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Background. Tenofovir (TDF) is effective for treatment of hepatitis B virus (HBV) in human immunodefi-
ciency virus (HIV) infection; however, some individuals have ongoing HBV viremia, the reasons for which are
unclear. We determined the patterns and factors associated with detectable HBV DNA in HIV-HBV–coinfected
subjects on highly active antiretroviral therapy (HAART).

Methods. One hundred sixty-five HIV-HBV–coinfected individuals from the United States, Australia, and
Thailand, the majority of whom were on HAART at study entry, were prospectively followed semiannually for a
median of 2.8 years. Logistic regression was used to determine factors associated with detectable HBV DNA.

Results. Anti-HBV regimens were TDF/emtricitabine (57%), lamivudine or emtricitabine (19%), or TDF
monotherapy (13%). During follow-up, HBV DNA was detected at 21% of study visits and was independently
associated with hepatitis B e antigen (HBeAg), HAART <2 years, CD4 <200 cells/mm3, detectable HIV RNA,
reporting <95% adherence, and anti-HBV regimen. TDF/emtricitabine was less likely to be associated with detect-
able HBV than other regimens, including TDF monotherapy (odds ratio, 2.79; P = .02). In subjects on optimal
anti-HBV therapy (TDF/emtricitabine) and with undetectable HIV RNA, HBeAg, CD4 <200 mm3, and reporting
<95% adherence remained associated with detectable HBV DNA. Three main patterns of HBV viremia were ob-
served: persistent HBV viremia, viral rebound (>1 log from nadir), and viral blips. No TDF resistance was identi-
fied.

Conclusions. Tenofovir/emtricitabine was superior to other anti-HBV regimens in long-term HBV suppres-
sion. HBV viremia on therapy was identified in 1 of 3 main patterns. Suboptimal adherence was associated with
detectable HBV DNA during therapy, even when HIV was undetectable.
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Tenofovir disoproxil fumarate (TDF) was approved for
the treatment of human immunodeficiency virus
(HIV) in 2001 and is currently one of the most widely

prescribed, potent, and well-tolerated antiretroviral
agents. Because of its dual activity against HIV and
hepatitis B virus (HBV), it has been of particular
benefit for individuals with HIV-HBV coinfection. In
this group, it effectively suppresses both wild-type and
lamivudine-resistant HBV and reverses the parameters
of advanced liver disease [1–4].

Recently, 2 European cohorts reported high rates of
HBV suppression maintained between 3 and 5 years
in those treated with TDF [5, 6]. In the first study, 10
participants failed to achieve a virologic response and
4 experienced virologic breakthrough without evidence
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of TDF resistance mutations [6]. In the second study, unde-
tectable HBV DNA was achieved in 89% of participants [5].
Eight participants had persistent viremia, including 3 demon-
strating a significant reduction from baseline without full sup-
pression again without evidence of drug resistance.

Therefore, it is clear that although TDF is highly effective in
the majority, some patients experience a suboptimal response—
either in a persistently viremic pattern or as virologic break-
through without resistance. Although obvious inadequate ad-
herence explains some of these cases, the observation that
HIV RNA remains suppressed in many such cases argues
against this. In 2008, we reported our cross-sectional findings
that at entry to an international cohort study of HIV-HBV–
coinfected individuals, TDF combination therapy was more
strongly associated with HBV DNA suppression than was
TDF (or LAM) monotherapy [7]. The purpose of this study
was to determine longitudinal outcomes from the same cohort
with up to 3.9 years of follow-up including an in-depth analy-
sis of the patterns and factors associated with suboptimal re-
sponses to TDF-based therapy.

