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Abstract

Background: There are randomized trials assessing a variety of antiviral drugs for hepatitis B virus (HBV), but the

relative effectiveness of these drugs in the treatment of patients co-infected with human immunodeficiency virus
(HIV) remains unclear. The objectives of the current study were to estimate and rank the relative effectiveness of

antiviral drugs for treating HBV and HIV co-infected patients.

Methods: Randomized trials, assessing the efficacy of antiviral drugs for HBV and HIV co-infected patients were
searched in health-related databases. The methodological quality of the included trials was evaluated using the
Cochrane risk of bias tool. Main outcome in this meta-analysis study was the success of treatment by antivirals as
determined by virologic response. We performed pairwise and network meta-analysis of these trials and assessed
the quality of evidence using the GRADE approach.

Results: Seven randomized trials (329 participants) were included in this network meta-analysis study. A network
geometry was formed with six treatment options including four antiviral drugs, adefovir (ADV), emtricitabine (FTQ),
lamivudine (LMV) and tenofovir disoproxil fumarate (TDF), combination treatment of TDF plus LMV, and placebo.
The weighted percentage contributions of each comparison distributed fairly equally in the entire network of
evidence. An assumption of consistency required for network meta-analysis was not violated (the global Wald test
for inconsistency: Chi’(4) = 3.63, p =0.46). The results of estimates showed no differences between the treatment
regimens in terms of viral response for treating HBV and HIV co-infected patients, which spanned both benefit and
harm (e.g. LMV vs TDF plus LMV: OR: 0.37, 95%Cl: 0.06-2.41). Overall, the certainty of evidence was very low in all
comparisons (e.g. LMV vs TDF plus LMV: 218 fewer per 1000,121 more to 602 fewer, very low certainty). Therefore,
we remained uncertain to the true ranking of the antiviral treatments in HBV/ HIV co-infected patients.

Conclusions: The findings suggest that the evidence is insufficient to provide guidance to the relative effectiveness of
currently available antiviral drugs with dual activity in treating co-infection of HBV/HIV. Well-designed, large clinical trials
in this field to address other important outcomes from different epidemiological settings are recommended.
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Background

Human immunodeficiency virus (HIV) is an RNA virus
and hepatitis B virus (HBV) is a partially double stranded
DNA virus, both of which share common modes of trans-
mission. Studies have reported that co-infection with HBV
and HIV-1 is common [1-3]. Among the 40 million per-
sons infected with HIV worldwide, an estimated 2—4 mil-
lion are co-infected with HBV [4], albeit with variation in
age-specific prevalence, geographic distribution and the
predominant routes of transmission [4, 5]. Hence, the treat-
ment of chronic HBV in HIV-infected individuals with dual
antiretroviral therapy (ART) requires careful consideration.

In co-infected patients, HIV accelerates the progres-
sion of HBV-related liver disease. It has been reported
that HIV infection has negative impact on the natural
history of HBV infection leading to increased rates of
persistent infection, higher HBV DNA levels, lower rates
of hepatitis Be antigen loss, increased cirrhosis and
liver-related mortality, and increased risk of hepatocellu-
lar carcinoma (HCC) at lower CD4+ T cell counts [6].
The aim of treating HBV infection is to prevent patients
from progressing to the chronic stage [7, 8].

Thus far, emtricitabine (FTC), lamivudine (LMV), tenofo-
vir disoproxil fumarate (TDF) and tenofovir alafenamide
(TAF) have demonstrated dual activity for HBV and HIV
[9]. However, these drugs vary in therapeutic activity and
toxicity. There are randomized trials (RCTs) assessing a var-
iety of antiviral drugs for HBV, but their relative effective-
ness in the treatment of patients co-infected with HBV and
HIV remains unclear. A network meta-analysis permits in-
ferences into the comparative effectiveness of interventions
from direct comparisons (i.e., treatments are directly com-
pared within an RCT) and indirect comparisons (i.e., treat-
ments are compared between RCTs by combining results
against a common comparator treatment) and it also allows
ranking of these different treatments [10, 11]. Overall, the
objectives of the current study were to estimate and rank
the relative effectiveness of antiviral drugs for treating HBV
and HIV co-infected patients.

