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Pegylated Inter-
feron May Work 
after Conven-
tional Interferon 
or Lamivudine 
Fails 

One-third of patients 
with hepatitis B “e” an-
tigen (HBeAg-positive) 
hepatitis B who failed 
to respond to treatment 
with conventional inter-
feron or the antiviral 
lamivudine (Epivir-
HBV) may respond to 
pegylated interferon 
treatment, according to 
a recent report in the 
American Journal of 
Gastroenterology. 

A team of Dutch re-
searchers treated 76 pa-
tients who had previ-
ously failed to achieve 
lower HBV DNA (viral 
load) and HBeAg sero-
conversion (loss of the 
“e” antigen - HBeAg 
and appearance of “e” 
antibody) when treated 
with conventional inter-
feron, lamivudine or a 

combination of the two 
with pegylated inter-
feron. Pegylated inter-
feron is thought to be 
more effective in com-
bating the liver infec-
tion. 

The patients received 
52 weeks of pegylated 
interferon daily, com-
bined with either lami-
vudine or a placebo. 
Thirteen nonresponders 
to conventional inter-
feron (35%), five nonre-
sponders to lamivudine 
(29%), and four nonre-
sponders to both drugs 
(22%) ultimately re-
sponded to pegylated 
interferon treatment. 

Most who responded 
to retreatment with pe-
gylated interferon had 
high levels of alanine 
aminotransferase 
(ALT). Elevated ALT 
levels indicate the im-
mune system is actively 
fighting the liver cells 
infected with the hepati-
tis B virus (HBV). Liver 
cells release ALT when 

they are damaged or 
die. 

 

Lower Interferon 
Doses May Work 
in Young Pa-
tients with Geno-
type B 

The high cost and sig-
nificant side effects 
from interferon prevent 
it being used frequently 
to treat hepatitis B. Chi-
nese researchers tried a 
lower dose of pegylated 
and conventional inter-
feron in HBeAg-
positive patients to see 
how effective it would 
be. 

According to their re-
port in the February 
2007 issue of the Jour-
nal of Clinical Infec-
tious Diseases, doctors 
treated 115 patients 
with 1.0 micro g/kg of 
pegylated interferon a 
week and 115 patients 
with 3 MIU of conven-
tional interferon a week 
for 24 weeks and com-
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pared results. 
A higher rate of 

HBeAg loss in the pegy-
lated interferon group 
(23%) was the only sta-
tistically significant dif-
ference between the two 
groups, when evaluated 
24 weeks after treatment 
ended. 

Patients who were age 
25 or younger and had 
HBV genotype B had 
higher rates of HBeAg 
loss. 

Only 4 (1.7%) of the 
230 patients discontinued 
therapy because of side 
effects. 

“The choice of low-
dose interferon might be 
a relevant clinical option 
to reduce the cost and 
adverse effects of therapy 
for younger patients with 
chronic HBV infection 
and genotype B infection 
in countries where it is 
prevalent,” the research-
ers wrote. 

 

Viral Resistance 
to Entecavir Rare 
in Patients 
Treated for First 
Time 

A team of researchers, 
affiliated with the Bris-
tol-Myers Squibb Phar-
maceutical Research In-
stitute, reported in the 
December 2006 issue of 
Hepatology that patients 
who had never been 
treated with an antiviral 

before (called treatment 
naïve) experience a very 
low rate of viral resis-
tance to entecavir 
(Baraclude). 

They monitored the 
HBV of 673 patients to 
see if and when their 
hepatitis B virus (HBV) 
would develop resistance 
that enabled HBV with 
certain mutations to con-
tinue to reproduce de-
spite the presence of the 
antiviral. Antivirals work 
by meddling with the 
virus’ genetic material to 
make it difficult for them 
to reproduce. However 
some HBV have muta-
tions that enable the virus 
to “resist” the antiviral’s 
effect. 

Entecavir reduced 
HBV DNA levels to un-
detectable levels in 91% 
of HBeAg-positive and -
negative patients by 
Week 96.  

In contrast, 13% of 
lamivudine-resistant pa-
tients who were then 
treated with entecavir 
experienced a resurgence 
of HBV DNA within 12 
months. Only 3% of 
treatment naïve patients 
treated with entecavir 
exhibited viral resistance 
and resurgence of HBV 
DNA by Week 96. 

Researchers concluded 
that entecavir resistance 
in “treatment-naïve” pa-
tients during the first two 
years is rare. 

 

Viral Mutations 
That Allow Lami-
vudine Resis-
tance May Also 
Allow Entecavir 
Resistance 

Researchers in Mont-
real have found that 
HBV with mutations that 
allow it to keep reproduc-
ing despite treatment 
with the antiviral lami-
vudine, can also keep 
replicating when the anti-
viral entecavir is used. 

The researchers ana-
lyzed the evolution of 
HBV mutations from a 
patient who had first de-
veloped viral resistance 
to lamivudine, and who 
was then treated with 
entecavir. 