METHODS

Study Participants and Data Collection
169 HIV-HBV–coinfected individuals were enrolled initially
from sites in Australia (The Alfred Hospital, The Royal Mel-
bourne Hospital, and Melbourne Sexual Health Clinic, Mel-
bourne; St Vincent’s Hospital and Taylor Square Clinic,
Sydney); the United States (the Multicenter AIDS Cohort
Study [MACS]), and, subsequently, Thailand (HIV-NAT, Thai
Red Cross AIDS Research Centre, Bangkok) between October
2004 to February 2008, as previously described [7]. Subjects
were included if they had HIV infection, determined by the
presence of HIV antibody; hepatitis B surface antigen
(HBsAg) positive on 2 occasions separated by a minimum of
6 months, with at least 1 of these occasions prior to initiation
of highly active antiretroviral therapy (HAART); were on
HAART at enrollment or expected to start HAART within 1
year of enrollment; and had a known date of HAART initia-
tion. Individuals coinfected with chronic hepatitis C virus or
hepatitis delta were ineligible. All subjects were followed semi-
annually for the study duration. Written informed consent
was obtained from all participants, and the study was ap-
proved by the relevant Human Research Ethics Committees in
Australia, the United States, and Thailand.

For inclusion in this analysis, all subjects had to have com-
menced HAART and had HBV DNA available for assessment.
Consequently, 4 subjects who did not start HAART by their
last study visit or had no HBV DNA data were excluded. Sub-
jects who had previous documentation of HBsAg positivity

but who had lost HBsAg during follow-up were included.
Clinical and laboratory data were collected from medical
records at every visit. For those who had initiated HAART
prior to study enrollment, these data were abstracted from
their date of HAART initiation. Adherence was assessed by
standardized self-report.

Laboratory Testing
HBV DNA was extracted from serum stored at −80°C and
quantified by the respective site laboratories using a real-time
HBV DNA assay (RealART HBV LC PCR [Qiagen], COBAS
Amplicor HBV [Roche], Abbott RealTime HBV DNA [Abbott
Molecular], or Versant HBV DNA 3.0 [Bayer Diagnostics]).
The lower limit of detection (LLOD) for these assays ranged
from 6 IU/mL to 357 IU/mL. Although only 2.4% of tests
were performed using the assay with an LLOD of 357 IU/mL,
this value was used as the cutoff for undetectable HBV DNA
for the primary analyses because it was the lowest common
threshold across all 3 assays. Because the majority (94%) of
tests were performed using assays with an LLOD of ≤20 IU/
mL, sensitivity analyses were performed using only data from
these more sensitive assays. HIV RNA was quantified by com-
mercially available approved real-time polymerase chain reac-
tion tests, performed according to the manufacturer’s
instructions. The LLOD for these assays ranged from 50
copies/mL to 400 copies/mL, and we considered 400 copies/
mL as undetectable as the lowest common threshold.
However, for the final multivariate analysis we also considered
<50 copies/mL as indicative of optimal HIV control.

Statistical Methods
This longitudinal study included data from up to 11 visits for
each participant. Only study visits at which participants were
taking HAART were included in these analyses. For all
primary analyses, detectable HBV DNA was defined as HBV
DNA >357 IU/mL. An additional 123 (12.1%) HBsAg-negative
person-visits were classified as undetectable HBV DNA. We
conducted this person-visit analysis using multiple logistic re-
gression models with robust variance estimation [8] to deter-
mine which characteristics were independently associated with
detectable HBV DNA while accounting for within-subject cor-
relations across repeated visits. Covariates for study visit and
study site were included in all models to account for the pro-
spective study design and the fundamental differences
between the cohorts. Initially, we fit 3 preliminary models fo-
cusing separately on demographic and behavior variables,
HBV-related variables, and HIV-related variables, and then
constructed a comprehensive multiple regression model from
the covariates forced into all models plus those that had ad-
justed P values <.20 in the preliminary models. The final
model included study visit, site, age, and the covariates that
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were independently associated with detectable HBV DNA in
the preliminary models. All associations were quantified using
odds ratios (ORs) and 95% confidence intervals (CIs). Multi-
ple imputation was used to account for missing data in the
regression analyses [9]. All statistical analyses were performed
using SAS software, version 9.22 (SAS Institute, Cary, North
Carolina), and statistical significance was defined as a 2-sided
P value <.05.

