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Sequential
Interferon and
Lamivudine
Treatment
Achieves
Sustained
Seroconversion

A team of Indian doc-
tors, writing in the No-
vember 2005 issue of the
American Journal of
Gastroenterology, report
that sequentid trestment
—adminigering inter-
feronfor 16 weeks dur-
ing a53-week course of
lamivudine (Epivir-
HBV) trestment —pro-
duced better resultsthan
using just lamivudinein
patients with the hepatitis
B “& antigen (HBeAQ).

Theresearchersfrom
New Dehi treated 75
HBeAg-positive patients
with lamivudinefor 52
weeks. After eight weeks
of lamivudine, they
added interferon dpha
treatment to the treatment
regimen of 37 patients
for 16 weeks.
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After 52 weeks, equa
numbers of paientsin
both groups (38%) lost
HBeAg. HBeAg loss, the
gppearance of the“ e’
antibody (anti-Hbe), and
undetectable HBV DNA
(vird load) occurred in
26.3% of the group that
asorecaived interferon,
and 13.5% of the lami-
vudine-only group.

However, efter 76
weeks, 80% of the pa-
tientswho received the
sequentid treatment of
lamivudine and inter-
feron sustained their loss
of HBeAg, compared to
20% of the patientswho
received only lami-
vudine.

Doctors Still
Can’t Predict
Who Will
Respond to
Pegylated
Interferon

Despite ongoing re-
search, doctors have
found no clues—includ-
ing age, vird load, or

danine aminotransferase
(ALT) levels—that indi-
cate who will or won't
respond to pegylated in-
terferon treatment. Ina
recent study, doctorsfol-
lowed 177 patientswith
HBeAg-negative hepati-
tis up to 96 weeks after
they were treated with
pegylated interferon
(Pegasys) for clues about
what factors might indi-
cate asuccesstul re-

sponse.

The researchers, report-
ing at the AASLD 2005
conference, took into
condderation race, gen-
der, age, body weight,
genotype, basdine ALT
and HBV DNA, and ulti-
mately what HBV DNA
was at the end of treet-
ment.

Doctors concluded that
therewasno clear, pre-
dictor of sustained re-
sponse to pegylated inter-
feron. However, patients
who had ahigh ALT
levd at the beginning of
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treatment, or who were
infected with hepatitis B
virus (HBV) genotype C
had adightly better
chance of improvement.
HBV DNA levesat the
beginning or end of treat-
ment did not indicate
whether apatient would

respond.

Interferon Helps
Some HBeAg-
Positive
Patients Who
Were Infected at
Birth

A team of South Ko-
rean rescarchersfollowed
46 HBeAg-positive adult
patients trested with con-
ventiond interferon to
see what effect thedrug
would have on the pa
tientswho had al been
infected at birth.

Writing in the Novem-
ber 2005 issue of the
Journal of Infection, the
researchers attempted to
discernif interferon pro-
duced asugtained re-
sponsein thisgroup.
About 35% (16 of 46)
lost HBeAg and achieved
norma ALT levelsini-
tidly, but ultimately only
22% (10 patients)
achieved asustained re-
Sponse after ayear.

The researchers suggest
that age below 35 years
old and devated ALT
levels at start of trestment
may contribute to treat-
ment successinthis
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group.

Viral Fluctua-
tions Make HCV-
HBV Co-infection
Difficult to
Diagnose and
Treat

A group of Itdianre-
searchersfollowed 133
patients who had tested
positivefor infections by
both hepatitis B virus
(HBV) and hepatitisC
virus (HCV) for one year
to seehow HBV and
HCV vird loads varied.

In many coinfection
cases, HCV may bethe
dominant vird infection
and consequently may
mask or make identifica-
tion of an HBV infection
difficult.

In the group, according
to areport in the Journal
of Hepatitis, activeinfec-
tion with both HBV and
HCV wasrevededin 24
cases, inactiveinfection
by both viruses was seen
in 15 cases, active HBV
(withinactive HCV in-
fection) wasidentified in
15 cases, and inective
HBV (active HCV) was
seenin 49 cases.

However, 32 patients
(31%) had dynamically
fluctuating HBV and
HCV leves, which made
getting acorrect diagno-
ssof HBV and HCV
infectionsimpossible,
unlessthese patients
were tested frequently.

The researchers recom-

mend more testing for
both virusesin coinfected
patientsin order to
achieve correct diagnoses
and treatment.

