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Viral Resistance
to Adefovir
Found in Eight
Patients, with
Severe Qutcomes

A study of eight male
patients who had poor
response to the antivi-
ral drug adefovir
(Hepsera), found the
patients developed viral
resistance to adefovir
within two years and
experienced areturn of
liver damage. While
thisisasmall study, it
isthefirst time that sig-
nificant resistance to
adefovir hasbeen re-
ported.

Some hepatitis B vi-
rus (HBV) have genetic
mutations that allow
them to replicate de-
spite antiviral treat-
ment. Antivirals are
designed to disrupt the
virus genetic material
to slow or stop viral
replication. However,
early studies of ade-
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fovir found few signs
of rapid viral resistance
to the drug.

But this report, spear-
headed by University
of Michigan research-
ers and published in the
September 2005 issue
of the Journal of Hepa-
tology, found these pa-
tients HBV had muta-
tions that allowed them
to replicate despite ade-
fovir treatment. The
patients' viral load
(HBV DNA) increased,
asdid their levels of
alanine aminotransami-
nase (ALT), an enzyme
released by damaged
liver cells.

The men had been
treated with adefovir
for just oneto two
years when their viral
load and ALT levels
began to rise. The fail-
ure of the antiviral and
repid rebound of HBV
produced severe liver
damage in two men,
and one died.

“ Salvage therapy with
lamivudine, entecavir
or tenofovir (antivirals)
was given to seven pa-
tients and a (three-fold)
reduction in HBV
DNA was seen in three
patients,” researchers
wrote. “In conclusion,
adefovir resistance can
be associated with sig-
nificant viral rebound
and hepatic decompen-
sation, which may be
fatal.”

Drug Used to
Treat Sinus
Infections May
Put HBV Patients
at Risk

Levofloxacin
(Levaquin), apill used
to treat adults with si-

nus, lung and urinary
bacterial infections,
may cause liver dam-
ageor falurein pa
tients with chronic
hepatitis B, according
to areport in the Au-
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gust 2005 issue of The
Annals of Pharmaco-
therapy.

Turkish researchers
reported on a 55 year-
old woman who was
hospitalized with se-
vere liver damage. She
had taken levofloxacin
(500 mg daily for 10
days) for an upper res-
piratory infection. She
had chronic hepatitis B,
which had been asymp-
tomatic for at least 10
years.

The woman died 12
weeks later from liver
failure. Doctors identi-
fied “levofloxacin-
induced fulminant he-
patic failure,” asthe
cause.

“We believethat, in
our patient, therela-
tionship between
levofloxacin and her
illnessis clear because
of the negative results
in the etiological stud-
ies, the short time be-
tween the drug's ad-
ministration and the
development of dis-
ease, and the patho-
logic findings sugges-
tive of drug-induced
hepatitis,” they wrote.
“Clinicians should be
aware of the possibility
of severe hepatic injury
associated with
levofloxacin when pre-
scribing this drug.”

SuPPaHI?HnJ{Ei

Doctors Push for
Better Screening
of Donor Blood

for “Occult” HBV

Current screening for
HBV in donated blood
may be inadequate, ac-
cording to a group of
Taiwanese researchers
writing in the Septem-
ber 2005 issue of the
Journal of Hepatology,
because some donated
blood contains HBV
DNA, even though it
tests negative for the
surface antigen
(HBsAQ).

The researchers found
donor blood with
“occult” HBV
(containing HBV DNA
but no HBSAQ) in-
fected the recipients,
even patients who had
been vaccinated against
hepatitis B before they
received the tainted
blood.

Researchers tested
327 patients for six
months after they re-
ceived transfusion.

Five (1.5%) developed
HBV one week after
transfusion. Three of
the infected were chil-
dren who had been vac-
cinated and had devel-
oped surface antibodies
from the vaccine.
These vaccinated chil-
dren cleared the infec-
tion, but they devel-
oped core antibodies,
which indicates a past
infection.

“Qur findings sug-
gested the possibility
that occult HBV infec-
tion was transmissible
by transfusion,” the
researchers wrote.
“Moreover, some vac-
cinated children with
anti-HBs (surface anti-
bodies) were still sus-
ceptible.”