RESULTS

Study Population and Baseline Characteristics
The study population of 165 HIV-HBV–coinfected partici-
pants were followed from their earliest eligible study visit
(baseline) for a median of 2.8 years (interquartile range [IQR],
2.0–3.9 years), yielding a total of 1015 study visits. At baseline,
the median duration of HAART was 3.5 years with the major-
ity (89%) on an HBV-active regimen. Baseline demographic
characteristics are summarized in Table 1.

The most common HBV-active component in the HAART
regimen was TDF in conjunction with either lamivudine
(LMV) or emtricitabine (FTC) (57% of participants). LMV or
FTC monotherapy was prescribed for 19%, and 13% received
TDF monotherapy. For participants on TDF (with or without
FTC or LMV), the median duration of TDF by end of study
follow-up was 4.2 years (IQR, 2.9–5.4 years).

At baseline, 49% of the cohort was hepatitis B e antigen
(HBeAg) positive (34% Thai, 55% Australian, and 56%
MACS) and HBV DNA was detectable in 29% of participants.
When stratified by HBeAg status, 50% of HBeAg-positive and
9% of HBeAg-negative individuals had detectable HBV DNA.
The proportion of participants with detectable HBV DNA was
highest in the United States (47%), followed by Australia
(31%) and Thailand (6%).

Table 1. Baseline Characteristics Among HIV/Hepatitis B Virus
Cohort Participants

Characteristic No. %

All 165 100

Country
Australia 67 40.6

Thailand 47 28.5

United States 51 30.9
Age, y

<30 9 5.5

30–39 50 30.3
40–49 62 37.6

≥50 44 26.7

Female 16 9.7
History of IDU 16 9.8

Homosexual contact 120 72.7

Heterosexual contact 34 20.6
Consumes >14 alcohol drinks/wk 17 10.4

Child-Pugh Score >5 13 9.8

HBeAg positive 74 48.7
Anti-HBe positive 54 43.9

HBV genotype

A 47 50.5
C 33 35.5

All other types 13 14

Not tested 57 …

Currently taking HAART 149 90.3

Cumulative HAART use, y

<2 38 23
2–5 62 37.6

>5 65 39.4

Current NRTI use 152 92.1
Current PI use 60 36.4

Current NNRTI use 100 60.6

Less than 95% adherent to ART regimen 24 15.3
HBV-active components of ART regimen

No HBV-active druga 18 10.9

Includes LAM/FTC 32 19.4
Includes TDF 21 12.7

Includes TDF and LAM/FTC 94 57

Current CD4, cells/mm3

>500 49 30.3

200–500 86 53.1

<200 27 16.7
Nadir CD4, cells/mm3

>500 2 1.2

200–500 60 36.8
<200 101 62

HIV RNA, copies/mL

<400 135 82.8

Table 1 continued.

Characteristic No. %

401–9999 13 8

≥10 000 15 9.2
Prior AIDS diagnosis 58 35.2

Abbreviations: ART, antiretroviral therapy; FTC, emtricitabine; HAART, highly
active antiretroviral therapy; HBeAg, hepatitis B e antigen; HBV, hepatitis B
virus; HIV, human immunodeficiency virus; IDU, injection drug use; LAM,
lamivudine; NNRTI, nonnucleoside reverse transcriptase inhibitor; NRTI,
nucleos(t)ide reverse transcriptase inhibitor; PI, protease inhibitor; TDF,
tenofovir.
a Includes participants on no ART and those on ART with no HBV-active
component.
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Factors Associated With Detectable HBV DNA
Across all follow-up, HBV DNA was detected at 20.8% of the
1015 person-visits. In univariate analyses, factors significantly
associated with detectable HBV DNA included study country
(USA > Australia > Thailand), homosexual versus heterosexu-
al HIV risk, Child-Pugh score >5, positive HBeAg, negative
anti-HBe, HBV genotype A, type and duration of HAART,
CD4 count <200 cells/mm3, detectable HIV RNA, and <95%
adherence to HAART regimen (Table 2). In particular, partic-
ipants receiving TDF plus FTC or LMV had the highest pro-
portion with undetectable HBV DNA (86.3%) across all study
visits (Figure 1). In multivariate analysis, factors remaining
significantly associated with detectable HBV DNA included

