%) had no symptom. Eleven (55.0%) patients had a

recent history of eating raw meat. Initial laboratory findings showed

increased eosinophils and IgE levels in all patients. After 2 months of

albendazole treatment, eosinophil counts were normalized or had

decreased in 19 (95.0%) patients. On follow-up CT, liver abscesses

disappeared within 6 months after therapy in 90% of patients.

Conclusions: With dietary habits of consuming raw meat in Korea,

the occurrence of overt toxocariasis in adults is increasing. Careful

history taking and early serologic testing may increase diagnostic

yield in patients with liver abscess and peripheral eosinophilia. Our

study showed that albendazole therapy may be very effective in

Korean patients with toxocariasis developed as liver abscess.
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The predictive value of the ratio of the platelet number
over the spleen size in portal vein thrombosis

Gulbin Unsal, Ibrahim Hakki Köker, Hüseyin Ahmet Tezel,
Ali Riza Soylu, Hasan Celalettin Umit, Guray Can

Gastroenterology, Trakya University Gastroenterology Dept,

Edirne, Turkey

Aim: Portal vein thrombosis (PVT) is a complication which develops

under acute or chronic situations of portal system seen in malignant

and hematologic pathologies as well as in cirrhosis which causes the

overall prognosis worsen. We investigated the predictive ability of

PVT presence by the ratio of platelet number to the spleen size (P/S).

Patients and methods: We retrospectively analized the findings of 38

radiologically detected PVT positive cases and 26 PVT negative

cirrhotics who presented to the Trakya University Medicine Faculty

Gastroenterology Department between January 2009 and November

2011. The etiologic factors underlying the PVT positive patients were

19 malignancies, 15 cirrhotics, 3 hematologic, 1 celiac disease. We

defined a cutoff point of P/S which was calculated by the normal

lower limit of platelet number (150.000 mm3) divided by normal

upper limit of spleen size ultrasonographically (12 cm) as 12.500

according to which a comparison made between the groups.

Results: We found out that PVT presence in cirrhotics did not effect P/S

ratio significantly. In PVT patients with malignant etiology, P/S ratio

were higher than the cirrhotics significantly. Splenomegaly rates were

similar between the cirrhotics and malignant etiologies (70% vs 68.9%).

Conclusions: In cases PVT etiology evaluated, the P/S ratio may be a

practical clue in diagnosis also splenomegaly found not to be a

valuable finding in differential diagnosis of PVT presence.
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Isolation and purification of rat mesenchymal stem cells

Haitao Zhu1, Zhenni Zhang2, Honglei Tu3, Yansong Pu2,
Kunlun Chen2, Fanpu Ji4, Chen Huang3, Zongfang Li1

1General Surgery, the Second Affiliated Hospital, School of

Medicine, Xi’an Jiaotong University, Xi’an, 2General Surgery, the

Second Affiliated Hospital, School of Medicine, Xi’an Jiaotong

University, 3Engineering Research Center of Biotherapy and

Translational Medicine, Xi’an Jiaotong University, 4Infectious

disease, the Second Affiliated Hospital, School of Medicine, Xi’an

Jiaotong University, xi’an, China

Background/Aims: Mesenchymal stem cells (MSCs) are a popu-

lation of adult stem cells that is a perspective source for

therapeutic application in liver injury. MSCs transplantation suc-

cess depends on the number and quality of MSCs transplanted.

This study aimed to develop an effective method for straightfor-

ward isolation and culture of MSCs with high quality from rat

bone marrow.

Methods: Bone marrow cells were collected from SD rats aged

3-4 weeks by flushing femurs and tibias with phosphate-buffered

saline (PBS). The cells were filtered through a 200-mesh stainless

steel screen and then carefully layered over the Percoll solution.

After centrifugation, the mononuclear cells were cultured in the

complete growth medium, and non-adherent cells were selectively

discarded during culture process. The growth and morphologic

changes of MSCs were observed by phase-contrast microscope

and surface markers were analyzed by flow cytometry. Cell via-

bility was evaluated by the exclusion of trypan blue assay, cell

proliferation was determined by MTT, and multi-potent capacity

was determined by adipogenic and osteogenic differentiation.

Results: MSCs were effectively purified during subculture. At pas-

sage 3, most of the miscellaneous cells were eliminated, and the

isolated cells showed uniform morphology like fibroblast cells and

grew as whirlpool. Flow cytometry revealed MSCs were positive for

CD90, CD29, and CD44 (both[99%), but negative for CD34 and

CD45 (both\5%). The MSCs also showed very high viability

([90%), strong proliferative ability, and the capacity of differentia-

tion into adipogenic and osteogenic cells.

Conclusions: The combined method of density gradient centrifuga-

tion and selective adherent culture is effective and convenient to

obtain highly purified and well functional MSCs.

Acknowledgements: The work was supported by the National Nat-

ural Science Foundation of China (81070354).
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Colorectal cancer patients have good prognoses with chronic
hepatitis virus infection

Feng-Shan Wang1, Fumio Yamamoto2, Zheng-Jie Gao1,
Jia-Lin Zhang1, Yong-Feng Liu1

1Department of General Surgery, The First Hospital of China Medical

University, Shenyang, China, 2Yamamoto Memorial Hospital, Imari,

Japan

Background/Aims: There are studies that report that liver metastases

rarely occur in patients with cirrhosis. This study evaluates the rela-

tionship between the incidence of liver metastases from colorectal

cancer(CRC) and chronic hepatitis virus infection in patients.

Methodology: Three hundred and fifty-four cases of advanced CRC

from our hospital were evaluated. The patients were divided into a

chronic hepatitis virus infection group and a non-hepatitis virus

infection group. The two groups were compared regarding the inci-

dence of colorectal liver metastases and survival. The criterion of

colorectal liver metastases was based on liver CT examination and

intraoperative exploration results.
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Results: There were two cases with colorectal liver metastases among

the seventy cases of the chronic hepatitis virus infection group. The

rate of liver metastases was 2.86%. There were 48 cases with colo-

rectal liver metastases among 284 cases of the non-hepatitis virus

infection. The rate of liver metastases was 16.9%. The incidence of

colorectal liver metastases between the two groups was significantly

different (p \ 0.01). Five-year survival rates were 60% and 40.8% in

the chronic hepatitis virus infection group and the non-hepatitis virus

infection group, respectively (p \ 0.05). The degree of progress in the

two groups of patients showed no significant difference.

Conclusions: Colorectal liver metastases occur rarely with chronic

hepatitis virus infection and the patients in our study had good

prognoses.
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Introduction: Zinc is an essential trace element and increases the

efficiency of urea cycle It is postulated that cirrhotic patients has

lower zinc levels which might precipitate hepatic encephalopathy.

Prevalence of zinc deficiency in alcoholic cirrhosis has been reported

but data in viral cirrhosis is lacking. We prospectively studied serum

zinc levels in viral cirrhotics.

Aims & Methods: The aim of the present study is to determine the

serum zinc levels in Asian patients with viral cirrhosis at a tertiary

care hospital. Total of 45 patients (age 25-75 years, 25 male) were

enrolled, 30 patient with viral cirrhosis (15 each in child Pugh Score

B and C) and 15 were healthy control. Serum zinc levels were

measured in all with atomic absorption spectrometry.

Results: Total of 30 patients with liver cirrhosis (22 with hepatitis C

and 8 with hepatitis B) were matched with healthy controls. The mean

Child-Pugh score was 10 ± 1.7 (range 8-14). Zinc levels of patients

with Child class B cirrhosis were significantly lower compared with

the healthy controls (Mean [standard deviation]: 68.09 [20.86] vs.

95.98 [19.32] lg/dL, P = 0.0001), but significantly higher compared

to patients with Child class C cirrhosis (50.69 [15.86] lg/dl). Cor-

relation studies showed that the higher the Child-Pugh score, the

lower the zinc levels (r = -0.498). Overall prevalence of zinc defi-

ciency in liver cirrhosis was found to be 43.3 %.

Conclusion: Patients with cirrhosis had lower serum zinc levels. As

the severity of liver disease worsened, the zinc levels decreased.

Zinc supplementation might improve clinical outcome in viral

cirrhotic patients with hepatic encephalopathy.
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Introduction: A engineering model can be used to predict the time

course and efficiency of bound toxin removal. Our objective was to

identify real detoxification of single substances such as cytokines and

bilirubin in the four points of the albumin circuit in a single treatment.

The second step was to insert these parameters in a engineering model

to identify removal capacity taking place in order to forsee the use-

fulness of further treatments.

Materials: One hundred seven AoCLF patients treated with MARS in

waiting list for transplant, were enrolled in this study. Sample col-

lections of Interlukine 6 (IL-6) and bilirubin were performed before

and at different times after the beginning of the treatment in blood

circuit and in the 4 points of albumin circuit. Than the findings were

inserted in an engineering model to evaluate detoxification efficiency

g, defined as the fractional reduction of the toxin concentration

respect to volume blood pump, volume albumin circuit and Delta

between patient albumin and circuit albumin.

Results: Evaulation of IL-6 absorption capacity has shown that most

efficiency is obtained between the first and third hour of treatment

with values between g 0.94 and 0.83 for IL-6 and values between g
0.90 and 0.85 for 71% of patients. In 29% of patients evaluated

cytokines absorption capacity showed a mean values of g B 0.69 and

bilirubin values of g B 0.67 after first hour of treatment. These values

decries and fell to below threshold, g B 0.40,after third hour. We

stratified patients in two group:Responders(R)71% and No

Responders (NR) 29%. In group R, we observed 42 recovery and 34

liver transplant, while in group NR included 5 liver transplant and 26

died.

Conclusions: Detoxification curves referring to g could be seen as

predictive after first treatments when mathematical model has greater

and more exhaustive data in order to confirm results.
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Background and Aim of Study: Both chronic hepatitis C virus

(HCV) infection and pulmonary tuberculosis (TB) are prevalent

worldwide, however, the association between HCV infection and

pulmonary TB is not completely understood.

Methods: We identified 4,094 adults newly diagnosed with hepatitis

C infection in 2002-2004 from the Taiwan National Health Insurance

Research Database. Comparison group consisted of 16,376 adults

without hepatitis C infection randomly selected from the same data-

set, frequency matched by age and sex. Events of pulmonary TB from

2002-2008 were ascertained from medical claims (International

Classification of Diseases, Ninth Revision, Clinical Modification,

ICD-9-CM, codes 011). Multivariate adjusted hazard ratios (HRs) and

95% confidence intervals (CIs) were estimated for potential associ-

ated factors including HCV infection, age, sex, low-income status,

urbanization, cessation of cigarette smoking, alcohol-related illness,

obesity, history of chronic diseases and medication use.

Results: During the follow-up period, there were 293 newly diag-

nosed pulmonary TB cases. After adjustment, the results showed that

male (HR = 2.26, 95% CI = 1.77-2.88), age with 10-year increment

(HR = 1.07, 95% CI = 1.06-1.08), and low-income status (HR =

1.94, 95% CI = 1.11-3.38) were risk factors for the risk of pulmonary

TB. The cumulative risk of pulmonary TB for people with hepatitis C
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and without HCV infections was 2.1% and 1.3%, respectively

(p \ 0.0001). Compared with people without hepatitis C infection,

the adjusted HR of pulmonary TB was 1.62 (95% CI = 1.24-2.11) for

people with HCV infection.

Conclusion: Chronic HCV infection increases the risk of pulmonary

TB and should be considered an important and independent risk

factor.
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Cirrhotic cardiomyopathy in Bangladeshi patients—a pilot study
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Background: Cirrhotic cardiomyopathy is reported to be a major

cause of mortality and morbidity in liver transplant recipient. It might

be an emerging issue as liver transplantation has been started in our

country.

Method: 44 cirrhotic patients of varying etiology following exclusion

and inclusion criteria and 44 healthy volunteers were taken as cases

and controls respectively. Hepatic functional status was assessed by

clinical examination and biochemical tests. Transthoracic echocardi-

ography were done in both the groups ie cases and controls.

Result: Study cases constituted with nine cases of Child A grade, 28

cases with Child B grade and seven cases of Child C grade. Decel-

eration time of cirrhotic patients were significantly prolonged

irrespective of etiology in comparison to controls indicating diastolic

dysfunction. Left ventricular systolic diameter was also larger (sig-

nificant statistically) in cirrhotic patients. Other echocardiographic

parameters like E/A ratio, EF (ejection fraction), LV (left ventricular)

wall thickness, interventricular septal thickness and lV (intraventric-

ular) diastolic diameter showed no significant difference. Cardiac

dysfunction does not depend on severity of hepatic dysfunction.

Conclusion: Cirrhotic patients irrespective of cause shows diastolic

dysfunction. Cardiac dysfunction did not correlate the severity of

hepatic dysfunction.
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Objective: To assess the nutritional status via the SGA (subjective

global assessment) screening tool of patients at all stages of hepatitis

C virus (HCV) liver disease.

Study Design: Descriptive study.

Place and Duration of Study: Out-patient Clinics of the Aga Khan

University Hospital, Karachi, conducted from October 2009 to

January 2011.

Methodology: Patients with hepatitis C virus infection and their

HCV-negative attendants were enrolled from the outpatient clinics,

and categorized into 4 groups of 100 patients each: healthy controls

(HC), those with chronic hepatitis C.

infection (CHC), compensated cirrhotics (CC) and decompensated

cirrhotics (DC). The validated subjective global assessment (SGA)

tool was used to assess nutritional status.