This blood donor in-
fection rate may be
higher in Taiwan than
other countries, due to
the high rate of HBV
infection there.

“Therefore, despite
active immunization,
sensitive screening as-
saysfor occult HBV
infection such as nu-
cleic acid amplification
test could be consid-
ered in endemic areas,”
they concluded.

What Is the Dif-
ference Between
Precore and Core
Promoter HBV

Mutations?

Writing in Medscape
Gastroenterolgy’ s “ Ask
the Experts Column,”
doctors addressed the
difference between pre-
core and core promoter
HBV mutations, which
are quite commonin
chronically infected
adults.

HBV have a 10-fold
higher mutation rate
than other DNA vi-

ruses. Because of this
weak genetic
“blueprint,” HBV eas-
ily mutate to evade the
body’ s attacking anti-
bodies.

These two common
mutations allow the
virusto replicate with-
out secreting the “e”
(HBeAg) antigen,
which in turn allows it
to avoid attracting “€”
antibodies. A patient
with either mutation
may have the“¢e” anti-
body, but will also
have high viral load
(HBV DNA) and possi-
ble high ALT levels.

Precore mutant HBV
have a mutation in the
virus' precore region,
which prevents HBeAg
production, and is
found in regions where
genotypes B, C, and D
are predominant, such
as Asiaand the Medi-
terranean area, where it
can be detected in more
than half of all people
with chronic hepatitis
B. Itissignificantly
less prevalent in North
Americaand Europe,
where genotype A is
more common.

Infection with the pre-
core mutated HBV
does not necessarily
cause accelerated liver
damage, according to
the experts.

In contrast, core pro-
moter mutants appar-
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ently have the ability to
rapidly replicate with-
out HBeAg, causing a
higher viral load in the
liver, “which triggers
liver damage directly
or indirectly through
the immune response.”
The liver damage that
ensues from high viral
load and the immune
system’s effort to at-
tack the infected liver
cells can lead to cirrho-
sisand liver cancer.

As opposed to precore
variants, core promoter
variants can be de-
tected in patients who
are either HBeAg-
positive or —negative,
the researchers wrote.
“The prevalence of the
core promoter variant
is about 40%; itis
evenly distributed
among the magjor HBV
genotypes.”

Telbivudine
Alone Works as
Well as When
Combined with
Lamivudine

A study, published in
the August 2005 issue
of Gastroenterology,
found treatment with
just telbivudine was as
effective as a combina-
tion of telbivudine and
lamivudine (Epivir-
HBV).

A randomized, dou-
ble-blind, multicenter
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trial compared the
safety and effectiveness
of telbivudine alone at
two different doses,
against lamivudine
aone, or acombination
of two different doses
of telbivudine plus
lamivudine in 104
HBeAg-positive adults.

After 52 weeks, the
drugs reduced HBV
DNA in the following
ways:

e Withjust lami-
vudine, HBV DNA
dropped 4.6-fold.

e Withtelbivudine at
400 mg daily, the
drop was 6.43-fold.

e With telbivudine at
600 mg daily, the
drop was 6.09-fold

e The combination of
telbivudine at 400
mg plus lamivudine
produced a 6.40-
fold reduction

e Andthe combina-
tion of telbivudine
at 600mg plus lami-
vudine produed a
6.05-fold decline.

At week 52, telbivudine
aone showed asignifi-
cantly greater reduction
in HBV DNA and nor-
madization of ALT levels
(86% vs 63% in the lami-
vudine-only group) and
greater HBeAg serocon-
verson (31%vs22%in
the lamivudine group)
and lessvira resurgence.

The combination of
telbivudine and lami-
vudine did not produce
better results than tel bi-
vudine alone. Phase 11
clinical trials of telbi-
vudine are continuing.

Stopping
Lamivudine after
HBeAg Serocon-
version May Be
Good for Some
Patients

Doctors have long
grappled with when to
stop lamivudine treat-
ment in patients who
clear HBeAg and pro-
duce “€” antibodies to
avoid development of
viral resistance to the
antiviral.