HBeAg positivity (OR, 18.95 [95% CI, 9.00–39.88]), HAART
<2 years (OR, 3.07 [95% CI, 1.51–6.24]), CD4 count <200
cells/mm3 (OR, 2.21 [95% CI, 1.30–3.77]), and detectable
HIV RNA (OR, 4.51 [95% CI, 2.68–7.57]) (Table 2). Those
on the TDF plus LAM/FTC combination were significantly
less likely to have detectable HBV DNA than those on other
regimens: FTC/LMV monotherapy (OR, 6.59 [95% CI, 3.14–
13.86], P < .0001), TDF monotherapy (OR, 2.79 [95% CI,
1.17–6.64], P < .02), and no HBV-active medications (OR,
2.49 [95% CI, 1.27–4.88], P < .008). In addition, <95% adher-
ence to HAART remained borderline significantly associated
with detectable HBV DNA (OR, 1.77 [95% CI, .99–3.13],
P = .05).

Table 2. Univariate and Multivariate Analysis of Participant Characteristics Associated With Having Detectable Hepatitis B Virus
DNA

Characteristic
Univariate Multivariate

OR 95% CI P Value OR 95% CI P Value

Study visit (per visit) 0.93 .85, 1.01 .07 1.03 .94, 1.14 .51
Country

Australia 1 (ref) 1 (ref)

Thailand 0.22 .08, .62 .004 0.31 .09, 1.00 .05
United States 2.31 1.17, 4.53 .02 1.52 .81, 2.84 .19

Age (per 10 y) 0.83 .59, 1.16 .27 0.83 .59, 1.16 .27

Female 0.51 .16, 1.6 .25
History of IDU 0.89 .25, 3.11 .85

Homosexual contact 4.78 2.01, 11.38 .0004

Heterosexual contact 0.19 .06, .59 .004
Consumes >14 alcoholic drinks/wk 0.99 .59, 1.66 .98

Child-Pugh Score >5 1.63 1.1, 2.42 .01

HBeAg positive 10.25 5.13, 20.48 <.0001 18.96 9.00, 39.88 <.0001
Anti-HBe positive 0.16 .08, .34 <.0001

HBV genotype A vs all other types 5.35 2.31, 12.41 <.0001

Currently taking HAART 0.34 .17, .68 .002
Cumulative HAART use <2 y 2.58 1.72, 3.88 <.0001 3.07 1.51, 6.24 .002

Current NRTI use 0.36 .18, .72 .004

Current PI use 0.83 .43, 1.61 .59
Current NNRTI use 0.47 .24, .92 .03

<95% adherent to ARV regimen 1.65 1.16, 2.34 .006 1.77 .99, 3.13 .05

Current HBV-active ARV regimen
Includes TDF and LAM/FTC 1 (ref) 1 (ref)

Includes LAM/FTC only 4.47 2.29, 8.74 <.0001 6.59 3.14, 13.86 <.0001

Includes TDF only 2 .92, 4.33 .08 2.79 1.17, 6.64 .02
Not taking HBV-active regimen 4.19 2.12, 8.28 <.0001 2.49 1.27, 4.88 .008

Current CD4 count <200 cells/mm3 2.02 1.23, 3.31 .006 2.21 1.30, 3.77 .004

Nadir CD4 count <200 cells/mm3 0.8 .43, 1.49 .49
HIV RNA >400 copies/mL 4.5 2.67, 7.59 <.0001 4.51 2.68, 7.57 <.0001

