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Global Hepatitis B
Study Finds Telbi-
vudine Superior
to Lamivudine

A globa study of 1,367
adultsinfected with the
hepatitis B virus (HBV)
found 52 weeks of treet-
ment with the ord antivi-
ral telbivudine reduced
vird load (HBV DNA)
more dramatically than
treatment with the antivi-
ra lamivudine (Epivir
HBV). The study was
presented at the Diges-
tive Diseases Week 2006
inLosAngdesin May
2006.

The declinein vira
load was seen in patients
regardless of their hepati-
tisB “&’ antigen
(HBeAg) datus. In
HBeAg-positive patients
taking telbivudine, HBV
DNA ratesdropped 6.5
fold compared to 5.5-fold
in lamivudine patients.
HBeAg-negetive patients
taking telbivudine
achieved a5.2-fold de-
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clinein HBV circulating
in their bloodstream,
compared to a4.4-fold
declinein the lami-
vudine-treated patients.

Thefindingsarefrom
Phase 3 of the GLOBE
study, which monitors
overdl thergpeutic re-
sponseto antiviras, in-
cluding HBV DNA lev-
els, danine aminotrans-
ferase (ALT) leves
(elevated ALT levesin-
dicatesliver cel damage)
and lossof HBeAgin
patients.

HBeAg-positive pa
tients achieved ahigher
overal responserate
(76%) after one year of
telbivudine, compared to
67% who responded to
lamivudine. HBeAg-
negative patients had
smilar responsesto telbi-
vudine and lamivudine
(75% vs. 77% respec-
tively).

Researchers reported
ggnificantly lessvira
res stance to telbivudine

than lamivudine.

Tebivudine was asso-
ciated with fewer and
less severeflares or sud-
denincreasssin ALT
levelsthan lamivudine.

A fina report from the
GLOBE trid is expected
later thisyear. The study
includes patients from 20
countries, and isthelarg-
est hepatitis B trid ever
conducted.

The U.S. Food and
Drug Adminigtration
(FDA) hasnot yet ap-
proved telbivudine for
treatment of hepatitis B.

Telbivudine Also
More Effective
than Adefovir at
Week 24 in
HBeAg-Positive
Patients

Tebivudine proved
more effective than the
antivird adefovir
(Hepsera) after 24 weeks
of treatment in HBeAg-
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positive patients, accord-
ing to areport pre-
sented at the 41% An-
nual Meeting of the
European Association
for the Study of the
Liver (EASL) in Vi-
enna.

In the study, 90 pa-
tients received adefovir
and 45 received telbi-
vudine (600 mg/day).
At Week 24, half of the
adefovir group was
switched to telbivudine
and the other half re-
mained on adefovir.
Patients who originally
started on telbivudine
remained on the antivi-
ral.

Telbivudine proved to
be superior to adefovir
in lowering viral load
at Week 24 (6.3-fold vs
4.9-fold respectively).
The percentage of pa-
tients with undetectable
HBV DNA was 38.6%
vs 12.4% for telbi-
vudine and adefovir
respectively. In addi-
tion, more patients re-
sponded to telbivudine
than adefovir.

The proportion of pa-
tients who achieved
normal ALT was not
significantly different
between the groups at
Week 24. However, a
greater percentage lost
HBeAg with telbi-
vudine (16%) com-
pared to adefovir
(10%) at Week 24.

SuFFaHI?HnJ{Ei

Patients with
Lamivudine Re-
sistance Develop
Adefovir Resis-
tance Faster

South K orean research-
ers, writing in the May
2006 issue of Hepatol-
ogy, report that patients
with lamivudine-resistant
HBV may develop vird
restance to adefovir
faster than those without
lamivudine resistance.
Thisissgnificant be-
cause many with lami-
vudineresstance are of -
ten switched to adefovir
before other antivirds are
tried.

The researchers exam-
ined the genetic make-up
of HBV in 57 lami-
vudine-resistant patients
and 38 patients who had
never been treated before
during 48 weeks of ade-
fovir treestment. They
monitored the patients
for increasesin HBV
DNA, which would indi-
cate that the HBV were
ableto ress adefovir and
replicate. Antivirals med-
diewiththevirus ge-
netic materid to prevent
vird replication.