Methods

The current study was performed in accordance with
the preferred reporting items for network meta-analyses
(PRISMA-NMA) [12]. A protocol of this study is avail-
able in PROSPERO (CRD42016035539).

Search

Relevant RCTs were searched in the health-related databases
of Ovid MEDLINE, Ovid Embase, The Cochrane Library,
and Google Scholar. The search strategies for the Ovid
MEDLINE are given in Additional file 1. Our search was
restricted to publications in the English language up to
February 2018. To identify ongoing or completed tri-
als, we also searched in ClinicalTrials.gov (http://
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www.clinicaltrials.gov/), WHO International Clinical
Trials Registry Platform (http://apps.who.int/trial-
search/Default.aspx) and EU Clinical Trials Register
(https://www.clinicaltrialsregister.eu/). We did not
search for the adverse effects of antiviral drug inter-
ventions separately and only used data contained in
the publications identified for the present study.

Study selection
Individual studies were selected based on the PICOS format
[13]:

Study Population (P)

Patients co-infected with HBV and HIV, regardless of
gender, age, the severity of infections and HBV genotype
were included.

Interventions (1)
Antiviral drugs (monotherapy or combination treatment)
for the treatment of HBV infection were considered.

Comparisons (C)
Data from an antiviral drug versus an alternative antiviral
drug, combination treatment, or placebo were included.

Study Outcomes (O)

Treatment success (virologic response) was defined as
achieving undetectable levels of HBV DNA in patients at
the end of 1 year (36-52 weeks). This represents the
suppression of HBV DNA levels as stated in the primary
studies on the scheduled follow-up, regardless of their
HBeAg status. Adverse events /serious adverse events
were as stated in the included studies. For example, hep-
atic failure after the commencement of therapy was de-
fined as an increase in ALT to > 3-5x the upper limit of
normal from a baseline value below this level [14, 15].

Study design (S)
RCT.

Studies which did not meet the inclusion criteria were
excluded.

Data extraction

Two review authors independently screened the titles
and abstracts of citations from the electronic database
search and retrieved full-text of all potentially relevant
articles. When studies had duplicate publications, we ex-
tracted the maximum amount of data from the available
publications. The two review authors then independently
checked the full-text articles for eligibility based on the
inclusion criteria. The two reviewers extracted data from
the included studies using a piloted data extraction
sheet. Data collected were authors, country, publication
year, participant’s characteristics, details of intervention
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and controls regimen (dosage, route of administration,
frequency and duration), outcomes, method of outcome
measurements, follow-up time points of the outcome
and adverse events. Any discrepancy between the two
investigators was resolved by discussion and consensus.

Methodological quality assessment

The methodological quality of the included trials was evalu-
ated, using the Cochrane risk of bias tool [16]. We checked
three domains for the risk of bias assessment such as ad-
equate sequence generation, allocation concealment, blind-
ing of participants and outcome assessors for each trial for
the virologic response. As there was only one outcome in
the current review, the risk of bias assessments at the out-
come level was applied to the whole study. We used these
ratings to further Grading of Recommendations Assess-
ment, Development, and Evaluation (GRADE) assessment
for risk of bias category accordingly [17].

Data synthesis
Main outcome in this review was success of treatment
by HBV antiviral treatment as determined by virologic
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response. The intention-to-treat (ITT) analysis was used
for efficacy assessments.

Pairwise comparison

If the studies included had been reported in similar ways (i.e.
the comparators, the outcomes reported and follow-up time
point), then direct pairwise meta-analyses of head-to-head
comparisons were performed using standard frequentist ap-
proaches. We used odds ratio (OR) along with 95%confi-
dence interval (CI) for the dichotomous variable as a
measure of the strength of association between the treatment
used and efficacy/adverse events. We pooled ORs with a
DerSimonian-Laird random-effects model, as the heterogen-
eity was high (I* > 50%) [13]. Initially, we planned to perform
a sensitivity analysis to investigate the potential impact of
studies at high risk of bias in the pooled studies. We also
planned to do stratified analysis by prior LMV naive or LMV
experienced. However, the number of studies identified was
too small to carry out these analyses. Publication bias was
not assessed with the contoured-enhanced funnel plot be-
cause the number of included studies was fewer than the rec-
ommended 10 included studies [13]. We assumed the risk of

-
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publication bias may be higher as the estimates were based
on small RCTs [18].

