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Telbivudine
More Effective
than Lami-
vudine among
HBeAg-Positive
Patients

Inaninternationd, dou-
ble-blind Pheselll dinicd
trid, theantivird telbi-
vudine (LdT) outper-
formed lamivudine
(Epivir-HBV) in petients
with“e’ (HBeAQ)- pos-
tive hepatitisB and
HBeAg-negdive paients,
acoording to areport pre-
sented a the American
Asocidion for the Study
of Liver Disease
(AASLD) conferencehed
inearly November.

Thetwo-year Sudy com-
pared tbivudine a 600
mg per day with lami-
vudinea 100 mg per day
in 1,367 adults

All patientshad ahigh
vird load (HBV DNA) or
quantity of hepatitisB vi-
rus(HBV) inthar blood-
Sreamsand eevated
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danineaminotranderase
levels(ALT), whichindi-
caeliver cdl damage.
Among HBeAg-postive
petients researcher re-
ported a6.5-fold reduction
inHBV DNA intebi-
vudine patients, compared
toa5.5faddropinlami-
vudine patients HBeAg-
negative patientson telbi-
vudine had a5.2-fold drop
invird load, compared to
ad4fdddropinlami-
vudine patients
Moregtriking, about
60% of HBeAg-postive
paientslost the HBeAg
antigen and developed “ €’
antibodies compared with
40% on lamivudine. Re-
Searchers concluded thet
75% of HBeAg-positive
patients achieved an over-
al response, compared
with 67% of thoseon
lamivudine
Adverseeventsfrom
both drugswereamilar,
and included upper respi-
ratory infectionsand head-
acheinabout 12%in each
group, and fatigue and

nesopharyngitisin about
11%in each group.

To Prevent
Flares, Use
Adefovir ASAP
When Lami-
vudine Resis-
tance Develops

Ateamof Itdianre-
searchers, reportinginthe
December 2005 issue of
Hepatology, examined
when wasthebest timeto
dat adminigering thean-
tivird adefovir (Hepsera)
in patientswho beginto
develop vird resstanceto
the commonly-used antivi-
rd lamivudine.

They trested 46 HBeAg-
negative, lamivudine-
resgant patientswho hed
developed devated ALTS
andincreased vird load
dueto the dedlining effec-
tivenessof lamivudine.
They dso treated 28 other
HBeAg-negdive paients
with adefovir, who hed
just begun to experience
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vird resganceto lami-
vudinewithout any in-
creasssinvird load or
ALT levds

Within three months, the
group who had not yet
developed a“flare’ with
increased vird load or
ALT beforebeginning
adefovir dl tesed negative
for HBV DNA. In con-
tradt, only 46% of the be-
latedly-trested group hed
undetecteblevird load.

After two years, the
group treeted early with
adefovir hed undetectable
vird load, whileonly 78%
of the belatedly-trested
group had low vird load.

“Tooptimizeantivird
trestmentin HBeAg-
negative patients selecting
resgant dransto lami-
vudine, adefovir should be
added to lamivudine as
Soon asgenatypicress
tanceisdetected,” there-
searchers recommended.

Researchers
Find More Liver
Damage than
Expected in In-
fected Children

Accordingto areport a
the AASLD conference
and published in Hepatol -
ogy, childrenwho arein-
fected withHBV & hirth
or during early infancy
may face ahigher risk of
liver dameage during child-
hood than previoudy
thought, based on astudy
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of 76 HBeAg-postive
childrenwith devated
ALTswho underwent
liver biopses

Thegenerd theory isthet
themgority of HBV-
infected children do not
experience much liver
damage until later inlife,
when theimmune system
recognizestheinfection
and attacksinfected liver
cdls But theseresearchers
report that more than 35%
of the children hed either
bridging fibrosswith
lobular digortion or cirrho-
§s Older childrenand
thosewith higher ALT
levelstended to have
greeter degress of fibrosis.

These obsarvaions sug-
gest alessoptimistic out-
comethan thet tradition-
dly assodiated with
chronicHBV infectionin
children.