“Theemergenceof ...
[vird] mutationswas
more common in lami-
vudine-resstant patients
than in treetment-naive
patients after 48 weeks of
adefovir therapy and was
associated with reduced
antivird efficacy to drug
treatment,” they reported.

Pegylated Inter-
feron Benefits In-
crease Even After
Treatment Stops

Researchershavere-
ported that 48 weeks of
pegylated interferon
treatment tendsto pro-
duce higher rates of
HBeA(g seroconversion
and lower vird load in
HBeAg-positive patients
than doeslamivudine
treatment alone. Hong
Kong doctors decided to
extend this Sudy to see
how these patients fared
one year after pegylated
interferon treatment
ended.

Researchers, reporting
a the EASL conference,
monitored 172 patients
(most weremaeand
Asan). Six months after
treatment ended, 32% of
patientstreated with in-
terferon achieved
HBeA(g seroconversion
or undetectable HBV
DNA. After one yesr,
45% achieved HBeAg
seroconversion, and 37%
had undetectable vira
load.

Of patients achieving
HBeA(g seroconversion
during treatment or in the
early days after treatment
ended, 91% sustained
this response one year
later and 15% of patients
developed late HBeAg
Seroconverson.

“A dightly higher
HBeA( seroconverson
rate was noted for geno-
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type A compared with
other genotypes,” Dr.
George Lau noted during
his presentation. “In ad-
dition, declinesin HBV
DNA levelswere greater
in patientswith early sus-
tained HBV seroconver-
son,” headded.

Entecavir Re-
duces HBV DNA
and ALT in Lami-
vudine-Resistant
Patients over Two
Years

A two-year study of the
antivira entecavir
(Baraclude) found it
achieved long-termre-
duction of viral load and
normdization of ALT
levelsin patientswho
had failed to respond to
lamivudine, according to
areport presented at the
Digestive Diseases Week
conference.

The study monitored
286 HBeAg-postive pa
tients over 96 weeks.
Some received 1.0
mg/day of entecavir
while others continued
on lamivudine 100
mg/daily and thenfol-
lowed for 96 weeks.
Eighty patientswho re-
sponded but had till not
seroconverted (produced
the“e” antibody) contin-
ued on trestment after the
first year (77 inthe ente-
cavir group and 3inthe
lamivudine group).

Those who completely
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cleared the virus and
those who did not re-
spond sufficiently to
entecavir within the
first year were discon-
tinued from the drug.

During the second
year, 30% of the ente-
cavir group achieved
undetectable HBV
DNA, compared to
only 1% of the lami-
vudine group. Sero-
conversion occurred in
significantly more pa-
tientsin the entecavir
group than the lami-
vudine group (16% vs
4%).

Normalization of
ALT levelswas at-
tained by 85% of the
entecavir group com-
pared to 29% of the
lamivudine group.

Those who continued
on entecavir a second
year reaped additional
benefits. At week 48,
21% of the 77 ente-
cavir-treated patients
achieved viral re-
sponse compared to
40% at week 96. ALT
normalization was
achieved by about an
additional 20% of pa-
tients in the second
year.

Viral resistance de-
veloped in 9% of ente-
cavir patients during
the second year.

SuFFaHI?HnJ{Ei

Entecavir Better
than Lamivudine
in Patients
Treated with an
Antiviral for the
First Time

Another report pre-
sented at the EASL con-
ference determined that
entecavir was more ef-
fective than lamivudine
in patients who had never
been treated with antivi-
rasbefore.

Researchersin Shang-
hai treated 258 patients
with entecavir and 261
patientswith lamivudine
for a least 52 weeks.

About 86% of the pa-
tientswere HBeAg posi-
tive, and dl had high vi-
ral loads and dlevated
ALT leves. Ultimately,
low vird load and nor-
mal ALT was achieved
in 90% of the entecavir
group and 67% of the
lamivudine group.