Results: A total of 400 patients were enrolled. Most of the patients in

the HC group were class 0A0 (best nutritional status). In contrast, the

majority (64%) in the DC group were in the class 0C0 (worst status).

The compensated cirrhosis (CC) group showed that 90% of patients

were malnourished, while 98% of all patients were malnourished in

the DC group, predominantly class 0C0. Most importantly, 14% of

patients with chronic hepatitis C (CHC) also scored a 0B0 on the SGA;

which when compared to HC was statistically significant (p = 0.005).

As the groups progressed in their disease from CHC to DC, the

transition in nutritional status from 0A0 to 0C0 between groups was

statistically significant (Fig. 1).

Conclusion: Malnutrition occurs early in the course of HCV, and

progresses relentlessly throughout the spectrum of HCV disease.
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Rahman2, Md. Abdul Alim3, Md. Salimur Rahman4
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Bangabandhu Sheikh Mujib Medical University, Dhaka, Bangladesh

Background and Aims: Kala-azar is a common disease in Bangla-

desh & liver involvement also common. To see the hepatic

complications of patients suffering from Kala-azar this study was

done.

Methods: It was a cross sectional descriptive study in medicine

indoor of Rajshahi Medical College Hospital from June 2011 to July

2012. 80 Kala-azar patients diagnosed by clinically & laboratory

investigations were included. Most of the patients had fever, weight

loss, hepatosplenomegaly, Jaundice & abdominal discomfort.

Results: Among 80 patients male 62 (77.5%), female 18 (22.5%) Age

of the patients ranging from 15-60 years. The abnormal serum bili-

rubin, ALT, AST, Alkaline Phosphatase, Prothrombin time and serum

albumin were 12%, 60%, 14%, 6%, 45% and 30% respectively.

Conclusion: In this study among 80 patients 22 had absolute normal

liver function tests and 58 had some sorts of abnormal liver function

tests. A high proportion of patients. with Kala-azar in our country

have abnormal liver function tests & thus warrant more intensive care

to prevent significant liver diseases.

Fig. 1 Comparison of nutritional status among the groups
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Percutaneous alcohol sclerotherapy of symtomatic giant
hepatic cyst
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Background/Aims: The aim of present study was to evaluate the

therapeutic efficacy, treatment outcomes and safety of percutaneous

alcohol sclerotherapy of symptomatic giant hepatic cyst.

Methods: We reviewed twenty-one cases of symptomatic giant hepatic

cysts, which were treated with alcohol sclerotherapy between April

2003 and August 2011 in Kyungpook national university hospital.

Patients were followed-up with abdominal computed tomography or

ultrasonography 6 month later and annually.

Results: In 18 patients (85%), symptoms disappeared after treatment

and diameters of hepatic cysts were reduced(12.8 ± 4.6 cm vs

3.5 ± 1.7 cm, p = 0.000) and did not recur during mean follow-up

period of 26.9 months(6-75 months). The most common complica-

tion was pain in RUQ area. No serious complications occur during or

after the procedure.

Conclusions: Percutaneous alcohol sclerotherapy is an effective,

minimally invasive and safe treatment method for symptomatic giant

hepatic cysts. Alcohol sclerotherapy should be considered for treat-

ment method for symptomatic giant hepatic cyst.
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Predictors of liver function tests in type 2 diabetes, a matched
case control study

Afsaneh Morteza1, Manouchehr Nakhjavani2

1Internal medicine, Endocrinology and Metabolism Research Center,

Tehran University of Medical Science, Tehran, 2Endocrinology and

Metabolism Research Center, Tehran University of Medical Science,

tehran, Iran

Increased activities of enzymes such as aspartate aminotransferase

(AST) and alanin aminotransferase (ALT), within the normal range,

are independent additive risk factors for the development of type 2

diabetes (T2DM) and coronary artery disease. Here we aimed to

assess the potential role of cardiovascular risk factors in the prediction

of liver function tests (LFT) in T2DM. The study was performed on 2

groups defined as 1: patients with T2DM and 2: healthy participants.

In each group we designed a matched case control study on 400

patients with high LFT defined as cases; and 400 patients with low

LFT defined as controls. For each case, we randomly selected one

matched control. High LFT was defined as AST [ 30 IU/L;

ALT [ 30 IU/L or both of them. Exclusion criteria were history of

hepatic failure, cirrhosis, viral hepatitis and alcohol use. Conditional

logistic regression was employed to discover variables predicting high

LFT in each group. The study included 1600 participants; 385 men

and 415 women in the diabetic group and 292 men, 508 women in the

healthy group. In T2DM group, cases had higher values in GFR, TG,

SBP and a lower HDL than controls. In healthy group, cases had

higher values in TG, FPG, DBP, SBP and a lower HDL than controls.

Conditional logistic regression analysis demonstrated that SBP, LDL,

GFR, HDL, non-HDL and WC were the best predictors of high LFT

in patients with T2DM while ALP, gender and WC were the best

predictors of high LFT in healthy participants.
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Background and aims: In the past two decades, a new virulence

gene magA (mucoviscosity-associated gene) was recently identified in

pathogenic strains from Taiwan causing liver abscess. This gene was

detected in the vast majority of Klebsiella pneumoniae liver abscess

isolates and was associated with hypermucoviscosity (MV). The aim

of study was to investigate the prevalence of the magA gene in

Klebsiella pneumoniae and Klebsiella oxytoca that isolated from

clinical samples and detection of their antimicrobial susceptibility in

Hamadan, west of Iran.

Methods: We conducted this cross-sectional study on 105 Klebsiella

isolates which were collected from patients who admitted to referral

hospitals (Hamadan), during a 12-months period. The presence of

magA was determined by PCR. The hypermucoviscosity (MV) phe-

notype of Klebsiella isolates were also characterized. The

susceptibility of the isolates to twelve antibiotics was determined

using the disc diffusion method of Kirby Bauer.

Results: Out of 105 Klebsiella isolates, 96.1% was identified as

K. pneumoniae and 3.8% as K. oxytoca by PCR. The magA gene was

detected in 3.8% of K. pneumoniae isolates, while none of isolates of

K. oxytoca contained magA gene. Forty six isolates of K. pneumoniae
showed MV-positive phenotype. The most effective antibiotics

against isolates of K. pneumoniae were tobramycin (79.2%), cefepime

(78.2%), ceftizoxime (77.2%).

Conclusion: Our results suggested that detection of magA by PCR

analysis could be used as an easy, fast and highly specific diagnostic

method for identification of the K. pneumoniae causes liver abscess.

None of isolates of K. oxytoca contained magA gene.
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Diabetes: its impact on liver diseases
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Background and aims: Diabetes has a strong correlation with

chronic liver diseases, especially cirrhosis. It affects the pattern of

liver injury as well as worsening it. This study was undertaken to

determine the impact of diabetes on the various liver diseases.

Materials and methods: We evaluated all patients presenting in our

liver clinic from January 2010 - July 2012, characterized according to

the type of liver disease at presentation, for the presence of Diabetes
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mellitus. 3319 patients(mean age: 45 years, range: neonate-95 years,

2461 males) were included in the study.

Results: Prevalence of DM was 18.9% in patients with liver diseases

(601/3319) as compared to 10.48% in general GI OPD patients (390/

3719) seen over same time frame. Median age of the patients in the

diabetic and the nondiabetic group was 56 years and 43 years

respectively. Prevalence of diabetes amongst various liver diseases

was as follows: Acute hepatitis- 9.03%, Chronic hepatitis- 8.88%,

Cirrhosis - 25.12%, HCC- 58.82%. Prevalence of diabetes in acute

HEV, HAV, HBV and Drug induced hepatitis group was 6.62%,

4.76%, 7.5% and 14.29% respectively. Prevalence of DM was 8.86 %

and 13.13% in chronic HBV and chronic HCV groups. Prevalence of

DM in those with HBV/HCV/Alcohol related cirrhosis was 21.08%,

while it was 37.78% in those with NASH/Cryptogenic cirrhosis. 50%

of the patients having diabetes and HCC had multiple tumors, the

largest tumor being [ 5 cm in size in all of them. Amongst cirrhotics,

64% of those with diabetes had renal failure during hospitalisation as

compared to 39% of nondiabetics. Mean hospital stay was 7.5 days

and 6.5 days in the diabetic and nondiabetic cirrhotics.

Conclusion: There is increased prevalence of diabetes in patients

with chronic liver diseases, especially cirrhosis. Presence of diabetes

in cirrhotic population is associated with increased incidence of renal

failure during hospitalization.
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Causes of death of hospitalized patients with liver cirrhosis.
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Background: There was a gradual reduction in deaths from liver

cirrhosis. The aim of this study was to evaluate the causes of death

among cirrhotic inpatients in the last years.

Patients and methods: Retrospective analysis of causes of death of

inpatients from September 1, 2006 to June 30, 2010. The causes of

death are assesed on the basis review of patient record and Death

Certificate. We used an original cathegories: Ic (one c) - aetiology; Ib

- reason for admission; Ia - immediate cause of death.

Results: The number of deaths alanyzed was 74: 47 men. Average age

was 56 (25-87) years. The Ic was as follows: alcoholic cirrhosis 52

patients (70,3%), chronic HCV, HBV infection 11 (14,9), cryptogenic

cirrhosis 7 (9,5), other (autoimmune hepatitis, hemochromatosis or

Wilson0s disease) 4 patients (5,3). The Ib was: alcoholic hepatitis 26

(35,1%), spontaneous bacterial peritonitis 13 (17,6), GI bleeding 8

(10,8), other 27 (36,5). At admission, the mean prognostic score was:

Child-Turcott B, Pugh et al. C, MELD 24 (from 9 to 41), GFR

51,42 ml/min/1,73 m2. In the same patient, we found usually several

hits. As reason for admission (Ib) and causes of death (first hit Ia1,

second hit Ia2, third hit Ia3, fourth hit Ia4) together, we found: bron-

chopneumonia 33 patients (44,6%), SBP 29 (39,2), alcoholic hepatitis

26 (35,1), GI bleeding 22 (29,7), sepsis 19 (25,7), hepato-renal syn-

drome, type 1 18 (24,3), HRS type 2 14 (18,9), acute renal failure 10

(13,5), acute pyelonephritis 5 (6,8), multiorgan failure 5 (6,8), dehy-

dration 5 (6,8), haemorrhagic shock 4 (5,4), HBV reactivation 3 (4,1),

other cause 3 patients (4,1).

Conclusions: The death of 74 inpatients with liver cirrhosis was

preceded by several ,,hits‘‘ with high mortality. The score by Pugh

et al. characterized the letal prognosis on admission better than the

classification by Child-Turcott.
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Radical surgical management of liver hydatidosis: a multicentric
series of 455 patients

Mario Alberto Secchi, MD, PhD1, Lisandro Quadrelli2, Leonardo
Rossi3, Mario Cantaberta4, Multicentric study of liver
hidatidosis: Liver International 2010 (30) 1: 85-93

1Surgery, University Italian Institute of Rosario. Italian Hospital.

Medical School., 2Surgery, IUNIR- HIG, Rosario, 3Surgery, Modelo

Clinic of Rufino. IUNIR. Medical Schooll, Rufino, 4Surgery,

IUNIR - HIG - Medical SchoolHIG, Rosario, Argentina

Aim: The objective of this study is to update our data on a multi-

centric study in Argentina, with new cases and with the current focus

only in the Radical treatment of hepatic hydatidosis (Surgical man-

agement (radical and conservative) of liver hydatidosis: ‘‘A

multicentric series of 1412 patients. Secchi M.A et al.: Liver Inter-

national 2010 (30) 1: 85-93’’

Methods: The purpose of the present longitudinal study was to report

the radical surgical management and the consequent outcome of HLD

patients in 10 referral surgical centres in Argentina from 1975 to

2007. The study result analysis was divided into two study periods

(1975-1990 and 1991-2010). Radical surgical procedures included

total pericystectomy (removal of the cyst and of 1-2 cm. of normal

liver parenchyma around the cyst) or total cystectomy (complete

removal of the cyst) or liver resections. Major hepatectomy was

indicated only in highly selective cases of large, multiple (three or

more) HLD liver segments in patients with a low operative risk (ASA

I or II).

Results: A total of 455 patients underwent radical surgical proce-

dures. The overall mortality and complication rate (Clavien I-IV) was

1% and 25% respectively. There was a significant decrease in mor-

tality (2.3 vs. 1%), complication (42 vs. 25%) and early reoperation

(12 vs.5%) rates between the first study part and the second study

part. During a median follow-up of 5 years, there was a significant

decrease in the first part of this study in the late reoperation rate (8.4-

3%) and in no significant disease recurrence (1.3-1.1%).

Conclusion: This series shows a significant improvement in radical

surgical management of HLD in Argentina (in selected patients), with

a decrease in mortality, morbidity, early and late reoperation.
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Bleeding complication on anticoagulation in patients
with budd chiari syndrome

Chirag Shah, Shobna bhatia, Akash Shukla, Hardik Parikh

Department of gastroenterology, KEM hospital, Mumbai, India

Aims and objectives: Anticoagulation is recommended as treatment

in patients with budd chiari syndrome as a treatment and post inter-

vention. This study is done to evaluate frequency of bleeding

complications, severity and risk factors.