Viral Mutations
Found to Occur
in Children with
Low Viral Loads

Chineseresearchers
compared the genetic
make-up of HBV in 15
HBV -infected mothersto
that of their infected chil-
drento seeif vird load
(theamount of HBV in
their bloodstream) &f -
fected theway that HBV
changesits genetic struc-
ture and mutates to evade
the body’ simmune de-
fenses.

Reporting in the Janu-
ary 2006 issue of the
Journal of Infectious Dis-
eases, theresearchers
looked carefully at the
molecular sequence of
thevirusand the
“evolutionary differ-
ences’ inthe“pre-§/S
gene’ between mother
and child.

Surprisingly, they
found mutationsin pa-
tientswith low vird
|oads were much more
frequent than in patients
with high viral loadsand
were not related to age.

They concluded that
vird “mutations are re-
lated to virusload and
HBeAg seroconverson,

irrespective of age.”
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Overlapping
Lamivudine and
Interferon
Achieve
Limited, Long-
Term Results

Researchers continue to
search for theformula
and sequence of inter-
feron and antiviralstreet-
ment that may prove
most effective against
hepatitis B. In arecent
report published in the
January 2006 issue of the
Journal of Alimentary
Pharmacology & Thera-
peutics, ateam of doctors
tried overlapping treat-
ment with lamivudine
and interferonin 36
HBeAg-negative pa-
tients.

Lamivudine was ad-
ministered from 1to 12
months and conventional
interferon from 7 to 18
months. A control group
of 36 patientswas given
only interferon.

Norma ALT levesand
undetectable HBV DNA
was observed in 30.6%
of lamivudine-interferon-
treated and 8.3% of inter-
feron-treated patients at
the end of treatment.
However, 12 months af-
ter treatment ended, 8.3%
of the lamivudine-
interferon group had sus-
tained norma ALT and
undetectable vird load,
while none of theinter-
feron-control group had
sustained that result.
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More Research
Needed on How
HBV Genotypes
Respond to
Treatment

Do different HBV
strains or genotypes
respond differently to
antivirals or interferon?
A report published in
the December 2005
issue of Liver Interna-
tional examined pub-
lished datato find the
most effective treat-
ment for each geno-

type.

Each of HBV’ s eight
identified genotypes
has distinct geographi-
cal and ethnic distribu-
tion. Genotypes A and
D occur frequently in
Africa, Europe, and
India, while genotypes
B and C are prevalent
in Asia. GenotypeE is
restricted to West Af-
rica, and genotype F is
found in Central and
South America

To date, it appears
that patients with geno-
types A and B experi-
ence a more sustained
response to conven-
tional interferon than
those with genotypes C
and D. However, itis
not yet clear which
genotype responds well
to to pegylated inter-
feron.

To date, it appears
that all genotypes re-
spond equally to antivi-
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rals. However, no one
knows what impact
genotype subgroups, or
infection with more
than one HBV geno-
type, have on treatment
effectiveness.

The researchers con-
cluded, “Remarkable
clinical and pathogenic
differences do exist
among HBV geno-
types’; however addi-
tional research isur-
gently needed.

Older Age and
Lamivudine
Resistance
Increase Odds
of Adefovir
Resistance

A team of University of
Michigan researchers,
writing in the November
2005 Journal of Hepatol-
ogy, tracked 43 patients
treated with adefovir
(Hepserd) for an average
of 18 monthsto deter-
minetherate of vira re-
sstanceto the antivird.

About 44% of the pa-
tients—most of whom
had high ALT levelsand
were HBeAg negative—
initialy responded well
to adefovir. Six (14%)
patients were found to
have adefovir-resistant
mutations. After two
years of trestment, on
average about 22% of
patients developed vird
res stance to adefovir.

Patients with adefovir
resistance were more
likely to have been
switched from lami-
vudineto adefovir, to be
older, and to beinfected

with HBV genotype D.

“Our data suggest that
[a] combination of lami-
vudine and adefovir may
prevent emergence of
adefovir-resstancein
patients with lamivudine-
ressant HBV,” they
concluded.

HBeAg and HBx
Proteins Indicate
Increased Risk

of Cirrhosis

Researchers, writing
in Liver International,
reported that hepatitis
B patients with high
levels of HBeAg and
the hepatitis B x pro-
tein are at significantly
higher risk of cirrho-
Sis.

They measured and
analyzed HBV DNA
levelsin liver tissue,
HBV antigens and
liver health in 216 pa-
tients — instead of
measuring HBV DNA
and antigens in blood
samples.

