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Relapse after treatment with
peginterferon a-2b alone or in
combination with lamivudine in
HBeAg positive chronic hepatitis B

Interferon induced HBeAg loss is persistent in
up to 90% of patients with chronic hepatitis B
(HBV)."” Older age and vertical transmission
have been shown previously to be independent
predictors of relapse after conventional IFN.*
Shorter duration of HBV DNA below 0.7 log;,
1U/ml was found to predict relapse after
lamivudine.” Predictors of relapse after PEG-
IFN treatment are, however, still unknown.
Our aim in this study was to investigate the
frequency and predictors of relapse after
treatment with PEG-IFN o-2b alone or in
combination with lamivudine.

Data for this study were extracted from a
multicentre randomised controlled trial com-
paring 52 weeks of PEG-IFN o-2b monother-
apy (100 pg/week) with combined PEG-IFN
and lamivudine (100 mg/day) in 266 patients
with HBeAg positive chronic hepatitis B. The
inclusion and exclusion criteria for the study
were reported previously.® Relapse was defined
as HBeAg negativity at the end of treatment
(week 52) and recurrence of HBeAg at the end
of follow up (week 78).

Treatment groups were comparable regard-
ing baseline characteristics. At the end of
treatment, 57 of 130 patients (44%) in the
combination therapy group and 40 of 136
(29%) in the monotherapy group lost HBeAg
(p=0.01). HBeAg relapse occurred more often
in patients treated with PEG-IFN «-2b and
lamivudine combination therapy compared
with PEG-IFN a-2b alone (22 of 57 patients
(39%) vs five of 40 (13%), p =0.005). Patients
with HBeAg relapse were more likely to have
relapse of HBV DNA >200 000 copies/ml than
sustained HBeAg responders (76% vs 20%,
p<0.001), as well as relapse of alanine
aminotransferase (69% vs 24%, p = 0.007).

Among patients treated with combination
therapy, seven of 33 (21%) with detectable
anti-HBe at week 52 relapsed compared with
15 of 24 (63%) without detectable anti-HBe
(p=0.002). A similar trend was observed in
patients treated with PEG-IFN «-2b alone: two
of 30 patients (7%) with detectable anti-HBe
and three of seven without (30%) relapsed
(p=0.09). The HBV genotype tended to
influence HBeAg relapse rates: 29% of patients
harbouring genotype A relapsed compared
with 56% of those with genotype D
(p=0.09). Three of four patients (75%) with
lamivudine resistance showed HBeAg relapse
compared with 19 of 53 (36%) without anti-
viral resistance (p = 0.29).

Mean HBV DNA levels in patients with
HBeAg relapse and in sustained responders
are shown in fig 1 for both treatment groups.
In patients treated with PEG-IFN «-2b alone,
the combination of HBeAg loss and HBV DNA
<10 000 copies/ml at week 52 was associated
with a significantly lower rate of relapse
compared with partial response of HBeAg loss
but HBV DNA =10 000 copies/ml (p = 0.01). At
the end of follow up, 56% of patients with
sustained HBeAg response had HBV DNA
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Figure 1 Mean hepadtitis B virus (HBV) DNA in patients with HBeAg relapse and sustained response

after PEG-IFN ¢-2b alone or in combination with lamivudine. Among patients treated with PEG-IFN o-
2b monotherapy, the decline in HBV DNA was more pronounced in sustained responders than in
relapsers (A). TKis difference was, however, not observed in patients treated with PEG-IFN o-2b and
lamivudine combination therapy (B). Mean HBV DNA was comparable in sustained responders and
relapsers at baseline in both treatment groups. In patients treated with PEG-IFN o-2b alone, decline in
HBV DNA was 4.8 log; o copies/ml for sustained responders compared with 3.8 log;o copies/ml for
patients with relapse at the end of treatment (p =0.30). The decline in HBY DNA was 5.8 log; copies/
ml for all patients in the combination therapy group at the end of treatment. In both treatment groups
mean HBV DNA was significantly higher in re%opsers than in sustained responders at week 78 (9.2
logro vs 4.6 logo for monotherapy, and 7.7 logso vs 3.7 logio for combination therapy, p<0.001).