South Korean re-
searchers, writing in
the November 2005
issue of the Journal of
Medical Virology, sug-
gest that stopping lami-
vudine after serocon-
version may be good
for afew select pa-
tients.

Researchers studied
and compared 38 pa-
tients who continued
lamivudine after sero-
conversion, with 35
who stopped treatment
over one year. They
found no differencein
the rate of HBV DNA
rebound and liver dam-
age in the two groups.

However, six patients
in the group that
stopped treatment de-
veloped severe liver
damage. For them, un-
healthy bilirubin levels
was a predictor of
whether liver damage
would ensue when
treatment stopped.

“This study suggests
that discontinuation of
lamivudine may be an
option in older patients
with normal bilirubin
level,” they concluded.

Lamivudine
Could Be
Effective in
Patients with
Severe Liver
Damage

Using antiviralsin pa-
tients with severe liver
damage and scarring
(decompensated cirrho-
sis) has been consid-
ered risky. Recently, a
team of researchers
treated 17 patients for
about two years, 12 had
Child class B liver
damage and five had
Child class C.

Writing in the Octo-
ber 2005 Journal of
Gastroenterology and
Hepatology, the re-
searchers reported that
10 of the 17 patients
(58.2%) responded
well to lamivudine
treatment. As expected,
Six patients developed
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viral resistance, but
improvement in liver
health was observed
in nine of 10 patients
who responded to the
treatment, and six of
the patients whose
HBV DNA levels
rebounded despite
treatment.

HBeA(g seroconver-
sion was achieved in
five of 13 HBeAg-
positive patients at
the last follow up and
during the follow-up
period.

“Long-term admini-
stration of lami-
vudine for patients
with decompensated
cirrhosisis effec-
tive,” the researchers
asserted. “Earlier
lamivudine admini-
stration in Child
class B patients led
to improved clinical
outcomes.”

An Endorse-
ment for Pegy-
lated Interferon
as First-Line
Treatment in
Asians

Hong Kong re-
searchers have evalu-
ated pegylated inter-
feron and recom-
mend that asix-
month treatment
regimen should be
“considered as one of
the first-line thera-
peutic options for
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hepatitis B virus infec-
tion.”

Writing in the Sep-
tember 2005 issue of
the journal of Alimen-
tary Pharmacology and
Therapeutics, there-
searchers analyzed data
from four published
studies, three included
predominantly Asian
patients.

“Peginterferonis
found to be superior to
lamivudine monother-
apy and induced sus-
tained biochemical and
virological responsesin
about one-thirds of pa-
tients after 12 months
of therapy,” they wrote.

Indian Research-
ers Find Lami-
vudine-Interferon
Sequential Treat-
ment Beneficial

Indian researchers
found 80% of HBeAg-
positive patients with
elevated ALT levels
benefited from sequen-
tial therapy with lami-
vudine and conven-
tional interferon and
sustained their good
responses, while only
20% of those treated
with just lamivudine
achieved similar re-
sults.

Writing in the Ameri-
can Journal of Gastro-
enterology, the re-
searchers described
treating two groups of

75 patients. One group
was treated with only
lamivudine for 52
weeks. The other was
treated with lamivudine
for one year, with inter-
feron added for 16
weeks starting at week
8.

At week 52, HBeAg
loss occurred in 15
(39.5%) of the group
receiving lamivudine
and interferon (Group
A), and in 14 (37.8%)
in those treated with
just lamivudine (Group
B), meanwhile HBeAg
loss, anti-HBe appear-
ance, and undetectable
HBV DNA levelswere
seen in 26.3% and
13.5% respectively.

Nine of 10 (90%) pa-
tientsin group A and
one of five (20%) in
group B maintained the
response through week
76. At week 76, five
additional patientsin
group A and threein
group B achieved
HBeAG seroconver-
sion and undetectable
HBV DNA.