Immune
Response and
Viral Mutations
Key to Success
When Kids Get
Lamivudine and
Interferon
Combo

Ancther AASLD report
from London followed 23
HBeAg-postive children
who weretreated with
lamivudinefor 52 weeks,
and conventiond inter-
feronfromweek 9for 44
weeks. Fveof the children
regponded to trestment, 18
did not.

Researchersexamined
thechildren’ simmune
response, including their
T-cdls, aswdl aswhether
thechildren’ sHBV mu-
tated in order to avoid the
combined treetment punch
of theantivird and inter-
feron.

They stientigs con-
cluded that the children’s
sudtained vird response
wasasocdiated with a,
“broad and grong HBV
core-gpedific T-cdl reac-
tivity (reponse),” and a
lower rate of vird muta:
tionswithinthe HBV core
gene”

Bottom line: The higher
thevird mutation rate, the
lower the effectiveness of
thetrestment.

“Thegtrong corrdation
between HBV DNA lev-
dsand the number of mu-
tationswithinthe HBV
coregene suggeststhet
variant frains contributeto
viruscontrol fallure” the
researchers concluded.

Entecavir
Appears to
Have a Low
Rate of Viral
Resistance or
Rebound

Long-term trestment
with entecavir (Baraclude)
aopearseffective, evenin
patientswho have devd -
oped vird resganceto
lamivudine, accordingtoa
Sudy presented a

AASLD.

Ressarchersexamined
fivedinicd trals, involv-
ing 679 patientswho used
the drug for oneyear, and
310 petientswho contin-
ued the drug for two years.
However, 11 petients
showed evidence of vird
rebound, demondrated by
anincreeeinvird load,
during thefird year, and
another seven patientsre-
bounded during the second
year.

Of 192 other lami-
vudineresgant paients
who weretreated with en
tecavir, two (1%) became
resSant to entecavir dur-
ing thefirg year, andfive
more showed evidence of
vird rebound. Of the 154
lamivudine-resstant pa:
tientstreated for asecond
year with entecavir, 14
(9%) developed ressance
and an additiond 20 ex-
perienced vira rebound.

Because entecavir re-
ducesvird load quickly,
recarcherssad, thereare
fewer virusavaladleto
develop mutetionsto
evadetheattivird.

Antiviral
Clevudine
Shows Promise
in Early Clinical
Trials

Severd reportson the
antivird devudine (L-
FMAU) presented & the
AASLD conference
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showstheantivird re-
ducesvird load rapidly
and may be especidly
adept a eradicating the
virus covaently closed
circular (ccc) DNA,
which isthe genetic blue-
print that integratesinto
liver cellsand can lead to
liver damage and cancer.

Thereportson cle-
vudine were based on
clinicd studiesin labs
and on more than 600
HBV patients.

The studies followed
HBeAg-negative and —
positive patients, and
found that adaily dose of
30 mg for 24 weekswas
sdafe, reduced ALT leves
to normd, and that the
four-fold declinein HBV
DNA levds continued at
athree-fold ratefor 24
weeks after treatment

stopped.

Twenty-four weeks
after trestment ended,
75% of the clevudine-
treated group continued
to have normal ALT,
compared to 33% of the
placebo-trested group.
The ALT normdization
ratesin the clevudine
group increased to 86.7%
at week 34 and then
dightly decreased there-
after to 70.5% at week
48.

The drug worked best
in patients with elevated
ALTsand high vira
load.

SuFFaHI?HnJ{Ei

Adefovir May
Be Safe for
HBV-HIV Coin-
fected Patients

Researchers treated
seven HIV-HBYV coin-
fected individuals with
adefovir for more than
six monthsto seeif the
antiviral caused any vi-
ra resistancein the HIV
virus. The patients had
never been treated with
any antivira for either
their HIV or hepatitis B
infections.

Writing in the Novem-
ber 2005 issue of AIDS,
researchers concluded
that adefovir caused no
HIV mutationsin these
patients, and appeared
to be safe to use to con-
trol HBV.

In a separate study,
researchers looked for
any occurrence of ade-
fovir-resistance in 29
HIV-HBV coinfected
patients who have been
treated for up to five
yearswith a
combination of adefovir
and lamivudine after
their HBV developed
resistance to lami-
vudine.