Network meta-analyses

We performed network meta-analyses within a frequen-
tist framework using random-effects models [10, 19, 20].
The approach incorporated both direct and indirect in-
formation through the use of a common comparator to
obtain estimates of the relative interventional effects on
multiple intervention comparisons. We established net-
work connections. The percentage contribution of each
estimate to the entire network was calculated. The re-
sults were presented as contribution plots in which the
weighted squares indicated the percentage contribution
of each comparison [21].
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We investigated network inconsistency with the use of
the global Wald test for inconsistency [22]. The network
meta-analysis results were reported for ‘mixed treatment
contrasts; including both direct and indirect evidence
from across the entire network [21, 22]. For a ranking of
the effectiveness and the uncertainty, probability values
were summarised and reported as ‘Surface Under the
Cumulative Ranking Curve’ (SUCRA), as described else-
where [11, 19]. SUCRA =1 or O, if an antiviral drug
intervention ranked first or last, respectively. Statistical
significance was set at p value <0.05.

Assessing the quality of evidence
We assessed the quality of evidence derived from the
pairwise and network meta- analysis, following the

Table 1 Characteristics of the studies included in the network meta-analysis

Study Country RCT Total Age in year Males Comparators  Time point  Diagnosis Main mode Remarks
[Reference No] design samples (SD or range) in week of HBV of transmission
Dore, 1999 Canada, 2 arms; 122 37¢ 96% LMV 4,812, Amplicor 68% ART
[14] Australia, T (range: 22-70) (150 mg 20, 28,36, PCR received
Europe, & twice/D) vs 44, 52. (Roche, NJ)
South Africa placebo
(CAESAR)
Dore, 2004 Western EU, 2 arms; Gr1:12 Gr 1: 40° 100%° Gr1: TDF 12,2448 HBV DNA A sub-study
[25] North as treated Gr2:11  Gr2:42° (300 mg/D) (Roche of 908 ART
America, vs placebo. Amplicor), exp. (Gr1) &
Australia Gr 2.TDF 903 naive
(300 mg/D) (Gr2); ART
vs TDF + LMV naive group
(150 mg & ART
twice/D). experienced
group
Peters, 2006 USA 2 arms; 52 47° 24%  ADVvs TDF  12,243648 Roche IVDU:13.5% stop early
[26] T Amplicor after interim
CobasPCR results
Mathews, 3 countries; 3 arms; 36 355 (SD:i+84) 64% LMV 12,2448 Versant HBV Hetero (78%)  ART naiive;
2008 [27] Netherlands, ITT (150 mg DNA 3.0 EFV
Australia & twice/D); bDNA assay (600 mg/D)
Thailand (NAT) TDF (Bayer to all 3 groups;
(300 mg/D) HealthCare, NY); 7 (19%)
COBAS with AIDS
TagMan
HBV Test
(Roche
Diagnostics NJ).
Avihingsanon,  Thailand 2 arms; 16 34° 12%  TDF+FTC 12,2448 Versant HBY DNA  Hetero (75%)  EFV (600 mg
2010 [15] TT (range: 30-39) (600 mg + 3.0 bDNA assay single dose/D)
300 mg/D) (Bayer
vs FTC HealthCare, NY);
(300 mg/D) COBAS TagMan
HBV Test (Roche
Diagnostics NJ).
Gu, 2014 [28]  China 2 arms; 50 36 (SD:+9.5) 88%  TDF+ LMV 12,4896 COBAS 86% hetro +  ART received
T vs LMP Ampliprep/ homo: 51.2%
COBAS TagMan MSM
Wang, China 2 arms; 80 29° 0% TDF + LMV 36 m2000 RT _ pregnant
2016 [29] TT (range: 24-36) vs LMV System (Abbott women