At week 76, undetect-
able HBV DNA was
seen in 39.5% and
16.2% in groups A and
B, respectively. Normal
ALT wasseenin
47.7% and 40.5% at
week 52 and ALT was
normal in 39.5% and
13.5% at week 76 in
groups A and B, re-
spectively.
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“Our results demon-
strate that sequential
therapy is superior to
lamivudine monother-
apy in achieving sus-
tained seroconversion,
ALT normalization,
and HBV DNA loss.
Compared to 80% with
sequential therapy,
only 20% Indian pa-
tients with CHB did not
relapse after stopping
lamivudine monother-
apy,” they wrote.

Expert Opinion:
How to Treat
Hepatitis B and C
Coinfections

Two leading Stanford
University School of
Medicine gastroen-
terologists, Seth D.
Crockett and Emmet B.
Keeffe, recently wrote
how to treat patients
coinfected with hepati-
tisB and C. In coin-
fected patients, often
one virus will become
the “dominant” virus.

Once screening for
liver health and viral
genotype is completed,
patients should be
treated only if liver
damageis occurring. In
patients with HCV -
dominant disease, pe-
gylated interferon and
the antiviral ribavirin
are recommended.

In patients with active
hepatitis B infections,
pegylated interferon
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alone or with lami-
vudine should be
considered.

“Additional studies
are required before
adefovir or entecavir
can be recommended
in this patient popu-
lation, but regimens
containing these
agents may be useful
on a case-by-case
basis in patients with
HBV-dominant dis-
ease,” the physicians
wrote.

What’s the Best
Treatment for
Hepatitis B and
HIV Coin-
fected?
Tenofovir

Researchers at
Johns Hopkins Uni-
versity, writing in the
Oct. 1 issue of the
journal of Clinical
I nfectious Diseases,
advocate the use of
the antiviral teno-
fovir to treat patients
coinfected with hepa-
titisB and HIV. Ten-
ofovir has not yet
been approved by the
U.S. Food and Drug
Administration for
treatment of hepatitis
B.

“Clearly, the
strength of our rec-
ommendation for the
use of tenofovir DF
would be much
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greater if the drug had
been licensed for the
treatment of chronic
hepatitis B, but the use
of tenofovir DF is eas-
ily justified in light of
available data,” the
study’ s authors con-
tend.

“Furthermore, with
the commercial avail-
ability of tenofovir
DFemtricitabine, asin-
gle pill that is part of an
HIV regimen can be
used for hepatitis B
treatment, providing
two agents with dual
activity against HIV
and HBV.”

Until there are better
data to support this rec-
ommendation, the au-
thors suggest, “The
best approach to the
treatment of chronic
hepatitisB in HIV-
infected persons will
require thinking
“outside the black
box,” and in particular,
coupling the available
data on the treatment of
chronic hepatitisB in
persons without HIV
infection with sound
clinical judgment.”

Health Officials
Push for
Universal Adult
Hepatitis B
Immunization

Health officialsarein-
creasingly calling for

hepatitis B immuniza-
tion of all adults, and
they plan to ask the
Centersfor Disease
Control and Preven-
tion's Advisory Com-
mittee on Immuniza-
tion Practices (ACIP)
to recommend its vac-
cinefor al adults at its
next meeting in late
October, according to a
Sept. 26 report in the
American Medical
News.

Currently, CDC pro-
motes immunization
for adultsin prison,
men who have sex with
men and people with
multiple sex partners.
The change is needed
because of the addi-
tional timeit takesto
screen patients for
hepatitis B.

“Discussing sensitive
lifestyleissues (e.g.,
hepatitis A and sexual
preferences and prac-
tices, needle use and
other drug use) and re-
viewing 10 screening
guestions with one's
patients are not the na-
tion's possible within
the time alotted for a
visit to most the physi-
cian's office,” Immuni-
zation Action Coadlition
officias wrote.

In addition, taking a
sex history can open a
Pandora's box of sensi-
tive personal issues that
may require special
training to help patients
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sort through, and pa-
tients often do not want
their risk behaviors re-
corded in medical re-
cords that could be
used by insurers.