At year 4 of the dua
antiviral treatment, 14
had undetectable vira
load. Of the remaining
15, 14 had extremely
low viral load with no
resurgence of liver dam-

age.

Adefovir
Improves Liver
Health After
Five Years in
HBeAg-
Negative Pa-
tients

Inancther report on ade-
fovira AASLD, ressarchr
ersfollowed 125 petients
trested with adefovir dur-
ing their fourth andfifth
year of trestment. Liver
biopseswere parformed
on 46 of the patients.

Among 12 ptientswith
bridging fibrossor drrho-
9S venimproved & year
four or five, Sx patients
(5%0) logt the surface anti-
gen (HBsAQ) and of them
five developed surface
antibodies whichindicates
acure.

The percentage of pa
tientswith undetectable
HBV DNA was65% a
year four and 67% at year
five ALT levelsnormd-
ized in about 70% by year
five

Therate of adefovir re-
sgtancewas 0%, 3%,
11%, 18%, and 28% a
weeks48, 96, 144, 192,
and 240, respectively.

“Tregtment with adefovir
for five years produced
sgnificant and increasing
improvement in hepatic
fibross confirming thet
durablevird suppresson
impactsfibrodsover
time” researcherscon-
cluded.

Adefovir Is
Most Cost
Effective
Treatment for
HBV Patients
with Cirrhosis

Resarchersat the
Gregter LosAngeles
Hedthcare Sysemand
Mount Sinai Medicd
School inNew York City
performed an economic
andysstoidentify the
mog cod effectiveness
trestment for a hypotheti-
cal 50-year old patient
with cirrhossand high
vird load. They consd-
ered doing nothing, treat-
ing with just lamivudine,
tresting with just adefovir,
treating with entecavir, or
treating with lamivudine
until vird resstance devel-
ops then switching to ade-
fovir (cdled sdvagether-
).

They concluded:

e Thedo-nothing Srat-
egy waslesd effective, yet
least expensve

e Compared with doing
nothing, usng adefovir
cog anincrementa
$20,011 per qudlity of life
year ganed.

e Lamivudineby itsdlf
was more expensve, yet
lesseffective than ade-
fowir.

e Usngadefovir asd-
vagethergpy after lami-
vudine ressance devel ops
cogs$107,165.
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Treeting with entecavir
produced “diminishing
returns’ compared to ade-
fovir because the drug cur-
rently costs 22% more
then adefovir.

These dataindicate that
adefovir may bethemost
cog-effective srategy in
patientswith HBV cirrho-
s regardiess of thesage
of liver disesse

When Lami-
vudine and
Adefovir Fail,
Tenofovir May
Save the Day

Germanresearcharsa
the AASLD conference
reported thet the antivira
tenofovir can hdp patients
who no longer regpond to
lamivudine, or whofall to
respond to adefovir.

They treated 14 patients
who hed falled toimprove
or lower their vird load on
adefovir, with adally dose
of 300 mg of tenofovir for
up to 14 months. Ten of
the patientshad devated
ALT leves Tencfovir has
not yet been approved by
the U.S. Food and Drug
Adminidration for treat-
ment of hepatitisB.

At month 3 and month 6,
therewasathreefold
nearly afour-fold dropin
vird load, respectively.
Thirteen patients ulti-
meately achieved undetect-
ableHBV DNA levdsand
five patientswith devated
ALT reeched normd liver

SuFFaHI?HnJ{Ei

enzymes after four
months.

Two patientsachieved
HBeAg seroconverson
after 3and 5 months

“Because of itshigh anti-
vird activity, tenofovir
might become ahighly
effectiverescuedrug for
patientswith suboptimal
responseto adefovir,” the
researchers concluded.

HBYV Infection
Increases
Health Risks in
Pregnant
Women

Hong Kong ressarchers,
writing in the November
2005 issue of the Journal
of Hepatology, found thet
pregnant women chroni-
caly infected with HBV
experienced higher ratesof
premature labor, digbetes
and bleading.

They followed 253 preg-
nant women who tested
postivefor HBsAg, and
253 pregnant uninfected
wormen.