Methods: We evaluated 61 patients of budd chiari syndrome on

anticoagulation. Baseline characteristics, liver function, child score

and MELD score were evaluated as risk factors. Major bleeding was

considered as bleeding episode requiring hospitalisation, more than 2

unit blood transfusion, and intervention to stop bleeding or death.

Results: 61 patients were observed for a median follow up of

18 months. 23 patients had 41 episodes of bleeding. Of which 10 were
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major bleeding episodes [gastrointestinal bleed 4 were(variceal),4

peritoneal bleed, 1 epistaxis,1 pulmonary haemorrhage].31 minor

episodes included menorrhagia 11 episodes, gum bleeding 10,

hematuria 5, epistaxis 4, musculoskeletal 1. There was 1 death related

to uncontrolled gastrointestinal bleed. All patients were managed by

stopping anticoagulation. 8 patients with major bleeding required

plasma transfusion.43 patients had oesophageal varices on admission.

In 38 patients varices were eradicated prior to anticoagulation.4 out of

5 patients whose variceal eradication was not possible prior to anti-

coagulation had variceal bleed There was significant negative

correlation between eradication of varices prior to anticoagulation and

variceal bleed (p = 0.004). 2 patients developed gi bleed after vas-

cular intervention both had failed intervention.

Conclusion: Anticoagulation related bleeding complications are

common. Up to 25% of these bleeding episodes may be major

bleeding episodes. We recommend eradication of varices prior to

starting anticoagulation in patient with budd chiari syndrome.
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Determination protective role of application sildenafil
in rats with sepsis-induced liver injury

Serkan Cerrah1, Nihat Okçu2, Bülent Albayrak2, Fatih
Albayrak1, Hakan Dursun2, Beyzagül Polat3, Elif Demirci4,
Yasin Bayır5

1Gastroenterology, Erzurum Region Education and Research

Hospital, 2Gastroenterology, 3Pharmacology, 4Histology,
5Biochemistry, Atatürk University, Erzurum, Turkey

Background/Aims: We investigated whether sildenafil had protec-

tive effect or not by studying the effect of sildenafil on reactive

oxygen species and antioxidants in cecal ligation and puncture (CLP)

polymicrobial sepsis model in rat liver histopathologically and

biochemically.

Methods: Rats were divided into four groups: 1) 10 mg/kg SLD

given CLP. 2) 20 mg/kg SLD given CLP. 3) CLP. 4) SHAM operated

group. CLP polymicrobial sepsis model was applied to the rats.

Specimens of rat liver were analyzed histopathologically and bio-

chemically. Superoxide dismutase (SOD) and glutathione (GSH)

parameters were measured to indicate the antioxidant activity in liver

during sepsis. To evaluate the oxidant activity, myeloperoxidase

(MPO) and lipid peroxidation (LPO) parameters were measured in

liver tissue.

Results: SOD and MPO activities and GSH and LPO levels were high

in CLP polymicrobial sepsis model when compared to SHAM group

(p \ 0.05). In all sildenafil groups, GSH levels were high when

compared to CLP group. In 20 mg/kg sildenafil given sepsis group,

high GSH levels were observed according to SHAM group. In addi-

tion, while all sildenafil dose groups had a significant decrease versus

CLP group in LPO levels (p \ 0.05), they had a significant increase in

MPO activities. In 20 mg/kg sildenafil administrated rats, an

improvement observed in biochemical parameters. SOD and MPO

activities which were low in SHAM group increased in CLP

polymicrobial sepsis model. When SLD administrated, MPO activity

increased in both SHAM and CLP groups. GSH and LPO levels also

increase in septic liver tissue. When SLD administrated to SHAM

group, it increased protective GSH level and decreased detrimental

LPO level. In histopathological examination, it was observed that

10 mg/kg sildenafil administration had a curative effect in liver tissue

partly.

Conclusions: It was shown that acute sildenafil administration

decreased liver damage in septic rats dose-dependently in this study.
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Modified percutaneous method (The Örmeci Method)
for the treatment of hydatid disease. Long term results

Necati Ormeci1, Erdem Akbal2, Sahin Coban3, Abdulkadir
Dokmeci1, Hasan Ozkan1, Ramazan Idilman1, Seyfettin Koklu4,
Osman Yuksel3

1Ankara University, School of Medicine, Ankara, 2Canakkale,

Canakkale, 3Diskapi Training and Research Hospital, 4Hacettepe

University, Ankara, Turkey

Background: Percutaneous therapy modalities for the menagament

of the hepatic hydatid cyst has been used since 1985. We have used

modified percutaneous injection therapy (The Örmeci Method, pure

alcohol and polidocanol 1 % inject into hydatid cyst under the so-

nographyc control, wait 5 minutes and removed the needle back on

the outpatient basis) since 1991.

Aim : In this study, we presented the long-term results of the patients

with hepatic hydatid cyst treated by The Örmeci Method.

Material and methods: We analysed 529 patients with hepatic

hydatid cyst with the follow-up more than one year. Of the 246

patients, %89.8 (177) treated by percutaneously and % 6.1(12) treated

by albendazol alone. The rest of the Group was not included because

of type 5 hydatid cyst disease of the liver by Gharby. Finally, we

analysed long-term results of the therapy of 189 patients.

Results: The mean age was 42.4 + -15.9 months. Mean of the initial

size of the cysts was 80.0 x 67.5 mm by ultrasound. Of the 189

patients with hepatic hydatid cyst, %45.7 with type 1, %10.7 with

type 2, %33.7 with type3 and %7.8 with type 4. Mean follow-up was

47.1 + -34.1 months. After the therapy, mean hepatic cyst size was

decreased to 68.0x58.0 mm in the The Örmeci Method (p \ 0.001).

The treated patients was solidified in 83% as 0.17% showed no

change. Of the 189, 84.7% needed no more than one attemp. There

was no mortality or fistula formation, but 1.23% showed anaflaxy and

% 1.6 with temporary elevated liver enzymes.

Conclusion: Modified percutaneous treatment method (Örmeci-

Method) is a safe,trustable, cheap, and easy method for the treatment

of type I, type II, Type III and Type IV hydatid cysts. It should be the

first line treatment for the hydatid disease.
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Albendazole can accelerate the radiologic resolution
of eosinophilic liver abscess by toxocariasis

Jang EY, Choi MS, Min YW, Gwak KY, Paik YH, Lee JH,
Koh KC, Paik SW, Yoo BC

Department of Internal Medicine, Samsung Medical Center,

Sungkyunkwan University School of Medicine, Seoul, Republic

of Korea

Introduction: Nowadays increasing number of eosinophilic liver

abscesses are incidentally detected during imaging studies. Toxocara

canis is one of the most common causes of eosinophilic liver abscess

in Korea. However, a role of albenazole in treatment of eosinophilic

liver abscess by toxocariasis remains uncertain.

Objective: To evaluate whether albendazole can enhance the radi-

oligic improvement of eosinophilic liver abscess by toxocariasis.

Methods: A total of 166 patients (median age 55 [range 28-82], male

76.5%) diagnosed with eosinophilic liver abscess by toxocariasis
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between January 2008 and December 2011 at our institution were

enrolled in this study. Among them, thirty-three patients received

albendazole treatment (albendazole group) and 133 did not (control

group). Baseline characteristics and fate of liver nodules were com-

pared between the two groups.

Results: Baseline characteristics were similar between the two

groups. Twenty-five patients (75.8%) in albendazole group and 93

patients (69.9%) in control group showed complete resolution of the

lesions on following imaging studies (p = 0.5). However, median

duration until radiologic resolution was 179 days (range 17-350) in

albendazole group and 251 days (range 10-819) in control group

(p = 0.015).

Conclusion: Radiologic response of eosinophilic liver abscess by

toxocariasis can be accelerated with albendazole treatment, although

spontaneous resolution is still common. Hence, inconvenience of long

term follow up and frequent imaging studies can be avoided with

albendazole treatment in these patients.
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Advanced Liver Disease Nurse Education Needs A Pilot
Survey

Janice Pritchard-Jones1, Suzanne Polis2,3, Amany Zekry2

1Gastroenterology and Liver Service, Royal Prince Alfred Hospital,
2Gastroenterology and Liver Service, St George Hospital,
3Kirby Institute, Sydney, NSW, Australia

Background/aims: An increasing number of patients are presenting

with advanced liver disease stretching the capacity of inpatient ser-

vices and/or liver clinic outpatient services. Alternate models of care

such as nurse led care are necessary to manage the impact on services

and improve the coordination of care of patients living with advanced

liver disease. We developed a pilot survey to evaluate registered

nurses’ (RN) interest and educational needs to confidently case

manage patients with advanced liver disease. This pilot survey is the

first step researching the educational needs of hepatology nurses. The

information from the research will be used to develop high quality

nursing education and mentoring programs.

Methods: 41 surveys were distributed at a Sydney based one-day

hepatology nursing education workshop. The paper based anonymous

survey contained 31 questions. Survey data was entered onto an excel

file and analysed using STATA.

Results: 78% (n = 32) of surveys were returned by RNs. Of these,

68% (n = 17) reported having more than 10 years nursing expe-

rience with only 31% of RNs reporting more than 10 years

experience nursing patients with advanced liver disease. All RN’s

reported attending hepatology education, although only 18%

(n = 10) reported attending specific advanced liver disease educa-

tional programs. 75% (n = 24) RN’s reported they lacked the skill

set to confidently manage patients with advanced liver disease and

related complications. RN’s said they were keen to upskill, with

71% preferring to attend a mentoring program facilitated by a

hepatologist.

Conclusions: Nurses who completed the pilot survey expressed an

interest in upskilling, improving knowledge and clinical practice to

confidently case manage patents diagnosed with advanced liver dis-

ease. Survey findings will be used to develop a future questionnaire to

survey a larger cohort of hepatology nurses working in NSW with the

view to develop clinical educational programs.
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To study the role of socioeconomical factors in patients of hepatic
venous outflow tract obstruction (HVOTO)

Akash Shukla, Shobna bhatia, Hardik Parikh, Chirag Shah,
Swati Kamble

Department of gastroenterology, KEM hospital, Mumbai, India

Aims and objectives: Initially described in Indian series of

involvement of IVC as compared to hepatic veins is now less com-

mon. Data in last decade suggestive of hepatic veins or combination

of hepatic veins and IVC is more common. Data regarding involve-

ment of socioeconomical factors as etiology and variation in

involvement of veins is scare and only described from Nepal. So we

tried to evaluate this factor and its clinical co-relation.

Methods: We evaluated 70 patients of BCS for history, socioeco-

nomic factors (income, education, occupation), birth history, dietary

factors, living standards, baseline characteristics, liver function and

clinical parameters.

Results: On evaluation (n = 70), mean age 27 years, male: female

(2:3), pattern of veins involvement HV in 68%, IVC in 10% and both

in 22%. 14 % in upper and 86 % patients were from lower socio-

economical class. Only 3 patients had h/o diarrhoea, 2 had h/o oc pills

intake; none had h/o trauma, stroke, intra abdominal infection,

smoking, alcohol, drug intake or IBD. 22% patient had received ATT

prior to diagnosis. On Birth history 57 % home and 43% hospital

deliveries, 30 % patients had birth complication (infection) of which

85% belongs to lower socioeconomic class but correlation with veins

involvement was not significant. HV/IVC involvement dose not

correlated with type of cooking oil, type of pulses intake, milk, fast-

food, vegetables and fruits intake or source of water (river/well/pond/

tap), method of water storage, type of house (kuchha/pucca) and

house condition. All patients of IVC (10%) involvement belong to

low socioeconomic group but difference was not statistically signif-

icant (p = 0.573).

Conclusion: IVC involvement is common in lower socioeconomical

class due to recurrent infection and poor hygienic condition our data

does not match with it. It suggests no role of socioeconomical factors

in site of involvement of veins and etiology for disease.
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Effect of rifaximine associated to a synbiotic for intestinal
bacterial overgrowth and imbalance in patients with irritable
bowel syndrome

Adriana Popescu

Internal medicine, Fundeni Institute Bucharest, Bucharest, Romania

Background: Several trials have demonstrated efficacy of the anti-

biotic rifaximine (RFX) for treatment of global symptoms in irritable

bowel syndrome (IBS). Recent studies suggested that an imbalance of

the intestinal microbiota and a dysfunctional intestinal barrier might

trigger IBS. Synbiotics (SYN) have been reported to restore intestinal

microbial balance and gut barrier after antibiotherapy, therefore their

combination could be emphasized.

Aim: To perform a study to assess the improvement of IBS symptoms

with a new treatment associating a SYN to RFX in an alternative

regimen. Increased colonization by SYN Bifidobacterium longum
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W11 + FOS Actilight (ACT) after the cyclic administration of RFX,

which eradicates intestinal bacterial overgrowth, reduce symptoms

related to bowel habits and motility.

Material and methods: Consecutive 120 outpatients with IBS

diagnosis, fulfilling the ROME III criteria, were prospectively ran-

domized into the study between January 2011 and August 2012.

Patients receiving RFX 1200 mg/day for 10 days, followed by ACT 1

bag/day 12 consecutive days, were compared with same number of

patients treated with same dose of RFX alone, in a regimen repeated 4

times/year. At baseline and week 4, 12, 24, 36 and 48 during this

regimen patients completed a questionnaire evaluating on an 11

points Likert scale: bloating, flatulence, diarrhea/constipation,

abdominal pain and overall well-being.

