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A commentary in the 
May 2005 issue of the 
Annals of Internal 
Medicine examined the 
cost effectiveness of 
conventional interferon 
and two leading antivi-
rals and found neither 
lamivudine (Epivir-
HBV), which is well 
known for causing viral 
resistance, nor adefovir 
(Hepsera), which is ex-
tremely expensive, to be 
economical when used 
individually. 
  In their cost compari-
son, researchers com-
pared the cost of the 
following strategies to 
treat hepatitis B “e” an-
tigen-negative patients 

Hepatit is  B 
C h r i s t i n e  K u k k a  

Interferon Most 
Cost Effective 

Treatment 
Option for 

HBeAg-Negative 
Hepatitis B  

with elevated alanine 
aminotransferase (ALT) 
levels and no cirrhosis. 
• No treatment at all 
• Treatment with con-

ventional interferon 
• Treatment with lami-

vudine 
• Treatment with ade-

fovir 
  And treatment with 
lamivudine, later re-
placed with adefovir 
once viral resistance 
appeared. 
  Compared with the 
ineffective “do nothing” 
strategy, using inter-
feron cost $6,337 to 
gain one additional 
healthy year. Compared 
with interferon, the ade-
fovir salvage strategy 
(prescribed once viral 
resistance to lamivudine 
develops) cost $8,446 
dollars per year gained. 
Both the lamivudine 
and adefovir monother-
apy strategies were 
more expensive and less 
effective. 
  Researchers found in-

terferon was more cost-
effective for cash-
strapped health care 
systems that treat many 
HBeAg-negative pa-
tients. However, the 
salvage strategy using 
adefovir once lami-
vudine resistance oc-
curs, “may be highly 
cost-effective across 
most health care set-
tings.” 
 

People with Past 
Hepatitis B 

Infections Can 
Still Be Organ 

Donors  

Surgeons at the 
University of Pitts-
burgh Medical Cen-
ter have success-
fully transplanted 
livers from donors 



 

2 

WWW.HBVADVOCATE.ORG 

Researchers compared 
increases in ALT, an 
enzyme released by 
liver cells when they 
are damaged or die, in 
patients who received 
either entecavir 
(Baraclude) or lami-
vudine. 
  Flares can occur when 
patients stop taking 
antivirals, and HBV 
rebound in large num-
bers. The flares can be 
dangerous and even 
life-threatening. 
  ALT elevations were 
analyzed in two Phase 
III trials in 709 pa-
tients, who all tested 
positive for HBeAg, 
who were given either 
entecavir or lamivudine 
for up to 96 weeks, ac-
cording to researchers 
reporting at the Diges-
tive Disease Week 
2005 conference in 

ALT Flares Less 
Frequent with 

Entecavir Than 
Lamivudine in 

HBeAg Patients  

May. 
  Patients in both 
groups who achieved 
HBeAg loss and unde-
tectable HBV DNA at 
48 weeks discontinued 
treatment and were fol-
lowed for 24 weeks. 
ALT flares were de-
fined as a two-fold in-
crease in ALT. 
  ALT flares during 
treatment were ob-
served in 12 (3%) of 
entecavir patients and 
23 (6%) of lamivudine 
patients. All entecavir 
flares were associated 
with a 100-fold reduc-
tion in HBV DNA, 
which continued 
throughout the treat-
ment period. Twelve of 
13 entecavir-related 
flares were resolved 
during treatment. 
  Eight patients discon-
tinued lamivudine due 
to flares. 
  Researchers con-
cluded that flares dur-
ing entecavir therapy 
were uncommon and 
generally associated 
with a drop in viral 
load HBV DNA, and 
caused no serious liver 
damage. In contrast, 
ALT flares during 
lamivudine treatment 
were frequently associ-
ated with loss of thera-
peutic effectiveness. 