RT HBV Assay,
California),

ART antiretroviral therapy, D day, exp. experienced, hetro hetrosexuial contacts, homo homosexual contacts, /TT intention-to-treat analysis, VDU
intravenous drug users, MSM men who have sex with men, RT RealTime, SD standard deviation, SVR suppression of viral loads, yr. year; *medium;

*median value (range or IRQ values are not provided)
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GRADE approach described elsewhere [17, 20, 23, 24].
We rated direct evidence from RCTs, using the standard
GRADE approach on the five categories such as study
limitations (risk of bias), precision, consistency of re-
sults, directness of evidence and publication bias. On
these five categories, we judged the overall confidence in
estimates of effect for virologic responses for each direct
comparison as ‘high; ‘moderate; ‘low’ or ‘very low” quality
of evidence. For indirect comparison, we rated evidence
from the most dominant first-order loop by first taking
the lowest certainty of direct comparisons. We consid-
ered further rating down, if there were concerns with
intransivity [24]. For NMA mixed estimates, we started
with the higher quality of the two certainty ratings and
rated down certainty for incoherence (degree of incon-
sistency between direct and indirect effect estimates) in
the final quality rating [23, 24]. We did not rate down
intransivirty [11] in the current study as there was no
important imbalance in the distribution of effect modi-
fiers (e.g. age, gender, dosage) across seven studies. Pair-
wise meta-analysis was done with RevMan 5.3 (The
Nordic Cochrane Centre, The Cochrane Collaboration),
while network meta-analysis was with STATA 15.0
(StataCorp, TX).

Results

Trials included

Figure 1 shows a four-phase study selection process. The
initial search yielded 1171 citations. After the title and
abstract screening, 25 full-text papers were reviewed and
a final of 7 studies (7 = 329) were included in this review
[14, 15, 25-29]. The largest comparison was LMV versus
placebo (n =122, 32.4%), followed by LMV versus TDF
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plus LMV (n =116, 31%). A summary of the 18 excluded
studies [2, 6, 7, 30—44] is provided in Additional file 2:
Table 1 presents the characteristics of the included studies.
The number of participants ranged from 12 [25] to 122
[14]. Three RCTs were multi-country studies [14, 25, 27],
two RCTs were from China [28, 29] and one RCT each was
from Thailand [15] and the USA [26]. Six studies were
two-arm RCTs [14, 15, 25, 26, 28, 29], and only one study
was a three-arm RCT [27]. The distribution of studies and
comparisons are presented in Additional file 3. The risk of
bias was affected by inadequate information on the alloca-

tion concealment and the blinding status of the RCTs in-
cluded (Additional file 4).

Six-node analysis
Figure 2 shows a network geometry of treatment success
and provides eight direct (1 = 329) and seven indirect com-
parisons for six treatment options. Six treatment options
included were five antiviral drugs such as adefovir dipivoxil
(ADV), FTC, LMV, TDE, TDF plus LMV and placebo. The
contributing plot indicates the contribution of each direct
comparison to indirect and network estimates (Fig 3). The
weighted percentage contributions of each comparison
were distributed fairly equally in the entire network of evi-
dence. The global Wald test suggested the presence of
consistency in the network [Chi® (4) = 3.63, p = 0.46].
Pairwise analysis of the relative efficacy of antiviral for
viral suppression in HBV/HIV was reported from eight
pairwise comparisons. The result is very low certainty of
evidence that there were no differences between the
treatment regimens in virologic response and wide
95%Cls, which spanned both benefit and harm (Fig 4).