Results: Associated regimen reduced IBS symptoms by -0.88 points

(95% CI: -1.07;-0.69), compared with 0.46 in the RFX group

(p \ 0.0010). Overall responder rates increase significantly and were

stable during the following cycles of combined therapy, reaching 87%

vs. 57% after 1 year. Significant gain in quality of life compared to

baseline (97%) and progressively with more cycles was assessed by

RFX + ACT vs.RFX alone.

Conclusion: Several cycles of an associated regimen with RFX fol-

lowed by ACT improve IBS symptoms and quality of life, without

adverse effects, therefore is recommended in IBS therapy.
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Causes of non-utilization of potential live liver donors:
a single center experience

Samy Kashkoush1,2, Bassem Soliman Hegab1,2, Saed El-Shelwi1,
Wael O’Hali1, Khaled Abdullah1

1Hepatobiliary Surgery and Liver Transplantation, King Fahad

National Guard Hospital, Riyadh, Saudi Arabia, 2Hepatobiliary

Surgery and Liver Transplantation, National Liver Institut, Menoufia,,

Shebin Elkoom, Egypt

Background: Careful selection of live liver donors is crucial for both

donor safety and recipient outcome. Excessive non-utilization of

potential donors, however, is a waste of resources and time which

may be critical for sick recipients. Our aim was to study causes of

non-utilization of live liver donors to optimize our donor selection

process.

Methods: We retrospectively reviewed potential live liver donors for

both adult and pediatric recipients who have been worked-up at our

center between Jan.2007 & Aug.2012. Reviewed data included:

donors’ demographics, lab results, imaging studies, reports of liver

biopsies, psychosocial evaluations and donor selection-committee

decisions.

Results: A total of 162 potential live liver donors were evaluated

during the study period. The work-up of 22(13.6%) donors was ter-

minated at different stages before the selection-committee discussion

because of recipient-related issues in 17 cases and 5 donor with-

drawals. Of the 140 donors who completed their work-up, 80(57.1%)

were accepted for donation and 60(42.9%) were declined. Of the

accepted donors, 61(43.6%) made it to the operating room; one was

declined intraoperatively because of abnormal anatomy and

60(42.9%) actually donated. The remaining 19 accepted donors

(13.6%) were not operated upon because of recipient issues (8 drop-

off, 6 received Deceased-Donor Liver Transplant, 4 psychosocial

issues and one delisted). Considering the 60 declined donors, the

causes included: fatty liver: 31(51.6%), unfavorable anatomy:

21(35%), small remnant-liver volume: 14(23%), reduced graft to

recipient body weight ratio: 7(11.6%), and donor withdrawal: 6(10%).

Twenty three (38.4%) potential donors had more than one cause for

rejection while 37(61.6%) had only one cause. Incidental other

radiological findings as a contraindication were seen in 3 cases.

Conclusion: Fatty liver and unfavorable anatomical variations are the

two most common causes of donor exclusion in our center. Recipient

drop-off is the most frequent cause of non-utilization of an accepted

live liver donor.
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Long-term total parenteral nutrition is not associated
with cirrhosis in adults - a single center experience

Puneet Puri1, Anas Alsaleh1, Tamra Messing2, Cassie Peters2,
Elizabeth Hufner2, Arun J. Sanyal1

1Internal Medicine, Division of Gastroenterology, Hepatology and

Nutrition, 2Internal Medicine, Nutrition Support Team, Division of

Gastroenterology, Hepatology and Nutrition, Virginia

Commonwealth University, Richmond, VA, USA

Background/aim: Total parenteral nutrition (TPN) is lifesaving for

short bowel syndrome (SBS) and intestinal failure (IF) patients.

Abnormal liver enzymes (25%-100%) and cirrhosis (15%-20%) are

seen with long term (LT) TPN use. We aim to study the incidence of

histologically proven advanced liver disease and cirrhosis in patients

with abnormal liver tests on LT-TPN use and possible factors influ-

encing the course of liver disease.

Method: All home TPN patients C 6 months and currently followed

in our IF clinic were eligible. Patients with active malignancy or

sepsis and pre-existing liver disease were excluded. TPN-associated

liver disease was stratified as hepatocellular, cholestatic or mixed

pattern abnormality. Only patients with liver histology were reviewed

and standard histologic parameters were recorded. Descriptive sta-

tistics and possible factors affecting liver histology were analyzed.

Results: Seven (3 M/4 F with mean ± SD age of 47.28 ±

12.6 years) of the 32 LT-TPN patients currently followed with total of

28,513 TPN days prior to liver biopsy (range 430 -10950 days,

mean ± SD 4073 ± 3658) were included. 57% had Crohn’s disease

and ileostomy status. The remnant small intestine ranged 30 -150 cm.

Majority (85%) had no ileo-cecal valve and had colectomy. 71% had

persistent mixed pattern abnormality, 14% had persistent cholestasis

and intermittent mixed pattern abnormality. Bilirubinostasis and lipid

laden macrophage was seen in 57% patients, while 28.5% had mild

steatosis and minimal inflammation. While 57% had non-bridging

fibrosis, no advanced fibrosis or cirrhosis was reported. All patients

received cyclical TPN, average 1636.33 ± 549 KCal/day, lipids 2-5x/

week (mean ± SD 0.34 ± 0.25/kg/day) and were encouraged to eat

orally.

Conclusions: LT-TPN is safe in adults with SBS and IF without

development of cirrhosis despite abnormal liver tests presumably due

to cyclical TPN use, modest amount of total energy, low amount of

lipid emulsion and concomitant oral nutrient intake.
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Influence of ginger extract against aluminium -induced toxicity
in rats
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Background: Ginger (Zingiber officinale) is a folk remedy for colds.

Aluminum(Al) is a potent neurotoxin and has been associated with

Alzheimer0s disease casualty for decades.

Aim: The aim of the study was to demonstrate the protective effect of

ginger extract against Al induced toxicity in rat model.

Methods: Animals received Al (NO3)3 at a dose of 32.5 mg/kg (i.p.)
once only for the induction of toxicity. Different doses of hydroal-

coholic extract of ginger (25, 50 and 100 mg/kg) was administered for

3 days after 24 h of Al exposure.

Results: The activity of AST and ALT were significant rise in the

serum, whereas serum protein was found to be declined after toxicant

exposure. Al significantly provoked cholesterol, triglyceride, creati-

nine and urea level in serum. TBARS level was significantly higher

and total glutathione content was significantly lowered during toxic-

ity. Total and esterified cholesterol were increased after Al exposure.

Ginger reduced oxidative stress by scavenging various free radicals

produced by Al. It stimulated antioxidant enzymes and recovered all

the biochemical variables towards control. Histopathological changes

in liver was recouped with the therapy of ginger.

Conclusions: Hydroalcoholic ginger extract, has potential to restored

aluminium-induced oxidative stress in liver.
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Role of ferritin, tiferron and HEDTA in presence of propolis
in resurgence from beryllium induced chronic hepatic injury

Satendra Kumar Nirala

Department of Rural Technology and Social Development,

Guru Ghasidas University, Bilaspur, India

Background and aim: Toxic role of environmental metal ions has

always been ignored in hepatic abnormalities in industrialized and

urbanized era. Heavy as well as light metals similarly contribute

hepatic injury as other environmental pollutants. Beryllium is one of

the metals capable in inducing hepatic injury. Role of ferritin, tiferron

and HEDTA in presence of propolis was evaluated in resurgence from

beryllium induced chronic hepatic injury.

Methods: Albino rats were exposed to beryllium nitrate (0.5 mg/kg,

i.p.) daily for 120 days followed by treatment of ferritin (5 mg/kg,

ip), tiferron (300 mg/kg, ip) and HEDTA (20 mg/kg, ip) respectively

in combination of propolis (200 mg/kg, ip) for fourteen consecutive

days. Animals of all the groups were euthanazed and various sero-

logical, tissue, histological and ultramorphological variables had been

performed.

Results: Significantly increased concentration of beryllium was

noticed in serum and liver after its chronic exposure. Beryllium expo-

sure significantly altered blood/serological variables like hemoglobin,

blood sugar, aspartate aminotransferase, alanine aminotransferase,

lactate dehydrogenase, alkaline phosphatase, c-glutamyl transpepti-

dase, total bilirubin, creatinine, urea, albumin and protein as well as

tissue variable including glutathione, lipid peroxidation, catalase,

hydrogen peroxydase, superoxide dismutase, activities of CYP

enzymes, acid phosphatase, alkaline phosphatase, adenosine triphos-

phatase, glucose-6-phosphatase and succinic dehydrogenase and

caused severe cellular damage as seen by scanning and transmission

electron microscopy.

Conclusion: All the combinations of propolis along with ferritin,

tiferron and HEDTA respectively could abrogate alterations in

aforesaid variables more towards control, however, combination of

ferritin and propolis showed pronounced therapeutic potential in

resurgence from beryllium induced chronic hepatic injury.
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Protective and curative effects of resveratrol against CCl4
induced hepatotoxicity in mice

Renu Bhatt

Department of Biotechnology, Guru Ghasidas UniversityGhasidas

University, Bilaspur, India.

Background and aim: Resveratrol, a natural phytoalexin present in

grapes, peanuts, mulberries and red wine, has various pharmacolog-

ical effects. In the present study, its protective and curative effect was

evaluated against CCl4 induced acute hepatotoxicity in mice.

Methods: CCl4 (1 ml/kg, ip for 24 and 48 h duration) exposure

induced hepatic damage and several biochemical and histological

variables have been performed.

Results: CCl4 caused significant increase in release of transaminases,

alkaline phosphatase, lactate dehydrogenase, c-glutamyl transpepti-

dase, creatinine kinase, total bilirubin, urea and uric acid in serum at

both durations. Hepatic lipid peroxidation and oxidized glutathione

were significantly enhanced along with marked depletion in reduced

glutathione that indicated oxidative stress after CCl4 intoxication at

both the durations. Hepatic injury was more severe in animals of 48 h

duration of toxicity in comparison to 24 h duration. Resveratrol

(30 mg/kg, po) treatment after 1 and 24 h of induction of toxicity

showed pronounced curative effect by inhibiting lipid peroxidation

and bringing hepatic glutathione status and serum enzymatic variables

towards control. Histopathological observations also indicated pro-

tective and curative effect of resveratrol on hepatic tissue.

Conclusion: The results of this 48 h and 24 h toxicity duration study

suggest that resveratrol has protective as well curative effect, which

may be due to its strong antioxidant potential and its modulatory

effect on different metabolic indices and as such, can be considered as

an excellent hepatoprotective agent.
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Effectiveness of educational intervention on knowledge regarding
newborn resuscitation

Upendra Yadav

Child Health Nursing, BPKIHS,Hospital, Dharan, Nepal

Objectives:

• To assess the existing knowledge regarding newborn resuscitation

among nurses.

• To find out the difference in their knowledge regarding newborn

resuscitation before educational intervention.

• To find out association of knowledge with selected variables.

Materials and Methods: Pre experimental research design (one

group pre test post test design) was adopted. The samples were staff

nurses of BPKIHS and the sample size was 50. Population enumer-

ation sampling technique was adopted. A self administered

questionnaire was used for data collection. Data was collected in pre

test and post test phase i.e. before and after educational intervention.

Descriptive statistics and Inferential statistics were used for data

analysis.

Results: The research finding showed that the overall pre -test and

post- test knowledge among nurses was found to be 47.92 ± 10.238

and 69.2 ± 15.016 respectively. The calculate p - value for difference
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in Knowledge in pre test and post test was found to be significant

(p \ 0.05). The association between knowledge regarding newborn

resuscitation and total experience was found to be significant in pre

test. Similarly, the association between knowledge regarding New-

born resuscitation and in service education was found to be significant

in pre test. However, the association between knowledge on newborn

resuscitation and total experience in BPKIHS, present ward, working

units, level of education was to be insignificant.

Conclusions: The findings of the study could be concluded that the

educational intervention is effective in increasing the knowledge of

nurses. Educational programs, training, in service education/ CNE

should be conducted time and again to update the knowledge of

nurses.

Keywords: Educational intervention, Knowledge, Nurses,

Newborn resuscitation.
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Association of BMI with Liver enzyme concentrations
and metabolic factors in asymptomatic subjects with hepatitis B
or hepatitis C

Jong In Yang, Jung Mook Kang

Department of Internal Medicine, Seoul National University Hospital

Gangnam Center, Seoul, Republic of Korea

Background and aims: Body mass index (BMI), liver enzyme

concentrations and metabolic factors are clinically important factors

for managing fatty liver disease (FLD). The aim of this study was to

explore the association of BMI with serum liver enzyme concentra-

tions and metabolic factors in asymptomatic HBV or HCV subjects.

Methods: A cross sectional study of 2,346 subjects with serologic

evidence of hepatitis B or hepatitis C undergoing a routine health

check up was conducted. Gross distribution of liver enzyme con-

centrations and metabolic factors was examined by drawing boxplot

after dividing subjects into 8 BMI subgroups by a factor of 2 (kg/m2).

The differences in liver enzyme concentrations and metabolic factors

according to BMI changes were explored by inter-quartile study using

ANOVA test.

Results: ALT, AST, GGT, HbA1c, triglyceride and total cholesterol

were positively but AST/ALT ratio and HDL-cholesterol were neg-

atively associated with BMI increase in each of HBV + or

HCV + subjects (p \ 0.001).