In laboratory and ani-
mal experiments, val-
torcitabine has been 
shown to work well 
with telbivudine in pre-
venting HBV replica-
tion. Valtorcitabine is 
now being evaluated 
for development as 
anti-viral drug to be 
given in combination 
with telbivudine. 
  In a randomized, dou-
ble-blind, controlled, 
Phase I/II study, the 
effects of seven differ-
ent daily doses of val-
torcitabine given for 
four weeks were evalu-
ated. Each dosage 
group included seven 
patients who had been 
randomized 6:1 to re-
ceive valtorcitabine or 
placebo. 
  Reductions in HBV 
DNA levels at Day 28 
was found in doses that 
ranged from 50 mg/day 
to 900 mg/day, which 
produced a 1,000-fold 
drop in HBV DNA or 
viral load. 
  No safety issues were 
reported. 
  Researchers con-

cluded that valtorcit-
abine appeared safe 
and effective. The dose 
of 900 mg/day was se-
lected for ongoing 
clinical evaluation in 
combination with telbi-
vudine. 
 

who had past hepati-
tis B infections, and 
report that survival 
rates are similar to 
patients who re-
ceived hepatitis B-
free organs. 
  Their findings, re-
ported at the Ameri-
can Transplant Con-
gress in May, prove 
that using these pre-
viously-infected or-
gans are safe and 
that people with re-
solved hepatitis B 
infections can be or-
gan donors. 
  Because of a short-
age of suitable or-
gans, some trans-
plant centers are us-
ing organs that 
would have been dis-
carded 10 years ago. 
In this study, doctors 
found that 65 per-
cent of the trans-
planted hepatitis B 
livers survived at 
least two years, and 
that the patients who 
received these livers 
had a 76 percent sur-
vival rate. 
  The average three-
year survival rate of 
an organ for liver 
transplant recipients 
is 71.3 percent, ac-
cording to the 
United Network for 
Organ Sharing. 

Valtorcitabine 
Effectively 

Suppresses HBV 
DNA Levels in 
Early Studies  
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Male Gender, 
Old Age and 
Basal Core-
Promoter 
Mutation 

Increase Cancer 
Risk  

The Longer 
Patients Take 
Adefovir, the 

Better the 
Response 

Researchers who fol-
lowed 309 hepatitis 
B patients who re-
ceived adefovir for 
144 weeks found 
that the longer the 
patients received 
adefovir, the better 
their chances of de-
veloping the “e” an-
tibody and achieving 
normal ALT and un-
detectable viral load, 
according to a report 
presented at the 
European Associa-
tion for the Study of 
the Liver (EASL). 
  About 91% of pa-
tients experienced 
HBeAg seroconver-
sion, which endured 
even after treatment 
ended. As treatment 
continued, an in-
creasing numbers of 
patients achieving 
undetectable HBV 
DNA and normal 
ALT.  

paring pradefovir in 
combination with ade-
fovir are currently un-
derway. 
 

Writing in the June 
2005 issue of Liver 
International, a team 
of Taiwanese re-
searchers reported 
that old age and the 
presence of a viral 
mutation in the HBV 
called a basal core-
promoter mutation 
together increase the 
risk of cirrhosis and 
liver cancer in 
HBeAg-negative 
hepatitis B patients. 
  This basal core-
promoter HBV mu-
tant might also play 
a role in why men 
more than women 
develop cirrhosis 
and liver cancer, the 
authors noted. 
  The researchers ex-
amined the virus of 
174 HBeAg-negative 
chronic hepatitis B 
patients. 
  Male patients older 
than 50 who had the 
HBV mutation had a 
higher rate of liver 
damage and cancer. 