Writing in the Decem-
ber 2006 issue of the 
Journal of Hepatology, 
the researchers reported 
that after the patient was 
switched to entecavir, the 
amount of HBV DNA in 
the patient’s bloodstream 
(also called viral load) 
dropped, but the lami-
vudine-resistant strains 
continued to keep repli-
cating despite the ente-
cavir treatment. 

“Three years later, the 
(patient’s) viral load rose 
again, and a complex 
mixture of entecavir-
resistant strains, all har-
boring the lamivudine-
resistance signature 
rtL180M+M204V and 
the rtS202G mutation, 
were observed,” the re-

searchers reported. 
As a result, HBV that 

have mutations allowing 
them to “resist” lami-
vudine may also be able 
to “resist” entecavir’s 
antiviral medication. 

 

Pegylated  
Interferon and 
Adefovir Are More 
Cost Effective 
than Lamivudine 

British researchers stud-
ied the effectiveness and 
economics of treating 
hepatitis B patients with 
the antiviral adefovir 
(Hepsera) and pegylated 
interferon, compared to 
no treatment or continued 
lamivudine treatment, by 
reviewing seven random-
ized controlled trials. 

Writing in the February 
2007 issue of the Journal 
of Viral Hepatitis, the 
researchers reported that 
adefovir was signifi-
cantly more effective 
than either a placebo (no 
treatment) or continued 
lamivudine treatment in 
reducing HBV DNA in 
patients. 

Rates of HBeAg sero-
conversion were higher 
among patients receiving 
adefovir than either pla-
cebo or lamivudine. 

Patients treated with 
pegylated interferon 
alone or in combination 
with lamivudine showed 
significantly reduced 
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HBV DNA levels com-
pared to patients treated 
with just lamivudine. 

Additionally, HBeAg 
seroconversion rates after 
treatment ended were 
“significantly higher for 
pegylated interferon pa-
tients than for those re-
ceiving lamivudine,” 
they reported. The re-
searchers confirmed that 
adefovir and pegylated 
interferon were much 
more cost effective than 
lamivudine treatment. 

 

Adefovir Appears 
Effective in  
Patients with 
Lamivudine-
Resistance and 
HBV Genotype C 

Increasingly, research-
ers are focusing on which 
antiviral is most effective 
in patients with a certain 
strain or genotypes of 
HBV. In one research 
project reported in the 
February 2007 issue of 
Liver International, 
South Korean researchers 
treated 35 patients with 
HBV genotype C who 
had developed viral resis-
tance to lamivudine with 
10 mg daily of adefovir. 

Their viral load, 
HBeAg status and ALT 
levels were checked 
every 4 to 12 weeks to 
evaluate adefovir’s effec-
tiveness. 

Patients were treated on 

average for 48 weeks. 
Viral load became unde-
tectable in 68.6%, 80%, 
84%, and 88.2% at of 
patients respectively at 
weeks 12, 24, 36, and 48. 
The rate of HBeAg sero-
conversion was 8.3% and 
14.3% at weeks 24 and 
48, respectively. ALT 
levels came normal at 
week 48 in 70.6%. 

Within 32 weeks of 
stopping adefovir, HBV 
DNA levels increased – 
sometimes dramatically – 
in 88.9% of patients. Re-
searchers recommended 
adefovir in patients with 
lamivudine resistance 
and genotype C. 

 

Lowering Viral 
Load Before Inter-
feron Treatment 
Begins Improves 
Results 

Interferon, which 
boosts the immune sys-
tem to fight HBV infec-
tion, works best when 
ALT levels are elevated, 
which indicates the im-
mune system is actively 
fighting the liver infec-
tion, and viral load is 
moderate. 

A team of Indian re-
searchers tried treating a 
group of HBV-infected 
patients with the antiviral 
lamivudine first, to lower 
their viral load, followed 
by treatment with pegy-
lated interferon. They 
compared the outcomes 

with patients who were 
treated with just inter-
feron. 

Writing in the January 
2007 issue of The Ameri-
can Journal of Gastroen-
terology, the team treated 
27 HBeAg-positive pa-
tients with elevated ALT 
levels with a placebo for 
four weeks, followed by 
interferon. They treated a 
second group of 36 pa-
tients with four weeks of 
lamivudine, followed by 
interferon. The two 
groups were treated for 
24 weeks, and then fol-
lowed for an additional 
24 weeks. 

At week 28, undetect-
able HBV DNA was 
seen in eight (29.6%) of 
the interferon-only 
group, and in 16 (44.4%) 
of the lamivudine-
followed-by-interferon 
group. HBeAg loss oc-
curred in eight (29.6%) 
of the interferon-only 
group, and in 15 (41.7%) 
of the sequentially-
treated group. 

Six months after treat-
ment ended, undetectable 
HBV DNA was seen in 
four (14.8%) of the inter-
feron-only group and in 
18 (50%) of the sequen-
tial group. HBeAg loss 
was maintained in four 
(14.8%) of the first group 
and in 14 (38.9%) of the 
second group. 