Conclusions: There was strong association of BMI with serum liver

enzyme concentrations and metabolic factors in asymptomatic HBV

or HCV subjects. Our results may suggest that keeping adequate BMI

may be helpful for liver health even in asymptomatic HBV or HCV

subjects.
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Knowledge & self-perceived practice regarding infection
control among nursing students of civil hospital karachi

Rafaqat Bota, Mushtaq Ahmed, Mushtaq Ahmed

Dow University of Health Sciences Karachi, Karachi, Pakistan

Introduction: Health-care associated infections cover all clinically

evident infections that are not the part of patient’s original illness for

which patient is admitted. Most of these infections clinically become

evident after 48 hours of admission. In all settings, nurses can play a

dominant role in infection prevention and control by using their

knowledge, skill and judgment. This reflects the importance and need

of such type of study among nursing students.

Methods: A cross-sectional study was conducted at Civil Hospital

Karachi. Nursing students practicing in Civil Hospital Karachi were

approached for the study. A pre-designed interview based question-

naire was used for data collection. The collected data was analyzed

using SPSS version 17.

Results: Total 241 students were interviewed including 41.5% males

and 58.5% females. Of all students, 71.4% had received guidelines

about infection control from their seniors nursing staff. Hand hygiene

facility was available in 78.8% of wards. Among all students 80.9 %

were aware of WHO guidlines on hand washing but only 20.3%

performed complete steps. Only 128 students (53.1%) were aware of

the term Health-care Associated Infections. Overall half of the stu-

dents of this study reported lack of proper practice such as washing

hand before and after procedure, using gloves and applying proper

alcohol.

Conclusion: There is lack of proper practice among nursing students

and lack of knowledge regarding health care associated infections.

This study warrants the health associated education programs to fill

the gap in knowledge as well as in practice.
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Skin cancer knowledge and sun protection behaviors in medical
and non-medical university students In Karachi, Pakistan

Rafaqat Bota, Saleem Khawaja

Dow University of Health Sciences Karachi, Karachi, Pakistan

Objective: To examine skin cancer knowledge and sun protection

behaviors in Medical and Non-Medical university students in Kar-

achi, Pakistan.

Methods: We surveyed 768 students (16-27 years) at two large

public sector universities (401 Medical Students and 367 Non-

Medical Students) in Karachi, Pakistan. Survey data were collected

regarding skin cancer knowledge and sun protection behaviors.

Differences between the 2 groups were compared with chi-squared

test.

Results: Of all the respondents, sun exposure as a risk factor for

skin cancer was identified by 77.7%, genetics by 44%, ultraviolet

radiation by 87.1%, multiple skin moles by 19.1% and fair com-

plexion by 27.7%. Knowledge of risk factors was greater among

the Medical Students as compared to the Non-Medical Students. Of

the total, 56% of the participants ‘always’ wears sun-protective

clothing, 41.4% ‘always’ wears hat/dupatta, 13.2% ‘always’ seeks

shade, 10.5% ‘always’ wears sun glasses, and 27.9% ‘always or

most of times’ apply sunscreen with sun protection factor of C 15.

The most frequent method of sun protection was found to be

wearing sun-protective clothing, which was significantly more

common among the Medical Students (64.1% vs. 47.1, p \ .001);

while wearing of sun-glasses was significantly more common

among the Non-Medical Students (15.8% vs. 5.7%, p \ .001). In

terms of the wearing of hat/dupatta, seeking shade and wearing

sunscreen, no significant difference was evident between Medical

and Non-Medical students.

Conclusion: University programs for increasing knowledge of skin

cancer risk are warranted. Changing attitude and behaviors regarding

exposure and protective measures is increasingly important.
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Effect of n-acetylcystein (NAC) in experimental blunt liver injury

Hayri Erkol1, Erdal Yılmaz1, Nurettin Kahramansoy1,
Aysel Kükner2, Tülin Fırat2, Mehmet Tosun3

1General Surgery, 2Histology and Embriyology, 3Biochemistry,

Abant Izzet Baysal University, Medical Faculty, Bolu, Turkey

Introduction: Blunt liver injury is increasingly preferred to be

managed non-operatively. Therefore, agents that would increase

wound healing are widely investigated. The aim of this study is to

investigate the effect of intraperitoneal and intramuscular NAC on the

bluntly-injured liver.

Materials and Methods: Intramuscular NAC (imNAC) and intra-

peritoneal NAC (ipNAC) administered groups were formed, as well

as control groups. These groups were separated for day-3 (imNAC3,

ipNAC3, and control3) and day-7 (imNAC7, ipNAC7, and control7)

terminations. Totally, six groups were constructed and blunt liver

injury was performed by the freefall of 200 grams of weight. The

dosage of NAC was 50 mg/kg and 200 mg/kg for intramuscular and

intraperitoneal pathways, respectively.

Histopathological assessment was done by scoring the inflamma-

tion severity between 0-3 and the Ki67 proliferation index (PI).

Results: AST and ALT levels were lower in the day-7 groups,

compared to those in the day-3 groups. This decrease was significant

in control7 and imNAC7 groups (p B 0.02). Among the same day

groups, AST, ALT and LDH levels were significantly lower in im-

NAC and ipNAC groups, when compared with those in the control

groups (p = 0.01 - 0.004). However, imNAC and ipNAC groups

didn’t differ from each other indicatively (p [ 0.1).

The inflammation severity didn’t differ among day-3 and day-7

groups. But, it was significantly low in imNAC3 and ipNAC3 groups,

compared to the control3 group (p = 0.010, p = 0.049, respectively).

Day-7 groups also demonstrated difference.

The Ki67 PI’s of the imNAC3 and ipNAC3 groups were promi-

nently higher than those of the imNAC7 and ipNAC7 groups

(p \ 0.001, p = 0.005, respectively). The Ki67 PI’s of the control3,

imNAC3 and ipNAC3 groups were 1.5, 3.8, 2.1 respectively and the

differences between these groups were distinctive (p = 0.001

- 0.038).

Discussion: The NAC administration decreases the AST, ALT levels

and the inflammation severity; increases cellular proliferation. How-

ever, further studies are required.
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Knowledge regarding complementary feeding among the mothers
attending the pediatric OPD of BPKIHS

Basant Kumar Karn
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Dharan, Nepal

Objective: Assess the level of knowledge regarding the comple-

mentary feeding in mothers attending the pediatric OPD of BPKIHS.

Methods: A descriptive cross sectional study design was adopted for

this study. A total of 50 respondents were selected by using the

convenience sampling technique. Verbal consent was taken before

data collection. Data were collected by using the self developed,

pretested research tool. Data were analyzed using descriptive statistics

(median, frequency and percentage) and inferential statistics. The P

value was calculated at 95% confidence interval and 5% permissible

error.

Results: This study showed that majority 58.0% of the respondents

had the knowledge about the complementary feeding. The findings of

the study revealed that the median age group of the respondent was 24

who had the adequate knowledge. It was found that the association of

the knowledge was not found statistically significant with the age of

the mother (p = 0.344), residence (p = 0.939), occupation (p =

0.31), type of family (p = 0.741), parity (p = 0.963), educational

status of the mother (p = 0.793) and family income (p = 0.196).

Conclusion: The findings of study conclude that there is a poor

knowledge regarding the complementary feeding among the mothers

and has no relationship with the age of the mother, residence, occu-

pation, type of family, parity, education and income.

Keywords: Knowledge, complementary feeding, mothers.
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Current status of hepatitis research in India

Namita Sinha1, Ashish Kumar2

1Nirmal Medical Centre, 2Sir Ganga Ram Hospital, New Delhi, India

Background: India is endemic for Hepatitis viruses hence India

needs to invest in Hepatitis research addressing the India-specific

issues. We studied the current status of Hepatitis research in India in

last two 10-year periods.

Methods: A PubMed search was done using the keyword ‘‘Hepatitis’’

and age and affiliation filters to find publications related to Hepatitis,

in total and in Pediatric age-group, globally and from India, in

1993-2002 and 2003-2012.

Results: Globally, 47,128 papers related to ‘‘Hepatitis’’have been

published in period 1993-2002 and 71,115 papers in the period

2003-2012. Thus the recent 10-year period showed a 51% increase

Fig. 1 Hepatitis research globally and in India
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over the previous 10-year period. Similarly, 9,066 papers were pub-

lished globally in 1993-2002 relating to Pediatric Hepatitis and

10,634 such papers in 2003-2012, i.e. an increase of only 17%. Thus

globally the Hepatitis research in Pediatrics is lagging behind the

Hepatitis research in adults(p \ 0.05). On analyzing the papers pub-

lished from India, it was found that 435 papers on Hepatitis were

published during 1993-2002 and 1192 papers in 2003-2012, thus

showing an increase of 174%. In Pediatrics, 169 papers on Hepatitis

were published in 1993-2002 and 318 papers in 2003-2012, thus

showing an increase of 88%. Thus in India also, the Hepatitis research

in Pediatrics is lagging behind the Hepatitis research in

adults(p \ 0.05). However, compared to the world India’s growth in

Hepatitis research is 3-fold in total(174% vs 51%;p \ 0.05) and

5-fold in Pediatrics(88% vs 17%;p \ 0.05).

Conclusions: India is making a rapid progress in Hepatitis research in

last 10 years and this growth is 3-fold more than global increase in

Hepatitis research. The Pediatric Hepatitis research showed a 5-fold

more growth in India than the world. This momentum of growth in

Hepatitis research needs to be maintained to rapidly control menace

of Hepatitis from India (Fig. 1).
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Interrelation between drug abuse and HCV infection
in Rupandehi, Nepal

Himal Gauchan

Society Support Group 2003, Butwal, Nepal

Background: The work has been performed aiming to strengthen the

HCV Positive Fellowship in Rupandehi, western region of Nepal to

provide the hope and courage on them for the better prospective in life

however the study provides demographic profile along with it. The

work is done through Union C, one and only official network of HCV

infected people in Nepal.

Method: Survey carried out on the basis of one to one visit and

sharing, met through personal contact, interviewed and reassessed by

specially designed data sheet using simple descriptive statistics like

frequency and percentages.

Result: The work is carried out during five months time amongst the

ex-drug users who have tested HCV in which 73 (62 male and 11

female) persons were met. Total numbers of 36 persons (49%) were

found to be infected with HCV in which all the infected population

has the history of using intravenous drugs more than once in their

drug using time. 9 persons (25%) were found to be using homeopathic

treatment and none of the infected populations (0%) had ever gone

through allopathic treatment. None of the female interviewed were

found to be living with HCV.

Conclusion: Lack of access to treatment and discrimination factor

that is anticipated from the society is making the vast damage in the

morals of the infected population however informal meetings on

regular basis are raising their hope for the future. Awareness and

advocacy programs may be helpful to build the HCV Fellowship in

the region.
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Pyogenic liver abscesses: retrospective analysis of 181 cases
over a 16-year period in China

Jun li, Hong zhao

Peking University First Hospital, beijing, China

Background: Clinical characteristics of pyogenic liver abscess (PLA)

had been changed in mainland China in the past few decades, which

led a big diagnostic challenge, especially in patients with underlying

medical conditions.

Methods: Data of patients with PLA between January 1995 and

December 2011 in Peking University First Hospital were reviewed.

Results: The mean age of 181 patients was 58.9-year old. Common

clinical features at presentation were fever (92.8%), right upper

quadrant pain and tenderness (49.4%, 43.8% respectively). Signifi-

cantly increased white blood cells (68.3%), neutrophil (82.2%),

fibrinogen (81.4%), and c-glutamyl transpeptidase (79.8%), and

decreased albumin (72.4%) were the most common laboratory find-

ings. Single abscesses were found in 74% patients. Most of the

abscess diameters (58.4%) were between 5 and 10 cm and 63% of

them were in the right lobe. Blood or abscess culture was positive in

93 of 138 patients (67.4%). Klebsiella pneumonia (60.2%) and

Escherichia coli (22.6%) were the most common bacteria. Diabetes

(48.2%) and biliary tract disorders (38.8%) were most common

underlying diseases. Among patients with diabetes, 40.9% of them

didn’t show leukocytosis on admission. Escherichia coli infection was

significantly common in patients with biliary tract disorder (41.4%

versus 11.3%, P = 0.005) and those with malignancy (53.3% versus

14.5%, P = 0.000). The overall hospital death incidence was 4.4%.

Conclusions: Diabetes was the most common underlying disease and

2/5 of them without leukocytosis on admission, which should pay

much attention to avoid missed diagnosis. Two third of DM patients

were found infected with Klebsiella pneumonia.
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Delta neutrophil index is a prognostic factor of mortality
in patients with spontaneous bacterial peritonitis

Tae Seop Lim, Beom Kyung Kim, Young Ki Lee, Seung Up Kim,
Do Young Kim, Sang Hoon Ahn, Kwang-Hyub Han, Chae Yoon
Chun, Jun Yong Park

Division of Gastroenterology Yonsei Institute of Gastroenterology

Department of Internal Medicine Yonsei University College of

Medicine, Seoul, Republic of Korea

Background: Spontaneous bacterial peritonitis (SBP) is the most

common and life threatening infection in patients with liver cirrhosis.

However, the prognostic factors of SBP were not well evaluated. In

this study, we investigated the usefulness of delta neutrophil index

(DNI) as a predictor of mortality in patients with SBP.

Methods: 75 patients with SBP were included. We compared DNI as

a prognostic factor of SBP by 30-day survival. Furthermore, we tried

to find the optimal cutoff value, and evaluated hazard ratio of prog-

nostic factors for 30-day mortality of patients with SBP.