Pradefovir 
(Remofovir) 

Shows Promise 
in Early Phase I 

Studies  

The antiviral pradefovir 
(formerly remofovir) is 
a promising antiviral 
that appears to be far 
less toxic to the kid-
neys than the antiviral 
adefovir. 
  A Phase I study was 
performed on 40 pa-
tients (65% of whom 
were of Asian origin), 
with ALT levels rang-
ing from slightly above 
normal to twice normal 
levels, detectable HBV 
DNA, and either posi-
tive or negative for 
HBeAg. The group was 
given 5, 10, 30 or 60 
mg/day of pradofovir 
or placebo for 28 days, 
and followed for 12 
weeks after. 
  HBV DNA declines 
ranged from 100-fold 
at doses of 5 mg/day to 
nearly 1,000-fold at 60 
mg/day. Side effects 
were mild. The most 
frequently reported ad-
verse event was a head-
ache. 
  Researchers reported 
pradofovir was safe, 
well tolerated, and in-
duced significant de-
creases in viral load. 
Phase II studies com-

Lamivudine 
May Hurt 
Children’s 

Pancreas and 
Ability to 

Process Sugar  

The most common toxic 
side effect from the anti-
viral lamivudine is pan-
creatitis, in which the 
ability to process glucose 
(sugar) is impaired. Turk-
ish researchers followed 
23 children, eight of 
whom were treated with 
lamivudine, to see what 
impact the drug had on 
their glucose metabolism. 
  An oral glucose toler-
ance test was performed 
before and after treat-
ment. After six and 12 
months of the treatment, 
four (18.4%) and eight 
(34.8%) patients had im-
paired glucose tolerance. 
  Researchers found no 
relationship between im-
paired glucose tolerance 
and any other factors, 
such as age or gender or 
liver disease. However, 
insulin concentrations 
were not different be-
tween treated and un-
treated children. 
  Because at least 8.7% of 
the patients had persis-
tently impaired glucose 
tolerance during the first 
year of the therapy, re-
searchers suggest that 
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33% and 13% at week 
24, 31% and 11% at 
week 52, and 29% and 
9% at week 76. 
 

Peg. Interferon-
Lamivudine 
Combo Has 

Slight Edge in 
Long-Term 
Response  

children should be 
screened before lami-
vudine therapy begins. 
 

HIV Patients 
May Need HBV 
Vaccine, Despite 
Presence of Core 

Antibody  

HIV-infected individuals 
who test positive for the 
hepatitis B core antigen 
(anti-HBc) may be pro-
ducing “false positives” 
and still require vaccina-
tion against hepatitis B, 
according to a study pub-
lished in the May 1, 2005, 
issue of The Journal of 
Infectious Diseases. 
  Researchers analyzed the 
response rate in 69 HIV-
infected subjects who 
tested negative for hepatitis 
B surface antigen 
(HBsAg) and antibody 
and were then immunized 
with hepatitis B vaccine. 
  Twenty-nine subjects 
(42%) tested positive for 
anti-HBc and 40 (58%) 
tested negative for anti-
HBc. 
  According to the team, 
the overall response to 
hepatitis B vaccination 
was low (16%) and did not 
differ significantly be-
tween  subjects who tested 
positive for anti-HBc 
(24%) and those who 
tested negative for anti-
HBc (10%) before vacci-
nation. 
  This suggests that testing 
for anti-HBc alone may 
not be reliable in this 
population. 

In a Medscape Expert 
Interview on how to 
treat someone coin-
fected with HIV and 
hepatitis B, David L. 
Thomas, MD, MPH, 
explained his prefer-
ence for tenofovir and 
either lamivudine or 
emtricitabine. “In 
many instances the 
individual's HBV is 
already resistant to 
emtricitabine and/or 
lamivudine, but none-
theless, there is no 
reason not to include 
lamivudine or em-
tricitabine as a part of 
the treatment,” he ex-
plained. 
  “Response rates dra-
matically improve 
when tenofovir is 
added to emtricit-
abine or lamivudine,” 
he added, “but that's 
principally because 
tenofovir is a much 
more potent anti-
hepatitis B drug than 