TDF

ADV

FTC

Fig. 2 Network map of different antiviral drugs for treating hepatitis B and HIV co-infected patients

N
placebo

LMV
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Direct comparisons in the network
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Included studies 1 1 2 4 2 2 1 1

Fig. 3 Contributing plot

For instance, four studies compared LMV with TDF plus
LMV. There was no difference between the two regi-
mens in virologic response (LMV vs TDF plus LMV (OR
0.37, 95%CI: 0.06-2.41; 218 fewer (121 more to 602
fewer) per 1000 patients, very low certainty). A single
trial reported no difference between FTC and TDF in vi-
rologic response for the co-infected patients (FTC vs
TDF (OR 0.07, 95%CI: 0.00—1.14; 166 more (199 more
to 310 fewer) per 1000 patients, very low certainty]
(Table 2). The direct, indirect and network (mixed) com-
parisons for the six-node comparison after completing
assessment for GRADE criteria are presented in Tables 2,
3 and Fig 5.

Treatment relative ranking in the network meta-analysis
is presented in Additional file 5. FTC had the highest
probability of being the best choice for treating patients
co-infected with HBV/HIV, with the TDF plus LMV com-
bination being the second best. The SUCRA and ranking
results are under the circumstances of small number of
the included studies and wide estimates ranging from

benefit to harm. The evidence on which the SUCRA rank-
ings are warranted was of very low quality and therefore
untrustworthy [45]. We made overall evidence in view of
the GRADE approach rather than the SUCRA rankings
(Fig 5).

Overall, there was very low certainty evidence whether
any antiviral regimens included in this study were better
in virologic response for treatment of HBV/HIV co-in-
fected patients since the certainty of the evidence was
assessed as very low.

Other outcomes

Due to the small number of studies, other outcomes lim-
ited the summary estimates. Two studies had reported
that HBV DNA was significantly decreased after treat-
ment [14, 28]. With regards to the adverse events/ser-
ious adverse events, three studies included in this review
had reported hepatic flare or ALT flare after initiation of
antiviral treatments. Due to variations in antiviral drugs
administered and/or inconsistences in reporting, it was
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C| M-H, Random, 95% CI
4.1.1 LMV vs TDF_LMV
Dore_2004 1 B 4 5 19.7% 0.05[0.00,107]) ¥+
Gu_2014 32 38 12 12 205% 0.20 [0.01, 3.82]
Mathews_2008 37 56 9 10 27.0% 0.22[0.03,1.84] -
Wang_2016 11 15 8 16 32.8% 2.75[0.61,12.41] —
Subtotal (95% Cl) 115 43 100.0% 0.37 [0.06, 2.41] ——caERg————
Total events a1 33
Heterogeneity: Tau®= 2.22; Chi*=7.93, df= 3 (P = 0.05); F=62%
Test for overall effect: Z=1.05 (P = 0.30)
41.2FTCvs TDF
Avihingsanon_2010 2 5 9 10 100.0% 0.07 [0.00,1.14] t‘
Subtotal (95% CI) 5 10 100.0% 0.07 [0.00, 1.14]
Total events 2 9
Heterogeneity: Not applicable
Test for overall effect: Z=1.87 (P = 0.06)
4.1.3 LMV vs TDF
Dore_2004 1 [ 10 10 423% 0.01[0.00,0.37) @—————
Mathews_2008 37 56 9 12 57.7% 0.65 [0.16, 2.68] ——
Subtotal (95% CI) 62 22 100.0% 0.12 [0.00, 5.71] ‘_——
Total events 38 19
Heterogeneity: Tau®= 6.08; Chi*= 4.51, df=1 (P =0.03); F=78%
Testfor overall effect: Z=1.07 (P = 0.29)
4.1.4 LMV vs placebo
Dore_1999 g a7 3 25 86.3% 0.66 [0.16, 2.69] ——
Dore_2004 1 6 0 2 13.7% 1.36 [0.04, 46.65]
Subtotal (95% CI) 103 27 100.0% 0.73[0.20, 2.69] —caa—
Total events 9 3
Heterogeneity: Tau*= 0.00; Chi*=0.14, df=1 (P=0.71); F=0%
Testfor overall effect Z=0.48 (P=063)
4.1.5 TDF vs TDF_LMV
Dore_2004 10 10 4 5 423% 7.00[0.24, 206.78] L >
Mathews_2008 9 12 9 10 577% 0.33 [0.03, 3.84] —
Subtotal (95% CI) 22 15 100.0% 1.21 [0.06, 23.06] e E——
Total events 19 13
Heterogeneity: Tau®= 2.37; Chi*= 2.04, df=1 (P=0.15); F=51%
Testfor overall effect Z=0.13 (P =0.90)
4.1.6 TDF vs placebo
Dore_2004 10 10 0 2 100.0% 105.00[1.65, 6697.38] ﬁ
Subtotal (95% Cl) 10 2 100.0% 105.00 [1.65, 6697.38]
Total events 10 0
Heterogeneity: Not applicable
Testfor overall effect: Z= 2.20 (P = 0.03)
4.1.7 TDF_LMV vs placebo
Dore_2004 10 10 4 5 100.0% 7.00[0.24, 206.78] l >
Subtotal (95% CI) 10 5 100.0% 7.00 [0.24, 206.78] —
Total events 10 4
Heterogeneity: Not applicable
Testfor overall effect: Z=1.13 (P = 0.26)
4.1.8 ADV vs TDF
Peters_2006 9 25 4 27 100.0% 3.23[0.85,12.35] ‘t
Subtotal (95% CI) 25 27 100.0% 3.23[0.85,12.35] 1
Total events 9 4
Heterogeneity: Not applicable
Test for overall effect: Z=1.72 (P = 0.08)