Results : DNI was significantly elevated in dead patients (6.3% vs

2.7%, P = 0.009). To evaluate usefulness and accuracy of DNI as a

prognostic factor of SBP, receiver operating characteristic (ROC)

curve was described. The areas under the curve (AUC) of DNI at the

onset of SBP were 0.701 (P = 0.009; 95% CI 0.553-0.849). The ROC

curves showed that DNI was a better prognostic factor of SBP than

MELD score or C-recactive protein. The optimal cut-off value of

DNI, which was gained from Youden index, was 5.7%, and sensitivity

and specificity was 57.9%, and 85.7%, respectively. From the cut-off

value of DNI, Cox proportional hard analysis was performed. In

univariate and multivariate Cox proportional hazard analysis,
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increased DNI was a significant risk factor for 30-day mortality :

DNI C 5.7% (univariate HR, 5.496 [2.198-13.746]; P = \ 0.005;

multivariate HR, 3.490 [1.302-9.352]; P = 0.013, respectively).

Conclusion: we found that DNI was significantly increased in non-

survivors, and could be used as a independent predicting factor in

patients with SBP.
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Clinical profile of liver abscess In children
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Objective: Liver abscess is a major hepatobiliary infection with a

significant mortality of 10 to 25% in the developing country. This

study describes the clinical picture in case of liver abscess in children.

Methods: 26 pediatric cases of liver abscess who were referred to

pediatric liver clinic over a period of 4 years were included in this

study. Statistical analysis was done using chi-square test.

Results: 26 patients from age group of 0-14 years were included with

a mean interval of 5.5 ± 3.3 years. Fever(96%), Pain in abdo-

men(81%) and hepatomegaly(92%) with tender liver(62%) were the

most common presenting signs and symptoms. Leukocytosis(92%),

hypoalbuminemia(89%) and anemia(58%) were the most common

laboratory features. Pus culture grew organisms only in 11.8%. Most

of the abscesses were solitary(69%) with a predilection to right

lobe(62%) of liver. Mean size of the abscess was 6.6 ± 2.3 cm.

Indirect Haemagglutination test for amoebiasis was positive in 67%.

No patient died and drainage of abscess was the most common mode

of treatment along with intravenous antibiotics. There was no sig-

nificant co-relation between clinical and biochemical features and

predilection of abscess for any particular lobe of liver.

Conclusion: Patients with liver abscess commonly present with fever,

abdominal pain and hepatomegaly. There are no clinical or laboratory

parameters to predict particular lobe involvement in liver abscess.
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Assessment of Hydatid- fluid antigen from hydatid cyst
of Echinococcus granulosus for Serological Follow-Up
of surgicallytreated patients for Cystic echinococcosis
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1Department of Parasitology, Post Graduate Institute of Medical

Education and Research, Chandigarh, 2Department of Microbiology,

Sher-i Kashmir Institute of Medical Sciences, 3Department of

Surgery, Sheri-Kashmir Institute of Medical Sciences, Srinagar, India

Introduction: Cystic echinococcosis (CE), caused by Echinococcus
granulosus, is distributed worldwide and the liver is most common

site of infection. The diagnosis mainly depends upon imaging tech-

niques coupled with immunodiagnostic procedure.

Aim: To identify specific immunoglobulin IgG and IgG4 immuno-

reactive antigenic fraction for diagnosis of human hydatidosis and to

assess their prognostic value in serological follow-up of patients

treated for CE.

Material and Methods: Hydatid fluid antigen was subjected to SDS-

PAGE followed by immmunoblotting with serum samples collected

from surgically confirmed hydatidosis patients attending SKIMS,

Srinagar, Kashmir. Forty five pretreatment serum samples from sur-

gically confirmed patients of hydatidosis and whose follow up

samples either following 6 months and/or one year and/or 2 year were

available were analysed further.

Results: Out of 45 pretreatment samples 44(97.7%) were immunore-

active, antigenic fractions 52, 46, 57 and 39 kDa reacted with 63.63%,

43.18%, 36.36% and 31.8% samples respectively. Thirty five six

months post treatment, 28 one year post-treatment and 21 two year post-

treatment samples were further analysed. Percentage immunoreactivity

of 39 kDa band decreased to 5% in 2 year post-treatment samples,

while 52, 57 and 46 kDa immunoreactive bands persisted in higher

number of post-surgical treatment samples. With use of IgG4, 45

(100%) pretreatment samples were immunoreactive and 55, 66,39,46

and 28 kDa fractions reacted with 88.8%, 91.1%,77.7% 55.5% and

35.5% samples respectively. The 28 kDa band disappeared in 2 year

follow up samples and 39 kDa were found in only 19% of 2 year follow

up samples, while 55, 66, 39 and 46 kDa immunoreactive bands per-

sisted in higher number of post-surgical treatment samples.

Conclusion: It is suggested that detection of combination of at least 2

antigens may serve useful purpose for the diagnosis of human

hydatidosis and IgG/IgG4 antibody detection to 39 kDa may serve

useful purpose for assessment of post surgical follow-up.
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Dicle University, Diyarbakir, Turkey

Aim: In developing countries HAV infection is very common in the

first years of life and it is often asymptomatic. However especially in

regions of intermediate endemicity, exposure to the virus may delay

and outbreaks of hepatitis A may be encountered in adults. The aim of

this study is to evaluate the clinical and laboratory findings and risk

factors of adults with acute viral hepatitis A.

Materials and methods: In present study we evaluated 203 patient

with acute viral hepatitis A, who were admitted to four different

hospitals of three cities of Turkey between January 2000–December

2011, retrospectively. The diagnosis of acute viral hepatitis A was

performed by laboratory findings and clinically.

Results: In a total of 203 patients, 120 (59.1%) patients were male

and 83 (40.9%) were female. Mean age of cases with acute viral

hepatitis A was 24.7 +11.8 years (ranged 15 to 82 years old). Acute

viral hepatitis A were seen in patient who were 15–20 years and

21–30 years old, commonly. The mean duration of hospitalization

was 8.9 days (4–24 days). (74%), fatigue (68%), nausea-vomiting

(56%) and dark urine (48%) were the most common symptoms in

cases. Prolonged cholestasis (6.8%) was the most common atypical

manifestation. Prolonged jaundice was more frequent in the cases

with positive HBsAg (P \ 0.001). Most of cases were seen in the

Autumn (September to November).
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Conclusions: Acute viral hepatitis A can cause atypical presentations

such as prolonged cholestasis, acute kidney injury and fulminant

hepatitis. Some precautions such as routine vaccination program,

improvement of hygiene conditions and informing people about it,

should be taken for reducing of acute viral hepatitis A infection

incidence.
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MiR-29a protects against acute liver injury in a mouse model
of obstructive jaundice via inhibition of extrinsic apoptosis
pathway

Ying-Hsien Huang

Pediatrics, Kaohsiung Chang Gung Memorial Hospital, Kaohsiung,

Taiwan R.O.C.

Introduction: Recent studies have shown that microRNA-29

(miR-29) is significantly decreased in fibrotic livers as demonstrated

in human liver cirrhosis, and its downregulation influences hepatic

stellate cells activation. In addition, cleaved caspase-3 production and

apoptosis play roles in cholestatic liver injury. However, it is

unknown if miR-29 is effective in modulating the process.

Methods: We employed miR-29a transgenic mice (miR-29aTg mice)

and wide type (WT) littermates to clarify the roles of miR-29 in

hepatic injury and fibrogenesis in bile duct ligation (BDL) mouse

model.

Results: All three members of the miR-29-family were significantly

down-regulated in livers of WT mice as well as miR-29b and

miR-29c of miR-29aTg mice that underwent BDL. The liver function

including alanine transaminase and aspartate transaminase activities

were significantly improved in miR-29a Tg mice than in WT litter-

mates in response to obstructive jaundice for one week. In addition,

overexpression of miR-29a was associated with significant down-

regulation of collagen 1a1, collagen 4a1, phospho-FADD, cleaved

caspase 8, cleaved caspase 3, Bax, Bcl-2, and PARP as well as up-

regulation of phospho-AKT expressions. In addition, the TUNEL-

positive liver cells in the miR-29a Tg group after BDL were signif-

icantly less than in the WT littermates.

Conclusions: Our results indicate that miR-29a decreases cholestatic

liver injury and fibrosis after BDL, at least in part, via modulate the

extrinsic rather than intrinsic pathway of apoptosis.
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Fuzheng Huayu capsule ameliorates hepatic fibrosis by inhibition
of epithelial to mesenchymal transition in hepatic stellate cells
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Objective: To evaluate the effect of Fuzheng Huayu (FZHY) capsule

on epithelial to mesenchymal transition (EMT) of hepatic stellate

cells (HSCs) and EMT-based liver fibrosis.

Methods: Primary rat HSCs were separated, and randomized into

groups of control, model, 5% FZHY-treated, 10% FZHY-treated and

20% FZHY-treated, respectively. After the stimulation of TGFb1,

FZHY-treated groups were co-cultured with different concentration of

FZHY serum. The expression of TGFb1, E-cadherin, a-SMA and

desmin was then analyzed to uncover the effect of FZHY on EMT.

SD rats were also divided into groups of normal, model and FZHY-

treated, respectively. Except for the control groups, all rats were

subjected to both alcohol (15 ml/kg) and high-fat diet (1% choles-

terol, 5% lard and 10% corn oil) for 24 weeks. Those FZHY-treated

rats were further administrated by FZHY capsule for 4 weeks. HE,

VG and immunohistochemical staining were employed to assess the

liver fibrosis based on EMT-induced HSC activation.

Results: In contrast to the EMT of model group, FZHY administra-

tion resulted in the up-regulation of epithelial marker (E-cadherin)

and down-regulation of mesenchymal markers (a-SMA, desmin) in a

dose-dependent manner. Inhibition of EMT-inducing cytokine,

TGFb1, reflected the mechanism underlying the action of FZHY

capsule. In vivo treatment of FZHY capsule also demonstrated the

decrease of activated HSCs with EMT phenotype. Liver fibrosis,

which occurred on the basis of fatty liver disease, was resultantly

attenuated.

Conclusions: FZHY capsule is capable of inhibiting the EMT in

activated HSCs, which confers it an important role in the therapy of

liver fibrosis.
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Egy-Score is superior to APRI, FIB-4 and Forns’ index
for detecting advanced hepatic fibrosis and cirrhosis
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Introduction: Non-invasive biomarkers are increasingly used to

estimate liver inflammation and fibrosis. Egy-Score is one of the new

non-invasive panels of biomarkers for assessment of hepatic fibrosis.

Aims & Methods: We aimed at testing the diagnostic accuracy of

Egy-Score in comparison to some of the widely known non-invasive

panels for assessment of hepatic fibrosis. Hundred Egyptian patients

with chronic hepatitis C were enrolled. Mean age (±SD) was 40.25

(±9.39). All patients were subjected to liver biopsy and histopa-

thological staging of hepatic fibrosis according to METAVIR scoring

system as a part of their assessment for treatment. Egy-Score, APRI,

FIB-4 and Forns’ index were calculated from the biochemical

parameters of the patients. Egy-Score was calculated according to the

following formula: Egy-Score = 3.52 + 0.0063 9 CA19-9 + 0.0203 9

age + 0.4485 9 alpha 2 macroglobulin + 0.0303 9 bilirubin - 0.0048

9 platelet - 0.0462 9 albumin.

Results: Egy-Score (AUROC 0.875) was superior to APRI (AUROC

0.754), FIB-4 (AUROC 0.828) and Forns’ (AUROC 0.851) for

detecting advanced fibrosis (CF3 METAVIR). Egy-Score (AUROC

0.874) was superior to APRI (AUROC 0.795), FIB-4 (AUROC 0.841)

and Forns’ (AUROC 0.827) for detecting Cirrhosis (CF4 META-

VIR), while Forns’ (AUROC 0.806) was superior to Egy-Score

(AUROC 0.776), FIB-4 (AUROC 0.645) and APRI (AUROC 0.589)

for detecting significant fibrosis (CF2 METAVIR).

Conclusion: Comparison between four noninvasive panels showed

superiority of Egy-Score over APRI, FIB-4 and Forns’ index for

detecting advanced hepatic fibrosis and cirrhosis, while Forns’ index

was superior to Egy-Score, APRI and FIB-4 in detecting significant

fibrosis.
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Predictors of advanced liver fibrosis among HIV/HCV co-
infection and HCV mono-infection in Thailand: the role of HIV
and hypovitaminosis D

Anchalee Avihingsanon1, Pisit Tangkijvanich2, Tanakorn
Apornpong3, Supunee Jirajariyavej4, Kiat Ruxrungtham5, HIV-
NAT 125 study team

1HIV-NAT, Thai Red Cross AIDS Research Centre, 2Department of

Biochemistry, Faculty of Medicine, Chulalongkorn University, 3HIV

Netherlands Australia Thailand Research Collaboration (HIV-NAT),
4Taksin Hospital, 5Division of Allergy and Immunology, Department

of Medicine, Faculty of Medicine, Chulalongkorn University,

Bangkok, Thailand

Background: There is limited data of liver fibrosis in chronic hep-

atitis C (HCV) in resource limited settings (RLS) where affordable

treatment is not yet available. We assessed liver fibrosis among 130

untreated HIV/HCV co-infection and 331 untreated HCV mono-

infection from Thailand.