HBV DNA declinesby
Wesek 48 were 5.9-fold
for entecavir and 4.3-fold
for lamivudine. At Week
48, HBeAg seroconver-
sonwassamilar for ente-
cavir (15%) and lami-
vudine (18%).

Adefovir Resis-
tance Surfaces in
29% of HBeAg-
Negative Patients
after Five Years

Another report pre-
sented a the EASL con-

ference found that only
29% of 123 HBeAg-
negative patients devel-
oped vird resganceto
adefovir after five years
of treatment.

After fiveyears HBV
res stance to adefovir
developed in 29% of pa
tientsand 16% had a
surgein HBV DNA and
11% experienced anin-
creaein ALT levels.

Patient Develops
Dual Viral Resis-
tance to Both
Adefovir and
Lamivudine

South Korean research-
ersatending the EASL
conference reported ona
case of a58 year-old man
with HBeAg-positive
hepatitis B who had been
treated with lamivudine
for 23 months. He devel -
oped vird resstance and
doctors stopped lami-
vudine and switched him
to adefovir.

Within 16 months, he
developed adefovir ress-
tance so doctors added
back lamivudine with
poor results. Researchers
discovered hisHBV had
mutations that could re-
94 both antivirals. Doc-
torsfinaly treated him
with tenofovir, which
suppressed hisvird load.

“Themultipledrug re-
sstant mutation will bea
troublesome question in
the anti-vird therapy for
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hepatitisB,” there-
searchersreported. A
combination of antiviras
or switchingto asingle,
potent antivira will be
required in patientswho
develop multiple-drug
resistance.

New Antiviral
LB80380 Appears
Promising in
HBeAg-positive,
Lamivudine-
Resistant Patients

The experimenta anti-
vird LB80380
(ANA380) appearsto be
safe and effectivein
HBeAg-positive patients
with lamivudine-resistant
HBV, according to the
findings presented at the
EASL conference.

After adminigration,
L B80380 isconverted to
LB80317, anove
guanos ne phosphonate
nucl eotide anal ogue
(antivird) that appears
effective againg lami-
vudine-resistant HBV.

The researchersinvesti-
gated the drug’ s safety
and effectivenessin 65
Asan HBeAg-positive
patientswith lamivudine-
resstant HBV, high vird
loadsand dlevated ALT
levelsin this dose-
ranging study.

Theresearchersre-
ported HBV DNA reduc-

tion in the dose groups
above 90 mg were higher
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than those in the 30 and
60 mg groups, indicating
adose-response effect for
L B80380.

MMWR Study
Finds 24% of
Asian Emigrants
in New York In-
fected with HBV

A report in the May 12
issue of the U.S. Centers
for Disease Control and
Prevention’s Morbidity
and Mortality Weekly
Report reveded an
adarmingly high rate of
chronic HBV infectionin
emigrantsfrom Asian
countriesliving in New
York City.

The aticle, entitled
“Screening for Chronic
Hepatitis B Among
Asav/Pacific Idander
Populations-New Y ork
City, 2005,” detailsa
study by New Y ork Uni-
versty School of Medi-
cineresearcherswho
screened 1,836 people
for HBV. Of the 1,633
persons who had com-
plete demographic infor-
mation, 1,614 (98.8%)
identified acountry in
Asaor the
western Pecific astheir
place of birth. Research-
ersfound 392 of 1,633
(24%) had chronic hepa-
titis B infection, 791
(48.4%) had resolved
HBYV infections, and 450
(27.6%) had no sign of
past or present infection.

SuPPaHI?HnJ{Ei

The prevaence of
chronic HBV was higher
in males, those ages 20 to
39, and resdentswho
had been living in the
United Statesfor less
thanfive years.

Lamivudine Re-
sistance Common
in HIV-HBV Coin-
fected Patients

Patients coinfected with
HBV and HIV com-
monly develop HBV
with mutations that can
resst lamivudine. Re-
searchers, reporting in
the April 4th issue of
AIDS examined HBV in
alarge population of
coinfected patientswho
had been treated with
lamivudine for many
months or years.