0.01 01 10 100
Favours [experimental] Favours [control]
Fig. 4 Forest plot of pairwise meta-analysis
J

difficult to make the pooled analysis. The prevalence of
hepatic flare after initiation of antiviral treatments was
54.5% (6/11) [25], while this was 21.2% (11/52) in one
trial [26] and 19% (3/16) in another trial [15]. These
events were resolved, and none was associated with the
development of hepatic decomposition [15, 25, 26].

Discussion

Summary of main results

In this network meta-analysis, we have combined direct
and indirect evidence on the relative efficacy of antiviral
drugs interventions at the end of maximum 1 year treat-
ment. The results of this NMA provide very low quality

evidence that no regimen provided better rates of treat-
ment success.

The use of virologic responses to represent suppres-
sion of HBV DNA after giving antiviral treatments
served as surrogate outcomes in this review was clinic-
ally relevant. The main goal of the treatment of HBV in-
fection was the sustained suppression of HBV
replication because suppression is associated with a
normalization of transaminase levels and improvement
in histologic findings [6, 8].

There was only one study evaluating the efficacy of
FTC and showed no difference in virologic response
than the comparators. Also, any regimen in the current
study was no different from the comparators and there
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Table 2 GRADE quality assessment of direct evidence of each pairwise treatment comparison for treatment success

Treatment Number of ~ Study Precision Consistency  Directness  Publication  Direct Estimate; Absolute effect per  Overall
comparison head-to head limitations’ bias OR (95% Cl) 100 treated (95% Cl) quality of
trials(n) evidence
LMV vs TDF 4 (158) serious® very serious® very serious  serious likely to exist 0.37 218 fewer very low
plus LMV (P 62%)° (0.06-241) (from 121 more HO0O
to 602 fewer)
FTC vs TDF 1(15) serious® very serious® not serious  not serious likely to exist 0.07 513 fewer very low
(0.00-1.14) (0 to 11 more) OO
LMV vs TDF 2 (84) serious’ very serious® very serious®  serious likely to exist 0.12 27 fewer (87 fewer  very low
(P: 78%) (0.00-5.71) to 141 more) @000
LMV vs 2 (130) serious® very serious® not serious  serious likely to exist 0.73 432 fewer very low
placebo (F: 0%) (0.2-2.69) (0 to 109 more) @O00
TDF vs TDF 2 (37) serious® very serious® very serious®  serious likely to exist 1.21 (0.06- 21 more (127 more  very low
plus LMV (F: 51%) 23.06) to 586 fewer) @000
TDF vs 1012 serious’ very serious® not serious  Not serious likely to exist 105.00 0 fewer (0 fewer very low
placebo (1.65-6697.38)  to O fewer) @O00
TDF plus LMV 1 (15) serious® very serious® not serious  Nnot serious likely to exist 7.00 239 more (294 very low
vs placebo (0.24-206.78) more to 341 fewer) @OOCO
ADV vs TDF 1 (52) serious? very serious® not serious  not serious likely to exist 3.23 212 more (19 fewer very low
(0.85-12.35) to 534 more) @Oo0o0