Prior AIDS diagnosis 1.06 .58, 1.95 .84

Abbreviations: ARV, antiretroviral; CI, confidence interval; FTC, emtricitabine; HAART, highly active antiretroviral therapy; HBeAg, hepatitis B e antigen; HBV,
hepatitis B virus; HIV, human immunodeficiency virus; IDU, injection drug use; LAM, lamivudine; NNRTI, nonnucleoside reverse transcriptase inhibitor; NRTI,
nucleos(t)ide reverse transcriptase inhibitor; OR, odds ratio; PI, protease inhibitor; TDF, tenofovir.
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Since most HBV DNA testing in clinical practice is based
on assays with more sensitive LLOD, a secondary analysis was
performed including only visits where the HBV DNA assay
LLOD was ≤20 IU/mL (Supplementary Table 1). In this sensi-
tivity analysis, the number of visits with detectable HBV DNA
increased from 21% to 38%, indicating that very low-level
viremia (20–357 IU/mL) was relatively frequent. Furthermore,
only HBeAg positivity, HAART <2 years, detectable HIV
RNA, and HBV-active ARV regimen (LAM/FTC monother-
apy and not taking HBV-active drug) remained statistically
significant.

Predictors of Detectable HBV DNA in Subjects on TDF-Based
HAART
Since TDF is the recommended agent in HIV-HBV–coinfec-
tion, we determined factors associated with detectable HBV
DNA among the subgroup of subjects on TDF-based HAART.
We examined 3 different scenarios: (1) all subjects on TDF-
based HAART, (2) only those taking TDF-based HAART for
≥6 months, and (3) only those taking TDF + LAM/FTC as
part of HAART. In each scenario, HBeAg positivity, CD4
count <200 cells/mm3, and detectable HIV RNA were signifi-
cantly associated with detectable HBV DNA. Furthermore, in
the first 2 scenarios, combination therapy (TDF + LAM/FTC)
was significantly associated with a lower odds of having de-
tectable HBV DNA compared to TDF monotherapy (model 1:
OR, 0.33 [95% CI, .13–.83], P = .02; model 2: OR, 0.29 [95%
CI, .10–.80], P = .02).

To determine factors associated with detectable HBV DNA
in participants with optimal HIV control, we fit additional
models including only those with undetectable HIV RNA. For
this analysis, we ran the model using both an HIV RNA <400
copies/mL (lowest common threshold) and an HIV RNA <50
copies/mL (excluding patients with HIV RNA values between

50 copies/mL and 400 copies/mL). No difference was seen
between the models with regard to the factors associated with
detectable HBV DNA. In the strictest scenario (HIV RNA
<50 copies/mL) and where the model was further restricted to
participants on TDF + FTC/LAM, HBeAg positivity (OR,
22.39 [95% CI, 7.81–64.15]), CD4 <200 cells/mm3 (OR, 2.32
[95% CI, 1.02–5.28]), being on HAART for <2 years (OR,
3.21 [95% CI, 1.11–9.26]), and <95% adherence to therapy
(OR, 2.84 [95% CI, 1.11–7.26]) were independently associated
with detectable HBV DNA (Table 3).

Patterns of HBV Nonresponse in Participants Receiving
TDF-Based HAART
In 138 participants treated with TDF, 62 had a suboptimal re-
sponse, which fell into 1 of 3 typical patterns. The first in-
cludes 25 participants (18%) who failed to achieve any
undetectable HBV DNA (<357 IU/mL) despite having re-
ceived at least 12 months of TDF-based HAART (persistent
viremic group). Although HBV DNA was declining slowly but
continuously in a few of these cases, the majority were persis-
tently viremic with levels varying up to 3 log IU/mL and often
with a similarly fluctuating HIV RNA level (Figure 2A). The
second pattern includes 13 participants (9%) who experienced
viral rebound of >1 log IU/mL from nadir while on TDF (viral
rebound group). All but 1 of these patients were HBV unde-
tectable (<357 IU/mL) before rebound. HIV RNA also became
detectable in the majority of these cases suggesting nonadher-
ence or therapy interruption (Figure 2B). Of note, potential
TDF resistance mutations were not detected in this viral
rebound group. Those with rebound who maintained an un-
detectable HIV RNA had HBV DNA rebounds that were gen-
erally low (1.1–3.7 log IU/mL). The third pattern of
suboptimal response was achieving an undetectable HBV
DNA but then experiencing intermittent low levels of HBV
DNA (<1 log IU/mL increase), usually followed by a return to
undetectable levels (viral blip group). This pattern of response

Figure 1. Proportion of individuals coinfected with human immunodefi-
ciency virus and hepatitis B virus (HBV) with undetectable HBV DNA by
HBV active regimen. Abbreviations: FTC, emtricitabine; LMV, lamivudine;
TDF, tenofovir.