  A group of Hong Kong 
researchers, writing in 
the May 2005 issue of 
Hepatology, found that 
pegylated interferon and 
lamivudine combination 
treatment has a slight 
advantage over just lami-
vudine in producing a 
sustained response, in-
cluding HBeAg loss and 
low HBV DNA. 
  Forty-eight patients who 
completed 32 weeks of 
peginterferon plus 52 
weeks of lamivudine 
were compared to 47 pa-
tients who completed 52 
weeks of only lami-
vudine. Patients were 
followed for up to three 
years after treatment 
ended. 
  At the end of treatment, 
HBeAg loss occurred in 
63% of patients in the 
combination group and 
28% of patients in the 
lamivudine group. Re-
sponse for the combina-
tion and lamivudine 
groups respectively were 

Doctor: Use 
Tenofovir and 

Lamivudine for 
HBV-HIV 
Coinfected 

Patients  

either emtricitabine 
or lamivudine and has 
a much higher thresh-
old for (preventing) 
resistance.” 
  Dr. Thomas admit-
ted that while there 
are no studies demon-
strating that a drug 
combination that 
combines tenofovir 
with emtricitabine or 
lamivudine would be 
superior to tenofovir 
alone, “…I think that 
the experience that 
we have with treating 
HIV and the experi-
ence we have with 
treating most chronic 
infectious diseases 
suggests that it would 
be advisable, when-
ever possible, to use a 
second drug, espe-
cially when it confers 
very little additional 
toxicity.” 
  When asked if he 
would ever prefer 
adefovir over teno-
fovir, he commented, 
“The only scenario in 
which I can see ade-
fovir being preferred 
to tenofovir is when 
you don't want to 
treat HIV, and in that 
situation entecavir 
now may represent 
another, superior al-
ternative. Personally, 
I don't see adefovir 
playing a major role 
in the treatment of 
chronic hepatitis B 
infection in HIV-
infected individuals.” 
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Entecavir, approved by the 
U.S. Food and Drug Ad-
ministration to treat hepati-
tis B in late March 2005, 
improves patient’s quality 
of life after 48 weeks, ac-
cording to a report pre-
sented to the Digestive 
Disease Week 2005 con-
ference. 
  Entecavir outperformed 
lamivudine in areas of pa-
tient mobility, self-care 
and pain relief. 
  “In this study we found 
that the larger proportion 
of patients on entecavir 
achieved positive quality-
of-life effects, and notably 
for pain and discomfort, 
compared with the lami-
vudine group,” said pre-
senter Jun Su, MD, clinical 
researcher and group man-
ager of  
Bristol-Myers Squibb, 
which markets entecavir. 
 

Entecavir 
Improves 

Quality of Life 
More so Than 
Lamivudine  

Peg Interferon 
Effective in 

Treating HBeAg-
Negative HBV 

  Another surprise finding, 
was that HIV and hepatitis 
C coinfected people were 
less likely to develop hepa-
titis B antibodies after im-
munization than were 
those injected with HIV 
alone. 
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HBV FACTSHEETS 

A German researcher, 
writing in the May 2005 
issue of Hepatology, com-
pared the success of peg 
interferon plus placebo, 
peg interferon + lami-
vudine, and lamivudine 
alone respectively in 177, 
179, and 181 patients with 
HBeAg-neg chronic HBV. 
  Patients were treated for 
48 weeks and followed for 
24 more weeks. The per-
centage of patients with 
normal ALT and undetect-
able HBV was signifi-
cantly higher with peg in-
terferon (59% and 43% 
respectively) and peg inter-
feron plus lamivudine 
(60% and 44%) than with 
just lamivudine (44% and 
29%). 
  Rates of sustained sup-
pression of HBV DNA to 
below 400 copies per mil-
liliter were 19% with just 
interferon, 20% with com-
bination therapy, and 7% 
with lamivudine. 
  Loss of surface antigen 
occurred in 12 patients in 
the two interferon groups. 
  Patients with HBeAg-
negative chronic hepatitis 
B had significantly higher 
rates of response, sustained 
for 24 weeks after treat-
ment ended, with peg in-
terferon than with lami-
vudine. 