Table 1  Factors significantly associated with HBeAg relapse in multivariate analysis
Variable OR (95% Cl, lower-upper) p Value
Combination therapy 3.9(1.1t013.2) 0.03
HBsAg positivity at week 52 10.3 (1.09 to 97.89) 0.04
Absence of anti-HBe at week 52 9.8 (3.2 t0 30.3) <0.001
Cl, confidence interval; OR, odds ratio.
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<10 000 copies/ml compared with 4% of
patients with relapse (p<<0.001). Factors inde-
pendently associated with HBeAg relapse in
time dependent multivariate logistic regression
analysis are shown in table 1.

In HBeAg positive chronic hepatitis B, it is
assumed that relapse occurs frequently after
discontinuation of nucleoside or nucleotide
analogue therapy, while response appears more
durable after interferon based treatment
because of its immunomodulatory effects. The
observed relapse rates in our study are con-
sistent with findings of previous studies, which
showed HBeAg relapse in 22-40% of lamivu-
dine treated patients,” " in 10% of IFN treated
patients,' > and in 18-22% of patients treated
with PEG-IFN o-2a.® The higher relapse rates
after cessation of combination therapy com-
pared with PEG-IFN o-2b monotherapy in our
study can most probably be explained by
lamivudine induced HBeAg loss.

Treatment with PEG-IFN and lamivudine
combination therapy, absence of anti-HBe, and
HBsAg positivity at week 52 were indepen-
dently associated with HBeAg recurrence. In
addition to these predictors, a profound decline
in HBV DNA (below 10 000 copies/ml) also
seems important for maintaining PEG-IFN
induced response and may be associated with
immune control of the virus. Patients with a
partial response, as defined by HBeAg loss but
insufficient decline of HBV DNA (not below
10 000 copies/ml) at the end of therapy, might
benefit from prolonged treatment, as this has
previously been shown to increase response to
standard IFN.’

In conclusion, HBeAg relapse occurs more
commonly after PEG-IFN a-2b and lamivudine
combination therapy than after PEG-IFN a-2b
monotherapy. Absence of anti-HBe at the end
of treatment was found to be the strongest
predictor of relapse. Full HBeAg seroconversion
with the appearance of anti-HBe, rather than
HBeAg loss, thus seems the best end point of
PEG-IFN based treatment in HBeAg positive
chronic HBV.
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BOOK REVIEWS

Clinical gastroenterology and
hepatology

Edited by Weinstein, Hawkey, Bosch. St Louis:
Elsevier Mosby, 2005, £117, pp 1191. ISBN 0-
323-02751-2.

Gastrointestinal (GI) textbooks come in varied
shapes and sizes: the ‘“handbook”, often
pocket-sized, providing concise practical clin-
ical information, is aimed principally at the
early trainee, whereas the “‘specialist” treatise,
an in-depth review of a specific organ or
disecase, is aimed at research or clinical
subspecialists. Finally, there is the general
textbook, exemplified by the text reviewed
here. This is usually aimed at senior/committed
GI trainees and established gastroenterologists
with a general GI and hepatology practice. This
review aims to establish what the current book
offers such a readership and why they might
choose it in preference to other established
texts.

A major disadvantage of printed text is that
within 2-3 years of publication, revision is
required to incorporate new advances, with the
potential for further outlay by the consumer.
Many textbooks overcome this by having
updatable online or electronic versions; this
book is no exception and has both available
(details at www.elsevier.com). The latest
update is dated February 2007; these versions
include additional video footage (presumably
mainly endoscopic but I was unable to view
these).

It is the authorship and layout of the book
that is different and attractive: the editors are
from both sides of the Atlantic and the 250-odd
authors are truly international and multidisci-
plinary, including a beautifully illustrated
section on endoscopic mucosal resection of
the GI tract by a Japanese author and lavishly
illustrated radiological and surgical contribu-
tions. In addition to the expected systematic
chapters on GI and liver diseases, there are
colour-coded sections dealing with common
clinical scenarios/symptoms, a diagnostic
methods “primer” (endoscopic, radiological,
histopathological and functional), including a
forward-looking chapter on virtual colono-
scopy, and treatment overviews (including
drugs, radiological, endoscopic and surgical
treatments, but also nutrition and, unusually,
complementary therapies).