Table 3. Multivariable Analysis of Factors Associated With
Having Detectable Hepatitis B Virus DNA in Participants on Te-
nofovir Plus Lamivudine/Emtricitabine and With HIV RNA <50
Copies/mLa

Variable OR 95% CI P Value

Age (per 10 y) 0.92 .49, 1.70 .78

HBeAg positive 22.39 7.81, 64.15 <.0001

<95% adherent 2.84 1.11, 7.26 .03
HAART <2 y 3.21 1.11, 9.26 .03

CD4 < 200 cells/mm3 2.32 1.02, 5.28 .05

Abbreviations: CI, confidence interval; HAART, highly active antiretroviral
therapy; HBeAg, hepatitis B e antigen; OR, odds ratio.
a Model adjusted for study visit and country of origin.
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occurred in 24 (17%) of participants and was rarely associated
with loss of HIV control (Figure 2C).

DISCUSSION

This longitudinal analysis of a large, multinational, prospective
cohort of HIV-HBV–coinfected individuals, with the majority
on HBV-active HAART, confirms our prior cross-sectional
findings [7] that therapy with TDF plus FTC or LMV is
indeed superior to TDF monotherapy. This finding was dem-
onstrated in the entire cohort and also when the analysis was
restricted to those taking a TDF-based HAART regimen. This
study also finds that CD4 cell counts <200 cells/mm3, HBeAg
positivity, <2 years of HAART, and <95% compliance with
HAART regimen are associated with detectable HBV DNA in
those with undetectable HIV RNA while on TDF-based
HAART. Last, this study defines patterns of HBV viremia for

subjects on TDF-based HAART who had detectable HBV
DNA.

Because this cohort was LMV-experienced at study entry,
this study does not address whether the combination of TDF
with FTC or LMV would be more efficacious than TDF
monotherapy in treatment-naive HIV-HBV–coinfected sub-
jects. The only study in treatment-naive subjects did not show
a significant benefit for combination therapy, but only fol-
lowed patients for 48 weeks [10].

Although TDF is a highly potent and successful agent for
both HIV and HBV, a proportion of individuals do not
achieve HBV DNA suppression. In studies to date, failure to
achieve an undetectable HBV DNA (<10–20 IU/mL) has been
reported in 11%–12% of individuals [5, 6]. The reasons for
nonsuppression are ill defined and not clearly related to HBV
resistance, which has rarely been reported in the context of
TDF [11, 12], and did not occur in our participants. In our

Figure 2. Patterns of suboptimal response in tenofovir-treated individuals. A, Persistent viremic pattern. B, Hepatitis B virus (HBV) rebound. C, Viral
blip. Dotted line = lower limit of detection of HBV DNA. Shaded box = lower limit of detection of human immunodeficiency virus (HIV) RNA. Primary y-
axis: HBV DNA log10 IU/mL; secondary y-axis: HIV RNA log10 copies/mL; x-axis: month of study visit after cohort entry. Abbreviations: c, copies; HBV,
hepatitis B virus; HIV, human immunodeficiency virus.
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prospectively followed TDF-treated participants, a much
higher proportion (44%) were shown to have a suboptimal (ie,
were not persistently undetectable) response to TDF character-
ized by 1 of 3 responses—persistent viremia, viral rebound, or
viral blip. Two likely reasons for our higher rate of suboptimal
responses are the inclusion of the latter 2 definitions, especial-
ly of those with viral blip, and the assessment of prospective
viral profiles rather than in a cross-sectional manner at last
follow-up. The viral blip category is interesting because those
participants had an undetectable HIV RNA and low levels of
HBV DNA on rebound. Whether these blips represent
ongoing replication or release of virions from the hepatic res-
ervoir requires further study. In HIV-infected individuals on
treatment, it has been shown that blips in HIV RNA likely
represent release from reservoirs and not replication [13, 14].