For domains “Study Limitations”, “Precision”, “Consistency”, and “Directness”: rated as not serious, serious, or very serious issues. For the domain “Publication bias”:
not likely or likely to exist. Reasons are provided when rating down. All direct comparisons begin with a “High” rating. °Rated down one level for risk of bias as

study limitations;°Rated down two levels for imprecision; ‘Rated down two levels for substantial heterogeneity based on I values; CI Confidence interval, OR Odds
ratio. ADV Adefovir, FTC Emtricitabine, LMV Lamivudine, TDF Tenofovir disoproxil fumarate, TDF plus LMV Combined Tenofovir disoproxil fumarate and Lamivudine

were wide CIs. In the GRADE approach, it was rated
down two levels for imprecision. Overall, the evidence
was very low quality. Hence, the present findings were
limited in definitively resolving the question of optimal
treatment choice. Studies have reported that treatment
responses to TDF plus LMV combination therapy would
be likely to be mediated by TDF alone as LMV may have
no or minimal antiviral efficacy in the presence of
LMV-resistant HBV mutants [46]. A study had reported
that TDF monotherapy could maintain effective viral
suppression over up to 288 weeks of continuous therapy
without the selection of TDF resistance [47]. The fact

that the LMV monotherapy was ranked higher than the
TDF monotherapy as found in this review was an unex-
pected outcome and this was very low certainty of evi-
dence. Studies have reported that 3TC (LMV) resistant
HBV emerged in about 40 and 90% of patients after 2
and 4 years on 3TC respectively [48], while TDF had a
high resistance barrier with no resistance identified to
date after up to 6 years of monotherapy for chronic
hepatitis B [49]. A systematic review had highlighted
that entecavir and TDF were most effective in HBeAg-
positive treatment-naive patients, while TDF was most
effective in HBeAg negative treatment-naive patients in

Table 3 Network estimates of treatment success with 95% confidence intervals and GRADE assessments

Treatment Direct estimate; OR quality of Indirect estimate; OR quality of Network estimate; OR quality of
comparison (95% Cl) evidence (95% Cl) evidence (95% Cl) evidence

ADV FTC Not available Not available 0.02 (0.00-3.01) Very low @OOO 0.02 (0.00-3.01) Very low @000
ADV vs LMV Not available Not available 0.07 (0.00-3.36) Very low @000 0.07 (0.00-3.36) Very low @000
ADV vs TD Not available Not available 0.31 (0.02-6.28) Very low @000 031 (0.02-6.28) Very low

HO00S

ADV vs TDF Not available Not available 0.18 (0.00-9.2) Very low @OOO 0.18 (0.00-9.2) Very low @000
plus LMV

ADV vs placebo Not available Not available 0.05 (0.00-4.71) Very low@OOO  0.05 (0.00-4.71) Very low @000
FTC vs LMV Not available Not available 3.01 (0.03-287.25) Very low @OOO 3.01 (0.03-287.25) Very low @000
FTC vs TDF Not available Not available 7.82 (0.08-778.9) Very low 7.82 (0.08-778.9) Very low

plus LMV

FTC vs placebo

Not available

Not available

2.23 (0.01-3704)

Very low @000

2.23 (0.01-3704)

Very low @000

ADV Adefovir, FTC Emtricitabine, LMV Lamivudine, TDF Tenofovir disoproxil fumarate, TDF plus LMV Combined Tenofovir disoproxil fumarate and Lamivudine.
Rated down one level for incoherence
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2 studies: n=384;

ADV 3.23 (0.85-12.35)
[28.5] 1 study: n=52;
0.02 (0.00-3.01); FTC 0.07 (0.00-1.14)
eO00O 187.5] 1 study: n=15
0.07 (0.00-3.36); 3.01 (0.03-287.25); LMV 0.12 (0.00-5.71) 0.37 (0.06-2.41) 0.73 (0.2-2.69)
+1000) +1000) [59.4] I: 78%; I 62%; I 0;