“The strategy of using 
an antiviral initially to 
decrease HBV DNA lev-

els before adding 
(interferon) leads to im-
proved sustained vi-
rological response as 
compared with using 
(interferon) from the 
start,” researchers wrote. 

 

Combination of 
Tenofovir Plus 
Emtricitabine 
Succeeds in Ade-
fovir-Resistant 
Patients 

Doctors from Mount 
Sinai School of Medicine 
in New York tried 
switching seven patients, 
who no longer responded 
to adefovir and had 
probably developed ade-
fovir-resistant HBV after 
a year of treatment, to an 
antiviral combination of 
tenofovir and emtricit-
abine. 

In a study published in 
the December 2006 issue 
of the European Journal 
of Gastroenterology and 
Hepatology, doctors re-
ported treating the seven 
patients with 300 mg 
daily of tenofovir, an an-
tiviral developed origi-
nally to treat HIV infec-
tion, and emtricitabine, at 
a 200 mg daily dose. 
Neither antiviral has been 
approved yet by the U.S. 
Food and Drug Admini-
stration for hepatitis B 
treatment. After an aver-
age 23 months of treat-
ment, all seven patients 
achieved undetectable 
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HBV DNA levels and 
one patient lost HBeAg 
and gained the “e” anti-
body. 

The response of the 
seven patients indicates 
that tenofovir and em-
tricitabine may be effec-
tive treatment in ade-
fovir-resistant patients. 

 

Interferon and 
New Antivirals 
Are Improving 
HBV Treatment 

A German researcher, 
writing in the January 
2007 issue of the World 
Journal of Gastroen-
terology, summarized the 
current status of hepatitis 
B treatment in the effort 
to lower viral load and 
prevent cirrhosis and 
liver cancer. 

To date, combination 
therapies employing both 
antivirals and interferon 
have not been highly suc-
cessful, he noted. 
“Interferon plus lami-
vudine achieves a higher 
viral suppression than 
either treatment alone, 
even though HBeAg-
seroconversion was not 
different after a one year 
treatment,” he noted. 

Increasingly, research-
ers are finding that HBV 
genotypes have an im-
pact on treatment, with 
genotypes A and B re-
sponding better to inter-
feron, achieving up to a 
20% clearance rate of 

HBsAg in the case of 
genotype A. 

Development of viral 
resistance to the antivi-
rals adefovir and ente-
cavir, “is somewhat 
slower” in patients who 
have never been treated 
before, compared to 
lamivudine-resistant pa-
tients. 

Adefovir has a lower 
resistance rate of 3%, 
9%, 18%, and 28% after 
2, 3, 4, and 5 years of 
treatment, respectively, 
while entecavir has rarely 
produced resistance in 
treatment-naïve patients 
for up to three years, he 
noted. 

 

HCV-HBV 
Co-infections: 
Treat the Domi-
nant Infection and 
Aim for Viral Sup-
pression 

In a recent Ask the Ex-
perts about Liver Disease 
in Medscape Gastroen-
terology, Dr. David 
Bernstein, chief of the 
Digestive Disease Insti-
tute at North Shore Uni-
versity Hospital-Long 
Island Jewish Medical 
Center in New York, de-
scribed how to treat pa-
tients coinfected with 
HBV and the hepatitis C 
virus (HCV). 

HBV and HCV coin-
fections often lead to an 
increased risk of liver 
damage and cancer, he 

noted. However, differ-
ent antivirals are used to 
treat each viral infection. 

Often, one of the two 
viruses will predominate, 
so doctors must perform 
both an HBV DNA test 
and a hepatitis C virus 
(HCV) RNA. In most 
cases, HCV dominates 
over HBV. 

The approach to ther-
apy for coinfected pa-
tients is to treat the domi-
nant viral infection, he 
noted. “If hepatitis C is 
predominant, then treat-
ment should be initiated 
with a combination of 
pegylated interferon and 
ribavirin (the hepatitis C 
antiviral),” he wrote. Pe-
gylated interferon may 
also suppress hepatitis B. 

If hepatitis B is the pre-
dominant virus, then 
treatment should include 
pegylated interferon, and 
one of the antivirals that 
targets HBV. 

“Care should be taken 
when initiating these 
regimens because inter-
ferons should not be used 
in patients with hepatitis 
B-related cirrhosis and 
lamivudine should not be 
used at all secondary to 
concerns regarding the 
development of antiviral 
mutations,” he wrote. 

The goals of therapy in 
hepatitis B patients in-
fected without any viral 
resistance is HBeAg ser-
conversion, he noted, and 

the goal of therapy in 
patients with existing 
antiviral resistance 
should be prolonged viral 
suppression. 

 

Dairy Products 
and Fruits Lessen 
Liver Cancer Risk 

Certain foods, includ-
ing milk and fruit, appear 
to reduce the risk of liver 
cancer, according to a 
report in the Dec. 15th 
issue of the International 
Journal of Cancer. 

Vegetables did not ap-
pear to greatly decrease 
development of liver, but 
dairy products, white 
meat and fruit decreased 
the odds of cancer, ac-
cording to Italian re-
searchers. 