Methods: This was a cross-sectional study. Liver fibrosis was

assessed by transient elastography. Fibrosis stage was defined as mild

(B7.1 kPa); moderate (7.2–9.4 kPa); severe (9.5–14 kPa), and cir-

rhosis ([14 kPa). Hypovitaminosis D was defined as 25 hydroxy

vitamin D[25(OH)D] \ 30 ng/ml. Logistic regression analyses were

used to assess predictors for significant fibrosis. Serum 25(OH) D

levels, HCV genotypes (GT), interleukin-28B (IL28B) and HCV

RNA were assessed.

Results: Patients were 70% male, 35% IDUs with a median age of

43 years. HCV GT distribution was as follows: GT3 47%, GT1 34%,

GT6 17%.88% of coinfected and 85% of monoinfected patients had

the favourable CC genotype at rs12979860 for IL28B. Prevalence of

hypovitaminosis D was 62.3%. In HCV mono: liver fibrosis was mild

in 56.5%; moderate in 18.4%; severe in 12.4% and cirrhosis in 12.7%.

In HIV/HCV: these figures were 30.6%, 27.8%, 17.6%, and 24.1%,

respectively. Factors associated with significant fibrosis by multi-

variate analysis were HIV-infection [adjusted odd ratio (95%

confidential interval): 2.67, 1.20–5.93), p = 0.016, Fib4 score [1.45

(6.30, 2.70–14.74), p \ 0.001 and hypovitaminosis D (2.48,

1.09–5.67), p = 0.031. GT 6 was less likely to have advanced liver

fibrosis (0.17, 0.05–0.65), p = 0.01.

Conclusions: Advanced liver fibrosis is common among HIV/HCV

co-infection. HIV-infection, Fib4 score[1.45 and vitamin D\30 ng/ml

are strong and independent predictors for the presence of advanced

fibrosis whereas HCV genotype 6 is correlated with less liver fibrosis.

These data highlight the urgent need of HCV treatment and liver cancer

screening for HIV/HCV patients in RLS.

Topic: 25 Clinical

Absno: 2937

Towards reliable and rapid bed-side diagnosis of spontaneous
bacterial peritonitis in cirrhotic patients: Multi Center Study

Yaser Al Sawaf1, Gamal Kassem1, Medhat Assem2, Atef Taha3,
Hesham El Sorogy4

1Tropical, Tanta Faculty of Medicine, Tanta, 2Hepatology, National

Liver Institut, Menoufia, Shebeen, 3Internal Medicine, 4Clinical

Pathology, Tanta Faculty of Medicine, Tanta, Egypt

Background/Aim: Spontaneous bacterial peritonitis is defined as an

ascitic fluid infection without an evident intraabdominal surgically-

treatable source. Spontaneous bacterial peritonitis is a common and

potentially life-threatening complication in patients with cirrhosis.

This prospective study was undertaken to evaluate the usefulness of

leukocyte esterase reagent strips and ascitic fluid lactoferrin in the

diagnosis of spontaneous bacterial peritonitis in cirrhotic patients with

ascites.

Patients & Methods: A total of 168 patients with cirrhotic ascites

were enrolled. Patients with spontaneous bacterial peritonitis and

culture-negative neutrocytic ascites variant are considered positive as

spontaneous bacterial peritonitis. Full history was taken, complete

medical examination was done. All participates were subjected to full

Laboratory investigations to assess spontaneous bacterial peritonitis.

Paracentesis was done, and immediately after, fresh ascitic fluid

specimen was collected and tested using a dipstick for granulocyte

esterase designed for urine analysis. Quantitative measurements of

ascitic fluid lactoferrin concentration were determined using a poly-

clonal antibody-based enzyme-linked immunosorbent assay specific

for human lactoferrin.

Results: The addition of ascitic fluid lactoferrin levels to leukocyte

esterase reagent strips yielded statistically significant effects upon the

diagnostic accuracy compared to each test alone. Thus the combi-

nation of both tests yielded (considering ascitic fluid lactoferrin

concentration C200 ng/mL and/or dipstick test C2+) sensitivity,

specificity, PPV and NPV of 91.84 %, 94.96 %, 88.24 %, and 96.58

%, respectively.

Conclusion: Combining both of ascitic fluid lactoferrin and leukocyte

esterase reagent test strips were found to facilitate very rapid identi-

fication of patients with SBP. Specifically, these tests can be

performed efficiently in order to speed up the bedside diagnostics of

this clinical entity.

Topic: 25 Clinical

Absno: 2974

Clinical profile of hepatorenal syndrome: a prospective study

Amit Bery1, Rajoo Sighf Chinna2, Hardeep Sahota1, Sandeep
Puri1, Jaswinder Singh Sandhu3, Candy Sodhi4

1Medicine, 2Gastroenterology, 3Nephrology, Dayanand Medical

College and Hospital, Ludhiana, 4Physiology, Christian Medical

College, Ludhiana, India

Background and aims: The clinical profile of HepatoRenal Syn-

drome (HRS) patients admitted in a tertiary care hospital in Punjab

was studied.

Materials and method: All patients of chronic liver disease with

renal involvement for at least one and a half year were prospectively

studied. Those patients fulfilling the International Ascites Club cri-

teria of HRS were studied.

Result: Forty-two patients diagnosed to have HRS and were included

in this study. The incidence of HRS was found to be 0.275% of

medical admissions in the hospital. Urine osmolality was found

greater than serum osmolality in all the patients. Alcoholic cirrhosis

was etiology in 71.5% of patients. The mortality rate was found to be

approximately 60%. Most of the patients of HRS received a combi-

nation of dopamine, albumin and terlipressin. Variables amongst

survival versus non-survival groups were also analyzed. Oliguria and

hepatic encephalopathy were more predominant in non-survival

group. Serum bilirubin, hypoalbuminemia, hyponatremia, coagulop-

athy and urine osmolality was higher in non-survival group. Patients

with Child-Pugh Score less than 10 had a better survival advantage.
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Conclusion: Mortality rate was found to be approximately 60%. The

poor prognostic factors in non-survival group were found to be

presence of ascites, severe jaundice, hepatic encephalopathy, alcohol

abuse, hypoalbuminemia, progressive renal failure and a Child-Pugh

Score[10. Thus, HRS is not uncommon and with judicious treatment

especially using terlipressin with albumin, significant number of

patients can be saved.

Topic: 25 Clinical

Absno: 2991

Development of a simplified diagnostic scoring system and its
validation for predicting esophageal varices in cirrhotic patients

Tary Salman1, Medhat Assem1, Sameh Salem2

1Hepatology, National Liver Institut, Menoufia, Shebeen, 2Internal

Medicine, Sohag Teatching Hospital, Sohag, Egypt

Background & Aim: An endoscopic examination is currently con-

sidered to be the gold standard. However, screening all cirrhotic

patients with endoscopy to guide therapy may significantly increase

the cost. We tried to evaluate the predicting utility of different lab-

oratory, ultrasonic and Doppler parameters in detecting presence or

absence of esophageal varices.

Patients & Methods: Selected 180 cirrhotic patients without past

history of previous intervention for portal hypertension were screened

endoscopically. In addition to different laboratory, ultrasonic and

Doppler assessment, different diagnostic scores including Child Pugh

score, MELD score, platelet/spleen ratio were evaluated.

Results: Patients with EV. had significantly higher values of serum

bilirubin, INR, fasting insulin, HOMA-IR and fasting blood ammonia

and lower serum albumin when compared with those without EV (p\
0.05), Parameters such as hepatic artery resistive index, splenic artery

resistive index and liver vascular index were significantly higher in

variceal group (p\0.01), while hepatic artery pulsatility index, portal

hypertensive index and portal vein flow were significantly lowered in

variceal group (p\0.01). We devised an equation: 8.031 + [0.031 9

value of serum Ammonia (in lmol/ L) + (0.483 9 HOMA) - (0.034

9 platelet count (n. 9 103/ll), which could predict the presence or

absence of EV with accuracy of 80% and a cut off value of 6.82

showed sensitivity of 97.2% and specificity of 87.2 % for presence of

variceal presence while a cut off values \ 5 could exclude the pres-

ence of varices by sensitivity and specificity of 100% & 66%

respectively.

Conclusion: Amongst the highest sensitive predictors in our study

were platelet count, serum ammonia and HOMA-IR and our devised

equation showed high accurate prediction for presence or absence of

EV in our studied population with high sensitivity especially for early

and advanced varices.

Topic: 27 Basic Science

Absno: 2968

High-saturate-fat diet delays development of diethylnitrosamine-
induced hepatocellular carcinoma

Xiao-Yan Duan, Qin Pan, Jian-Gao Fan

Department of Gastroenterology, Xinhua Hospital, School of

Medicine, Shanghai JiaoTong University, Shanghai, China

Aims: To uncover the effect of high-saturate-fat diet on diethylni-

trosamine (DNE)-induced rodent hepatocellular carcinoma (HCC).

Methods: Adult SD rats, being randomized into groups of NCD,

HFD, DEN + NCD, DEN + HFD, were subjected to high-saturate-fat

diet (HFD and DEN + HFD groups, 2% cholesterol, 10% lard) and

normal control diet (NCD and DEN + NCD groups), respectively.

Rodent model of HCC was simultaneously established in the DEN +

NCD and DEN + HFD groups by DEN gavage. At the end of 10, 12,

14 weeks, characteristics of high-saturate-fat diet and/or DEN expo-

sure were evaluate by physique indexes, lipid metabolism, liver

function and pathologic presentation. Investigation of HCC incidence,

differentiation, node number and average node volume demonstrated

the effect of high-saturate-fat diet on hepatocellular carcinogenesis.

Enzyme-linked immunosorbent assay (ELISA) for proliferating cell

nuclear antigen (PCNA) and caspase-3, and western blot for PCNA

further uncovered the proliferative and apoptotic properties of liver.

Results: In contrast to the NCD group, DEN treatment (DEN + NCD

group) lead to decreased BW, sever liver fibrosis and multiple HCC.

Dramatically, high-saturate-fat diet, which induced hyperlipidemia

and liver steatosis, attenuated DEN-related malnutrition and fibrosis

progression in the DEN + HFD group during 10–14 weeks. Moreover,

the DEN + HFD group exhibited a proportion of well differentiated

HCC much higher than that of DEN + NCD group. Number and

average volume of HCC node were also significantly lowered in this

group (P\0.01–0.05). Being compared to that of DEN + NCD group,

inhibited PCNA expression and up-regulated caspase-3 level char-

acterized the liver of DEN + HFD group.

Conclusions: High-saturate-fat diet restores malnutrition in the DEN-

treated rats. Inhibition of carcinogenesis and malignance of HCC

derives as a result.

Topic: 28 Clinical

Absno: 2923

Reduced dose of sorafenib for the treatment of advanced
hepatocellular carcinoma

Shigenori Ei, Masahiro Shinoda, Minoru Tanabe, Osamu Itano,
Minoru Kitago, Hiroshi Yagi, Yuta Abe, Taizo Hibi, Yuko
Kitagawa

Surgery, Keio University School of Medicine, Tokyo, Japan

Objective: We retrospectively analyzed outcome of treatment for

advanced hepatocellular carcinoma using sorafenib in our hospital.

Method: Twenty three patients with advanced hepatocellular carci-

noma were treated with sorafenib between August 2009 and August

2012 in our institute. All patients were Child-Pugh A. Sorafenib was

basically given at the fixed dose of 800 mg/body according to the

manufacturer’s instruction, however, the maintaining dose was

occasionally reduced depending on the patient’s condition or initial

dose was reduced if the attending physician thought that 800 mg/body

is too much for the patients.

Results: There were 18 male and 5 female. All patients had pre-

treatment before starting sorafenib. Nineteen of the 23 patients

(82.6%) experienced grade 2 or higher adverse events (Common

Toxicity Criteria version 3.0), and 8 patients (34.8%) discontinued

sorafenib therapy due to some adverse events. The resultant average

daily dose of sorafenib was 376 ± 205 mg/day (median, 400 mg/

day). There were 16 patients whose average sorafenib dose was 400

or less than 400 mg/day (group L) and 7 patients whose average

sorafenib dose was greater than 400 mg/day (group H). The disease

control rate was 69.6% (CR in 1 (4.3%), PR in 3 (13.0%), SD in 12

(52.2%), PD in 3 (13.0%), and undetermined in 4 (17.4%)), and

1-year survival rate was 82.2% in all patients. Both disease control

rate and 1-year survival rate were superior in group L (81.3% and

90.9%) than in group H (42.9% and 64.3%). There were no
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differences of age, sex, etiology and HCC stage between the groups.

The cumulative therapy discontinuation rate was significantly lower

in group L than group H (12.5% vs. 46.4% at 3 months: P = 0.040).

Conclusion: Dose reduction of sorafenib may avoid therapy discon-

tinuation due to adverse events and result on longer intake and

favorable clinical outcomes.

Topic: 28 Clinical

Absno: 2941

Pathological Fracture as first presentation of hepatocellular
carcinoma

Ahmad Najib Azmi

Faculty of Medicine and Health Sciences, Universiti Sains Islam

Malaysia, Kuala Lumpur, Malaysia

Introduction: Hepatocellular carcinoma (HCC) is the most common

primary tumour of the liver, however presenting with metastatic bone

lesions for the first time is very rare.