They found that the
“expression” or pres-
ence of HBeAg and
HBXx protein was
higher in patients with
cirrhosis than in those
without cirrhosis.

Health Officials
Urge Universal
HBV Vaccination
of Correction
Workers

Public hedth research-
ers, writing in the No-
vember issue of the
American Journal of In-
fection Control, analyzed
vaccination rates among
hedth workersin three
correctiona centersand
found protection against
the bloodborne disease
wanting.

They surveyed 411
workers, 64% of whom
had been vaccinated.
Vaccination rates varied
by state and by job cate-
gory. About 8.6% of
clinica workersreported
needle icks while treat-
ing inmates within the
past Sx months.

Among clinica staff,
vaccingtion varied de-
pending on medica de-
gree (RN or MD) and
race.

ACIP Promotes
Stricter HBV Im-
munization for
Newborns and
Kids at Risk

With only half of in-
fantsbornto HBV-
positive women being
vaccinated againgt hepa:
titisB intimeto prevent
infection, the Centersfor
Disease Control and Pre-
vention's Advisory Com-
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mittee on Immunization
Practices has published
stronger recommenda-
tions so every newborn at
risk isimmunized against
theinfection at birth, ac-
cording to the Dec. 23,
2005 issue of the Mor-
bidity and Mortality

Weekly Report.

The committee dso
recommended that doc-
tors and school hedlth
officidsreview immuni-
zation records of children
andteensages 11to 19
who were born in coun-
trieswith high rates of
HBV infection, to ensure
they have been vacci-
nated.

Some vaccine advo-
catessay ACIP srecom-
mendations should have
included HBV immuni-
zation for al adults be-
causethevirusiseasly
transmitted during unsafe
EX.

Without HBV
Vaccination,
64.8 Million
Would Become
Infected World-
wide

CDC researchers, writ-
ing in the Inter national
Journal of Epidemiology,
designed amathematical
mode to caculate the
impact of hepatitisB in-
fection and immuniza-
tion.

They measured the -
fectiveness of hepdtitis B
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vaccination with and
without administration of
thefirst dose of vaccine
within 24 hours of birth
to prevent mother-to-
child infection.

During 2000, research-
ersestimated that
620,000 people died
worldwide from HBV-
related causes: 580,000
(94%) from chronicin-
fection-related cirrhosis
and liver cancer and
40,000 (6%) from acute
hepatitis B.

Based on their modd,
researchers estimated that
without vaccination, 64.8
million would become
HBV-infected and 1.4
million would die from
HBV-rlated disease.
Infections acquired at
birth, during early child-
hood (younger than 5
yearsold), and & 5 years
of age accounted for
21%, 48% and 31% of
deaths, respectively.

Vaccinaing at least
90% of infants world-
wide at birth would pre-
vent 84% of globd
HBV-rdated desths, they
concluded.

Liver-Related
Deaths Increase
Among Hepatitis-
HIV Co-infected
Patients

A study of 11,000 HIV-
infected patientsreveds
increased liver-related
death ratesin patients co-
infected with HBV

and/or HCV since antivi-
ral drugs were made
available, accordingto a
report in the Dec. 2, 2005
issue of AIDS

Theinvestigatorsre-
ported that dthough the
death rate from liver-
related disease fdll after
the introduction of potent
anti-HIV treatment, there
was asgnificant increase
in death rates among the
hepdtitis-HIV co-
infected.

They found that HIV
patients with hepatitis B
had an dmost threefold
increased risk of death
from liver disease, and
thosewith HCV experi-
enced afive-foldin-
creased risk of liver dis-
ease-related desth.

More Endorse-
ments for
Emtricitabine
for HIV-HBV
Coinfected

An aticleinthe Janu-
ary 2006 issue of the
Journal of Clinical Infec-
tious Diseases endorsed
the effectiveness of em-
tricitabine (FTC), anew
antivira, againg both
HIV and HBV.

Thedrugisvery smilar
to lamivudine, but it per-
forms better than lami-
vudine when combined
with other medications.

Although emtricitabine
has not been approved

for usein patients coin-
fected with HIV and
HBV by the U.S. Food
and Drug Administra-
tion, recent treatment
guiddinesfor trestment
of HIV by both the Inter-
nationa AIDS Society
and U.S. Department of
Hedlth and Human Ser-
vices placed emtricit-
abine, in combination
with tenofovir, dida
nosine, or zidovudine, in
the “preferred category”
for patientsreceiving
antiretrovird therapy.