In the multivariable analysis restricted to those on combina-
tion therapy and with undetectable HIV RNA, it is not sur-
prising that HBeAg positivity is associated with detectable
HBV DNA, because HBV DNA is higher in untreated partici-
pants who are HBeAg positive. The association of lower CD4
counts with detectable HBV DNA is intriguing because it sug-
gests that the degree of immunosuppression affects the ability
to respond to anti-HBV therapy. Although the mechanism for
this association is not clear, one explanation is that a contribu-
tion from the immune system is important in achieving an
undetectable HBV DNA during therapy. These data support
recommendations for early initiation of HAART in HIV-
HBV–coinfected participants. Further studies are needed to
determine whether there is a difference in response to anti-
HBV therapy at higher CD4 counts of 350 or 500 cells/mm3.
One of the most fascinating findings is that among subjects
with excellent adherence in terms of having undetectable HIV
RNA, those with <95% adherence were more likely to have
detectable HBV DNA, which has not been previously docu-
mented. Because replication rates of HBV are greater than
HIV, it is reasonable that a higher level of compliance is
needed to have a persistently undetectable HBV DNA. The
consequences for these blips and rebounds that may be due to
<95% adherence are unknown; thus, further study of such in-
dividuals is warranted. However, it is important to note that
the majority of subjects who had been taking a TDF-based
regimen for a median of 4 years had maintained an undetect-
able HBV DNA level during this period. Together with 2
other cohorts that reported high HBV DNA suppression rates
over a similar follow-up period [5, 6], our findings demon-
strate that TDF is an effective long-term anti-HBV agent in
HIV-HBV coinfection.

This study has several strengths including the large number of
HIV-HBV coinfected subjects on TDF for an extended period,
the inclusion of subjects who received TDF monotherapy as well

as TDF with FTC/LMV, and the prospective follow-up allow-
ing determination of patterns of detectable HBV DNA. The
study is limited by the fact that we did not follow all subjects
since TDF initiation and, thus, do not have HBV DNA levels
pretherapy which could aid in our understanding of the HBV
DNA patterns we observed. Second, few patients in the cohort
underwent liver biopsy and none had Fibroscan recorded;
thus, any association between level of hepatic fibrosis and
HBV replication could not be explored. Third, we are not
aware of why a particular HBV-active HAART regimen was
chosen for each subject, so we could not account for this in
our analysis. Last, a range of different HBV DNA assays were
performed over the duration of the cohort; however, the sensi-
tivity analysis with 20 IU/mL as the LLOD demonstrated that
most of the associations remained, with the major exception
being the <95% adherence covariate. This suggests that, unlike
with higher levels of HBV DNA, suboptimal adherence is not
associated with episodes of low-level viremia between 20 IU/mL
and 357 IU/mL, which would support the theory (as in HIV)
that very low-level HBV viremia is possibly driven by other
mechanisms, such as release from viral reservoirs, and may not
be clinically significant. Further work is needed to confirm this
hypothesis.

In summary, this study demonstrates that in HIV-HBV–
coinfected subjects with prior LMV experience, combination
therapy with TDF and FTC/LMV increases the likelihood for
sustained HBV DNA suppression. In addition, we identified
several patterns of HBV DNA in individuals who are not sup-
pressed and demonstrated that more advanced immunodefi-
ciency and suboptimal compliance with the anti-HBV
regimen decreases the likelihood of a sustained response in
HIV-HBV–coinfected subjects on TDF with FTC or LMV.
Emphasizing the importance of full adherence to maintain
both HIV and HBV control is critical in HIV-HBV–coinfected
individuals.
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