Those with detectable
HBV had weaker im-
mune systems, and
higher rates of HIV RNA
and ALT leves. Lami-
vudine-resistant HBV
was present in 75% of
the patients, and after
four years of treatment.

Theresearchers
stressed the importance
of developing HBV anti-
vira therapy that reduces
HBV DNA rapidly with-
out dlowing vird resis-
tance to develop.

Patientswith HIV and
HBV coinfection who
require trestment for both
viruses should receive a
combination of either

lamivudine plusteno-
fovir, or emtricitabine
plustenofovir, the re-
searchers recommended.
Petients who require
treatment for HBV but
not HIV, should receive
elther pegylated inter-
feron or entecavir done.

Health Impact of
Infection with
Multiple HBV
Genotypes Stud-
ied

Researchersknow little
about the impact of infec-
tion with more than one
genotype or strain of
HBV. German research-
ers, reporting in the May
2006 issue of Hepatol-
ogy, Sudied patientsin
Vietnam, Europe and
Africato andyzetheim-
pact of HBV genotypes,
and multi-genotypein-
fections, on liver disease.

They found genotype
mixtures were more fre-
quent in African thanin
Asian and European pa-
tients. In Adan patients,
the predominant geno-
type mixturesincluded
A/C and C/D, compared
to C/D in European and
A/D in African patients.

Genotype A was more
frequent in asymptomatic
hepdtitis B patients, com-
pared with patients with
symptoms of liver dis-
eae. Genotype C was
more frequent in patients
with liver cancer.

Infection with more
than one genotype was
seen in more patients
with chronic hepatitis,
compared to those with
acute or short-lived hepa-
titisB. Vira loadsin pa-
tientsinfected with geno-
type mixtureswere dso
sgnificantly higher in
comparison to patients
with asingle genotype.

Diabetes May

Worsen Liver Fi-
brosis in People
with Hepatitis B

Researchersexamined
434 patients with either
HBeAg-negative hepati-
tis B or hepatitis C to see
if diabetes had an impact
onther liver infection.
Writing in the May 2006
issue of the Journal of
Viral Hepatitis, research-
ersreported that diabetes
was present in 58 (13%)
of the patients, equaly
shared by HBV and
hepatitis C patients.

Hepatitis patientswith
diabetes had a higher rate
of liver damage, includ-
ing fibrosisand cirrhosis.
“The presence of diabe-
tesisstrongly associated
with more severeliver
fibrogis, but such an asso-
ciation may beredated to
the high prevalence of
diabetesin patientswith
cirrhoss” the researchers
noted.
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After Five Years,

Children Treated

with Corticoster-

oid and Interferon
Fared Best

A group of Britishre-
searchersrevisted 44
children, dl infected with
HBV a birth, 20 of
whom had been treated
first with six weeks of
prednisolone (a corticos-
teroid with anti-
inflammeatory properties)
and then with 16 weeks
of interferon alphaduring
the early 1990s.

The researchers com-
pared the combination-
treated children with chil-
dren who received ether
no treatment or just inte-
feron. At thetime of
treatment, dl children
had detectable HBV
DNA and HBeAg.

Initidly, researchers
found the addition of the
prednisolone produced
no significant benefits,
nor did the interferon
treatment, according to
their report published in
the July 2006 issue of the
Journal of Medical Viral-
ogy.

However, dfter five
years, the seroconversion
rateswere 54% for the
prednisolone plusinter-
feron-treated group, and
22% for the group treated
with just interferon. Only
12% of the untrested
children achieved sero-
converson (loss of
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HBeA(g, and production
of the“e” antibody.)

The averagetimeto
seroconverson was 3.9
years and was shortest in
those treated with pedni-
solone plusinterferon.

Children who had ele-
vaed ALT levelsprior to
treatment or during pred-
nisolone“priming” be-
foreinterferon began had
abetter response. None
of the children lost hepa-
titis B surface antigen
(HBsAQ) or produced
surface antibodies.

Treatment with predni-
solonefirgt, followed by
interferon, improved both
thetime
and rate of seroconver-
son compared to no
treatment or interferon
done, the researchers
concluded.
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