Case: 56-year-old male patient presented with a close fracture of the

left humerus following a fall. On examination he was pale and mildly

jaundice. The left arm was swollen and tender over the proximal

humerus. X-ray revealed an expansile lytic lesion with fracture at the

proximal one third near the neck of the humerus. Internal fixation was

done and lesion was biopsied and turn out to be a metastatic lesion from

HCC. CT scan of liver revealed multiple hypodense lesions, biggest at

segment VII 3.3 cm 9 3.8 cm 9 2.9 cm. Alpha-fetoprotein was sig-

nificantly elevated. Diagnosis was confirmed by histopathological

studies of biopsy samples taken from the bone and liver lesions. He

underwent trans-arterial chemo-embolization of the left posterior cir-

cumflex humeral artery and branches of the brachial arteries using

150–250 microns polyvinyl alcohol foam. A week later he underwent

radio-frequency ablation of the liver lesions with good outcome.

Discussion: Extrahepatic metastasis have been reported to occur in

13.5% to 36.7% of patients in large scale studies. The most common

metastatic site is the lung (53.8% to 54.7%) followed by the lymph

nodes (33.8% to 52.7%). The commonest site of bone metastasis is

the spine, followed by ribs and femur. Bone metastasis from HCC are

osteolytic and expansile in appearance on plain x-ray and CT scan.

The most common differential diagnosis of expansile osteolytic bone

metastasis on X-ray are renal cell carcinoma and thyroid carcinoma.

But recently HCC is considered as one of the differential diagnosis in

this type of bone lesions.

Conclusion: HCC should be considered in the differential diagnosis

of metastatic expansile bone lesions

Topic: 31 Liver Transplantation

Absno: 2927

effect of an exercise training program on aerobic capacity
and muscle strength in patient awaiting liver transplantation:
pilot study

Tessa Tabouret1, Marilyne Debette gratien1, François Vincent2,
Marie Thérése Antonini2, Paul Carrier1, Romain Legros1,
Virginie Valgueblasse1, Mathieu Sarabi1, Jérémi Jacques1, Denis
Sautereau1, Didier Samuel3, Veronique Loustaud ratti1

1Hepato-gastroenterology, 2Exploration Fonctionnelle Respiratoire,

CHU Limoges, Limoges, 3Hepatologie, Centre Hépato-billiaire,

Hopital Paul Brousse, Villejuif, France

Background: Aerobic capacity and muscle strength are altered

among patients suffering from cirrhosis, seems to worsen

overall survival and is predictive of post-transplantation morbid-

mortality.

Aims and Methods: Experimental and prospective trial carried out in

Limoges University Hospital, to evaluate the feasibility and effect of

an aerobic exercise training program at 12 weeks in patients on the

waiting list for liver transplantation.

Results: 13 patients were included, Meld score 15 ± 7.5 patients

having hepatocellular carcinoma. 10 patients were finally evaluable.

Among them, 8 (6 men), mean age 51 ± 12 years, completed the

program, i.e. feasibility 80%. The average of VO2 max measures

increased from 21.5 ± 5.9 ml/min/kg to 23.2 ± 5.9 ml/min/kg after

training, i.e. 74.5 ± 16.4% to 81.4 ± 16.7% of theoretical values

(p = 0.008). Maximum power increased from 106.4 ± 42 W to

118.75 ± 45.4 W (p = 0.02). The 6-minute Walk test increased

from 480.6 ± 68.7 m to 520.6 ± 63.8. Strength testing of knee

extensor muscles increased from 30 ± 10.1 to 37 ± 13.4 kg force

(p = 0.008). Mental and physical global scores slightly increased

but not significantly, from respectively 35.55 ± 4.07% and 35.8 ±

7.15% to 38.97 ± 2.67% (p = 0.46) and 39.00 ± 6.35% (p = 0.95).

Threshold power increased from 69.25 ± 32.74 W to 78.87 ±

37.16 W (p = 0.02).

Conclusions: this feasibility study shows that an exercise training

program is possible, efficient and well tolerated in patients who are

candidates for liver transplantation; a comparative validation study

with pre and post-transplantation results is ongoing.

Topic: 32 Imaging Modalities
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Doubling Time of HCC in HBV and HCV Carriers

Mi-Suk Park

Yonsei University, Severance Hospital, Seoul, Republic of Korea

Purpose: The purpose of this retrospective two-center study was to

examine whether the type of hepatitis virus can affect the growth rate

of hepatocellular carcinoma (HCC).

Methods: We reviewed the images and electronic medical records of

the patients who were diagnosed with HCC at two tertiary hospitals

from 2001 to 2010. A total of 279 patients were identified who met

the following criteria so that the growth rate of HCC can be calcu-

lated: (1) more than two dynamic CT or MRI scans were performed

from the time of radiologic or pathologic diagnosis of HCC before

any surgical or ablative treatment, and (2) the longest time interval

between the imaging studies was at least one month. The final study

cohort was 196 HCCs from 182 patients after all exclusion criteria

were applied. The volume of HCC was measured on images by two

radiologists, and tumor volume doubling time (TVDT) of each HCC

was calculated by the Schwartz formula. The difference in TVDT

between groups was examined by the Kruskal–Wallis test followed by

post-hoc analysis using the Mann-Whitney test with Bonferroni

correction.

Results: Among 196 HCCs, B-viral, C-viral, and non-B/non-C viral

HCCs were 129 (65.8%), 44 (22.4%), and 23 (11.7%). TVDT of

B-viral HCC was significantly shorter than that of C-viral HCC (P\
0.01), while no difference was found between non-B/non-C viral

HCC and B-viral (P = 0.156) or C-viral (P = 0.336) HCC. The

amount of alcohol intake, severity of fibrosis, and multiplicity did not

significantly affect TVDT.

Conclusion: B-viral HCC may grow faster than C-viral HCC.
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Long term complete response of advanced hepatocellular
carcinoma treated with reduced dose of sorafenib. A case report.

Masahiro Shinoda1, Minoru Tanabe1, Shigenori Ei1, Osamu
Itano1, Minoru Kitago1, Hiroshi Yagi1, Yuta Abe1, Taizo Hibi1,
Koichi Aiura2, Yuko Kitagawa1

1Surgery, Keio University School of Medicine, Tokyo, 2Surgery,

Kawasaki Municipal Hospital, Kawasaki, Japan

Background: We report a case of unresectable HCC with metastasis,

who was successfully treated with sorafenib and maintains recurrence

free status for long term.

Case report: An 83-year-old man underwent distal pancreatectomy

for pancreatic body cancer 3 years before. In his post-operative

examinations, CT pointed out two tumors in the anterior segment

(13 mm and 23 mm in diameter). Based on the image’s findings, the

tumors were diagnosed as HCC. A needle biopsy was performed to

the greater tumor and the pathological examination showed that the

tumor was poorly differentiated HCC. Resection seemed impossible

because of tumor location and patient’s condition. Since the main

tumor was located adjacent to the main glisson branch and only

adjacent side appeared hyper-vascular, we performed TACE for the

part with hyper-vascularity at first and then additionally performed

RFA for the part without hyper-vascularity. Three months later,

multiple pulmonary metastases appeared and we performed continu-

ous hepatic arterial infusion chemotherapy, which was discontinued

due to adverse effects. Because tumor thrombus in the portal vein was

seen on CT, we decided to start sorafenib at 400 mg/day 5 months

after TACE. AFP was markedly decreased from 41,948 ng/ml to

1 ng/ml and tumors disappeared on CT imaging 4 months after so-

rafenib initiation. Since then, dose of sorafenib has been gradually

reduced to 200 mg/2 days and there have been no signs of recurrence

for 16 months.

Discussion and conclusion: In this case, HCC showed progression of

pulmonary metastases and portal thrombus after a series of treatment.

Fortunately, the induction of sorafenib resulted on complete response.

It is noteworthy that the dose of sorafenib given has been markedly

reduced (initially 400 mg/day/body and now 200 mg/2 days/body)

but is realizing a long term complete response. We believe that

continuing sorafenib even in reduced dose enables long-term

administration and favorable clinical outcomes.

Topic: 33 Case Report and Case Series

Absno: 2963

Acalculous cholecystitis: a rare complication of acute hepatitis
A virus infection

Ahmet Karakas, Omer Coskun, Hanefi Cem Gul, Cumhur Artuk,
Gurkan Mert, Can Polat Eyigun

Gulhane Military Medical Academy, Ankara, Turkey

Acute hepatitis A infection is a self-limiting, usually asymptomatic

disease however rarely it can present with extrahepatic manifesta-

tions. Acute cholecystitis has very rarely been reported during the

course of acute Hepatitis A. Herein we report a 22-year old male

patient diagnosed with a calculous cholecystitis. The case applied to

hospital with malaise, fever, jaundice, and pain in epigastrium.

Physical examination revealed fever, icterus in his sclera, epigastric

tenderness, and hepatomegaly. Laboratory tests resulted in elevated

liver enzymes. Abdominal ultrasonography demonstrated thickening

of the gallbladder wall, and intramural air. As the patient’s symptoms

failed to regress in follow up a laparoscopic cholecystectomy was

performed. He recovered within 3 weeks after surgical intervention.

Topic: 34 Miscellaneous

Absno: 2907

Effectivity of teprenone on treatment of chronic gastritis

Imam Suprianto1, Suyata1, Syadra Bardiman2, Fuad Bakry1

1Moehammad Hoesin Hospital, 2Moehammad Hoesin Hospital,

Palembang, Indonesia

Background: Chronic gastritis is a localized or diffuse chronic

inflammation of the lining of the stomach, histopathologically char-

acterized by infiltration of lymphocytes and plasma cells in the

mucosa. The imbalance between aggressive and defensive factors

leads to this condition. Teprenone is a systemic cytoprotective agent

used to repair gastric mucosal lesions by increasing the synthesis,

secretion, and mucus viscosity, increasing the gastric phospholipids,

prostaglandin E2, prostacyclin and heat shock protein. The purpose of

this study was to determine the effectiveness of teprenone as an

adjunct in the treatment of chronic gastritis.

Method: This study was a double blind randomized clinical trial in

the form of add on, which conducted at the outpatient clinic of

Gastroenterology and Hepatology, Department of Internal Medicine

Moehammad Hoesin Hospital Palembang, from June 2011 until

February 2012. Patients were divided into 2 groups: the group given

ranitidine, antacids, placebo (RAP) and the group given ranitidine,

antacids, teprenone (RAT) for 4 weeks. Effectiveness assessed by

clinical improvement, endoscopy, histopathology, inflammatory cells

and Helicobacter pylori. Data were analyzed using SPSS version 17

with the v2 and T test.

Result: Of the 40 patients who participated in this study, 12 men and

28 women, there were statistically significant differences in the RAT

groups in the improvement of clinical symptoms, endoscopy, histo-

pathology, inflammatory cells and Helicobacter pylori (p \ 0.05).

While in the RAP group, there was no significant difference in

improvement of endoscopy, histopathology, inflammatory cells and

Helicobacter pylori (p[0.05). When compared to the RAT and RAP,

only the results of endoscopy, which is statistically significant (p \
0.05) which was RAT better than RAP.

Conclusion: The use of a combination of teprenone, ranitidine, and

antacids provided improved clinical, endoscopy, histopathology,

inflammatory cells better than the combination of ranitidine, antacids

and placebo in chronic gastritis.
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Sensitivity and specificity value of saliva Helicobacter pylori
examination in chronic gastritis patients

Vidi Orba Busro1, Fuad Bakry1, Aida Farida2, Yuwono3

1Moehammad Hoesin Hospital, 2Pathology, 3Microbiology, Faculty

of Medicine Sriwijaya University, Palembang, Indonesia

Background: Over 90% of chronic gastritis are caused by H. pylori
where half of those patients asymptomatic. This study aim to assess

the sensitivity and specificity of saliva H. pylori examination in

chronic gastritis patients. It was expected that the result of the study
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could be applied as basic noninvasive methods for detection of H.
pylori besides urea breath test (UBT).

Method: There were 50 subjects (26 male and 24 female) with

dyspepsia symptoms over 6 months followed this study from June

2010 until March 2011. The PCR methods applied in identifying the

DNA sequences of H. pylori in their saliva is a modification of Ha-

kayama’s methods. The result of bacteria DNA sequencing is 16 s

RNA that is located in 100 bp.

Result: The histopathology result in this study show that among the

subjects who experiencing chronic dyspepsia there were 16 subjects

(32%) positive for H. pylori and 34 subjects (68%) negative for H.
pylori. There were 27 subjects (44%) were chronic active gastritis

with intestinal metaplasia, 15 subjects (30%) were chronic active

gastritis—H. pylori positive with intestinal metaplasia, 7 subjects

(14%) were chronic non-active gastritis with intestinal metaplasia and

1 subjects (2%) were chronic non-active gastritis—H. pylori positive

with intestinal metaplasia and atrophic. The result of the DNA

sequences of chronic gastritis patients0 saliva using PCR show 47

subjects (94%) had positive result for H. pylori DNA sequence that

consist of 23 male (46%) and 24 female (48%) subjects, while 3

subjects (all male) had negative result for H. pylori DNA sequences.

Sensitivity and specificity values of H. pylori DNA sequences in

saliva examination was 93.75% and 5.8% respectively with positive

prediction value 31.9% and negative prediction value 66.67%.

Conclusion: The sensitivity value of saliva H. pylori examination

with PCR is high but the sensitivity value is low.
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