2 studies: n=84; 4 studies: n=158; 2 studies: n=130;
0.31 (0.02-6.28); 13.49 (0.29-625.8) 4.48 (0.38-52.31); | TDF 1.21 (0.06-23.06) 105 (1.65-6697)
(1000) (1000) 1000 [47.7] I:51%; 1 study: n=12;

0.18 (0.00-9.2); 7.82 (0.08-778.96) 2.6 (0.44-15.39) | 0.58 (0.05-7.34) TDF plus LMV | 7.0 (0.24-206.8)
©000 ©000 ©000 ©000 [73.21 1 study: n=15
0.05 (0.00-4.71); 2.23 (0.01-370.4); 0.74(0.06-8.71) | 0.17(0.01-4.85) 0.28(0.02-5.3) Placebo
&00C0O &00C0O 00) ®000 &000O [3.7]

\

Fig. 5 Results of pairwise meta-analyses and network meta-analysis with consistency model for antiviral treatment

all surrogates outcomes at the end of first year of
therapy [50].

In published reviews, TDF demonstrated the most
effective viral treatment for patients with chronic HBV
[50, 51]. This was not observed in this study on patients
with dual HBV/HIV infection. This implied that TDF is
less potent for suppression of HIV DNA. A concern is that
suppression of HBV DNA to undetectable levels was de-
termined in the study population with continuing antiviral
therapy. Hence, the stability of treatment response, after
stopping therapy has not yet been investigated.

Study limitations
Due to a small number of studies included in this review
for direct comparison, there was inadequate statistical
power to detect significant differences among the drugs
evaluated. Moreover, the currently recommended limit
of serum HBV-DNA diagnostic assays is 20 IU/ml or
10 IU/ml (around 100 copies/ml or 50 copies/ml) on the
scheduled follow-up regardless of their HBeAg status.
The studies included in this analysis used different
threshold for the definition of virological suppression.
For instance, it was a serum HBV-DNA <1000 copies/
ml in one study [25], while other studies used <400 cop-
ies/ml [14] or <200 copies/ml [26]. Due to the use of
higher cut-off for quantification of serum HBV-DNA
diagnostic assays in the primary studies, the misclassifi-
cation bias is a concern. An interpretation of the find-
ings, therefore, needs a caution regarding such bias.
Studies in non-English language may have been missed.
Telbivudine is licensed for HBV and HIV treatment, but
none of the included studies assessed this antiviral drug. As
our focus was on clinical effectiveness only, the cost-effect-
iveness of preferentially using a particular drug intervention
was not done and should be examined in future studies.
The highest prevalence was observed in sub-Saharan Africa

and East Asia, where 5-10% of the adult population was
chronically infected with HBV [52, 53]. But, none of the
RCTs were from sub-Saharan Africa, indicating a geograph-
ical imbalance and an interpretation of this review was lim-
ited with regard to generalizability. Available data was
sufficient to summarize only one surrogate clinical outcome.
Currently, there is no agreement on the most appropriate
surrogate markers of a long-term outcome or even of the
validity of on-treatment measurements [49].

Nevertheless, the outcome used in this review was rea-
sonable; studies have shown that for treatment with
LMYV, telbivudine, and ADYV, subsequent resistance is
low for those whose viral load is maintained at less than
1000 copies/m [54].

Clinical implications

The escalating HIV burden in some countries with a
background prevalence of chronic HBV infection will
contribute to an increasing number of people with
HIV-1/HBYV co-infection in the affected countries. Thus,
an antiviral agent with dual efficacy against HIV-1/HBV
in combination with at least one other antiretroviral
agent could provide a cost-effective approach to manage
these two chronic viral infections in resource-limited
countries [14].

Conclusion

The findings suggest that there was insufficient evi-
dence to provide the relative effectiveness of currently
available antiviral drugs with dual activity in treating
co-infection of HBV/HIV. Future well-designed, large
clinical trials in this field to address other important
outcomes from different geographical settings are
recommended.
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