The Migrant Clini-
cians Network also
urged ACIP to broaden
its recommendation.
“Basing the need for
hepatitis B vaccination
on sexual risk also per-
petuates the stigma
around hepatitis, rather
than promoting the ne-
cessity of current vac-
cinations as routine
preventive health care,”
officials noted.

Some groups said
they would like people
up to age 40 or 50 to
receive the vaccine
while others suggest up
to age 25. Recent in-
creases in the incidence
of hepatitis B among
people ages 20 to 39
and even among those
older than 40 would
suggest that people up
to age 50 should be
vaccinated, wrote Jef-
frey Davis, Wisconsin's
state epidemiologist
for communicable dis-
€ases.

When the hepatitis B
vaccine was intro-
duced, it didn't have the
positive impact that
was expected, said
Jules Dienstag, profes-
sor of medicine at Har-
vard Medical School.
One of the reasons was



WWW.HBVADVOCATE.ORG

that 33% of people
with hepatitis B were
not in any high-risk
group, he said.

Journal Identi-
fies Missed Op-
portunity to
Vaccine Urban
Adults Against
HBV

A survey of young
adultslivingina
Brooklyn community
investigated how ef-
fective hepatitis B
immunization and
prevention efforts
have been in this
high drug use
neighborhood.

Writing in the Sep-
tember 2005 issue of
the Journal of Urban
Health, researchers
say the health system
has missed the boat
in protecting this
population.

Researchers sam-
pled 157 residents
and tested them for
HBsA(Q, surface anti-
bodies, and core anti-
bodies, which show
past infection. They
found evidence of
hepatitis B immuni-
zation in only 19.6%
of study participants.

HBV infection was
higher among those
who had used crack
or injected drugs as
well as among those
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who had bartered sex
for money or drugs.
Medicaid coverage was
linked to lower infec-
tion rates and higher
rates of immunization.

“ Although adol escent
hepatitis B immuniza-
tion has been apublic
health priority in the
United States since
1995, nearly three-
quarters of young
adults in this commu-
nity did not have sero-
logical evidence of be-
ing either exposed or
immunized,” the au-
thors concluded.

HIV Viral Load,
Not CD4 Cell
Count, Predicts
Success of Hepa-
titis B Vaccine

One out of every six
vaccinationsin HIV-
infected people are ef-
fectivein producing
adequate antibody pro-
tection against hepatitis
B infection, according
to areport in the Oct. 1
issue of the journal of
Clinical Infectious Dis-
€ases.

HBV-HIV coinfection
significantly increases
the death rate in people
with HIV so the search
ison for an effective
Immunization to pro-
tect the HIV-infected
from hepatitis B.

Researchers recently
reported that HIV viral
load at the time of the
first and third vaccine
dose administrations
predicted the immuni-
zation’ s SUCCEess.

No significant differ-
ence in CD4 cell count
was found in those who
responded well to the
vaccine, contradicting
an earlier study that
suggested that CD4 cell
count played arolein
the response to the vac-
cine.

Researchers now say
immunization works
when the HIV viral
load is below 400 cop-
ies/ml at the time of
vaccination.

Latest Study Un-
decided about
Milk Thistle’s Ef-
fectiveness

A major review of
studies that examined
the effectiveness of the
herbal supplement milk
thistle in patients with
hepatitis B or C and/or
alcoholic liver disease
found it “does not seem
to significantly influ-
ence the course of pa-
tients with alcoholic
and/or hepatitisB or C
liver diseases.”

Researchers, writing
in the September 2005
issue of the American
Journal of Gastroen-

terology, assessed the
benefit and potential
harm from milk thistle
by reviewing 13 clini-
cal triasthat involved
915 patients with viral
hepatitis or alcoholic
liver disease.

Death from liver fail-
ure was significantly
reduced by milk thistle
inall trials, they found,
but not in scientifically
high-quality trials.

In high-caliber trials,
the supplement did not
“significantly influence
the course of patients
with acoholic and/or
hepatitis B or C liver
diseases.

Researchers pushed
for impartial, random-
ized clinical trials that
compared milk thistle
to aplacebo to investi-
gate the supplement’s
true impact on hepatitis

B and C.