HBsAg carieshada
high rate of premature la-
bor (11.9% vs. 6.3%) and
births (4.7% vs. 1.2%),
and diabetesand bleading
during pregnancy.

Theincreasein hedth
risksduring pregnancy,
“... may berdaedtothe
chronicinflammetory sate
inthesesubjects” Therole
of HBV infectionin preg-
nancy complications
should befurther investi-

gated, theresearchersrec-
ommend.

Lamivudine
Helps HBV Pa-
tients with
Liver Cancer

A group of Japanese
researchers studied
what impact the antivi-
ra lamivudine would
have on the liver hedlth
and survival of hepatitis
B patients with liver
cancer. They treated 30
such cancer patients
with lamivudine, and
had an untreated, con-
trol group of 40 patients
who also had hepatitis
B-related liver cancer.

The lamivudine group
experienced asignifi-
cant improvement in
liver health and function
after 24 months of treat-
ment, based on biopsies,
compared to the un-
treated group. There
was no significant dif-
ferencein the recur-
rence of cancer or sur-
vival between the two
groups.

“These results suggest
that lamivudine treat-
ment for patients with
cancer may prevent
death dueto liver fail-
ure,” observed research-
ers, who called for addi-
tional research into
treating liver cancer
with antivirals.

Occult Hepatitis
B, Without
HBsAgQ, Is
Found in Family
Members of
HBV Carriers

A group of Indian re-
searcherstested 72 fam-
ily members of 28 HBV
B carriersto seeif the
people who tested nega-
tive for HBsAg might
actually be infected
with “occult” hepatitis
B.

Occult hepatitis B oc-
curs when a person tests
negative for HBSAQ,
but positive for HBV
DNA. Writing in the
January 2005 issue of
the Journal of Medical
Virology, they reported
that HBV DNA was
detected in 15 HBSA(Q
negative family mem-
bers of 10 patients.

Some of the occult-
infected family mem-
bers had mutationsin
their HBsAg that al-
lowed the antigen to
evade detection by lab
tests. Severa family
members had high viral
load, despite the ab-
sence of HBsA(g, and
were capable of infect-
ing others.

These cases are espe-
cialy notable given that
blood banks and trans-
plantation services
screen for HBsAg when
accepting donations or
organs.
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Skin Reactions
to Pegylated In-
terferon May Be
Treated So
Therapy Can
Continue

Researchers, writing
in the November
2005 issue of The Ca-
nadian Journal of
Gastroenterol ogy,
report that pegylated
interferon may cause
skin reactions in
hepatitis B patients,
as has already been
documented in hepa-
titis C patients receiv-
ing the drug.

However, the doc-
tors report they suc-
cessfully treated a pa-
tient with topical ster-
oids and antihista-
mines, so interferon
treatment could con-
tinue.

The doctors suggest
that, “... despite the
severity of reaction,
withdrawal of pegy-
lated interferon may
not always be re-
quired because this
particular skin reac-
tion responded well
to symptomatic treat-
ment. Thisisimpor-
tant, because discon-
tinuation of interferon
may decrease the
chance of achieving a
sustained virological
response in patients
with viral hepatitis.”
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Transplant
Patients with
Lamivudine
Resistance Run
Higher Risk of
Adefovir
Resistance

A sudy presented at the
AASLD found adefovir
resgancein hepatitisB
paientswho hed dready
developed vird ressance
to lamivudinerangesfrom
2.9% after 12 months of
trestment to 7.5% after
two years. However, lami-
vudine-resgant patients
who receiveliver trans-
plantsexperienceahigher
adefovir resgancerate,
reaching 15.4% after two
years

Resarcherssudied 115
lamivudine-resstant pa-
tientswho received ade-
fovir for onetofive years
Seventy-nine patients con-
tinued lamivudine, and 36
recaived adefovir done.
Thirteen subjectswere
liver trangplant recipients,
with fiverecaiving the
trangplant before garting
adefovir and eght efter
trangolantation. A total of
74 paientswere HBeAg
pogtive

Theinvedigators con-
cluded that liver transplant
recipientswith lami-
vudine-resstant diseese
undergoing trestment with
adefovir should be care-
fully monitored for the
development of adefovir
ressanceand therisk of
decompensation. ‘)
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