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Pegylated
Interferon
Recommended
to Treat HBeAQ-
Negative
Hepatitis B

Pegylated interferon, a
time-redease interferon
adminigered inone
weekly injection, is supe-
rior to the antivira lami-
vudine (Epivir-HBV) for
treating HBeAg-negative
hepatitis B, which occurs
when mutated hepatitis B
viruses (HBV) are ddleto
replicate without produc-
ing the“e’ antigen
(HBeAgQ).

Interestingly, eventhe
addition of lamivudineto
pegylated interferon treet-
ment produced no addi-
tiond benefitsin these
patients, according to re-
searcherswriting inthe
Sept. 16, 2004 issue of
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the New England Journal
of Medicine.

Currently, most physi-
cianstreat HBeAg-
negative hepatitis B with
antivird medications,
such aslamivudine,
which has proven ineffec-
tiveand isproneto pro-
ducing vird resstance.

Inthisstudy, 177 pa
tientswith HBeAg-
negative hepatitis B re-
celved pegylated inter-
feron, 179 patientsre-
celved pegylated inter-
feron pluslamivudine,
and 181 patientsrecelved
just lamivudinefor 48
weeks. They werethen
followed for 24 more
weeks.

Norma ALT levelsoc-
curred in 59% of patients
treated with just inter-
feron, in 60% of those
treated with interferon
pluslamivudine, and in
44% of thosetreated with
only lamivudine. HBV
DNA levels decressed

below 20,000 copies/mL
in 43%, 44%, and 29%.

Rates of sustained sup-
pressonof HBVY DNA
(to below 400 copies/mL)
were 19% with just inter-
feron, 20% with combi-
nation therapy, and 7%
with lamivudine aone.

Lossof HBV B surface
antigen (HBsAQ) oc-
curred in 12 patients re-
calving interferon done
or in combination with
lamivudine, but not in
any of the patientswho
received just lamivudine.

“Our datademongtrate
the possihility of achiev-
ing HBsAg loss or sero-
converson in patients
with HBeAg-negative
chronic hepatitis B with
the use of (pegylatedin-
terferon) and therefore
support the use of this
agent as afirg-line ther-
apy for HBeAg-negative
chronic hepatitisB," the
authorswrote.
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I mpact of
Genotypes on
Hepatitis B
Disease
Progression
Examined

Expert hepditisB re-
searchers Drs. Scott Fung
and AnnaL ok examined
theimpact of HBV geno-
typeson diseese progres-
gonandtreatmentinan
editorid publishedinthe
October 2004 issue of
Hepatology.

Bottom line WhileHBV
genotype hasanimpact on
the saverity of liver dam-
ageand success of inter-
feron trestment, genotyp-
ing shouldremainare-
searchtool for now. Re-
searchersnead moreinfor-
meation before genotype
canrdiably guidetredt-
ment decisonsor predicta
person’srisk of drrhods
and liver cancer.

Todate, most HBV geno-
type research hasfocused
on genotypesB and C, the
genotypes most com-
monly foundinAsa
Compared to genotype C,
genotype B isasodiated
with spontanecus HBeAg
seroconverson (lossof
HBeAg and production of
the“€g’ antibody) et a
younger age, lessactive
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liver disease, and dower
rate of drrhogds Liver cat
cer islessfrequent in geno-
typeB and occursat an
older age, possbly be-
causeof ashorter durtion
of active HBV replication
when HBeAg is presant.

Whileno published study
has compared therate of
HBeAg seroconverson,
liver disease, and liver can+
cer anong dl HBV geno-

types, onestudy of 694
patientsin the United

Satesfound genotypes B
and D had alower preva
lence of HBeAg than
genotypeA, whilegeno-
type B was associated with
alower rate of hepatic de-
compensation, compared
to genotypesA, C, or D.
But researchers il found
that ethnic background,
agea infection, durdtion
of infection, and exposure
to dcohol and environ-
menta toxins may contrib-
uteto disease progression
morethan HBV genotype.

When it comesto treat-
ment, genotype doesgp-

pear to affect regponseto
dandard interferon

(adminigered inthree
weekly injections). Two
Adan sudiesreported that
patientswith HBV geno-
type B had ahigher rate of
HBeAg seroconverson
when tregted with inter-
feron compared to those

with genotype C.

Another gudy found pa-
tientswith genotype A had
ahigher rateof HBeAg
seroconverson thanthose
with genotypeD. Al-
though dl three studies
involved smdl numbers of
patients, thefindingswere
confirmed by arecent
Study of pegylated inter-
feron. HBeAg seroconver-
son occurred more often
in pegylated interferon-
trested patientswith geno-
typesA (47%) and B
(44%), thanin those with
genotypes C (28%) and D
(25%0).

Unlikeinterferon, re-
searchershavefound no
mgor differenceinre-
goonsestotheantivird
adefovir (Hepsra) and
lamivudine between geno-
types. However, two sud-
ies-onein HBeAg-
postiveand onein
HBeAg-negdtive patients—
found genotype B patients
weremorelikely to susain
their response when lami-
vudinetrestment wasdis-
continued.

Adefovir gppearsto lower
vird load (HBV DNA)
equaly among dl geno-
types, but itsimpact on
HBeAg seroconverson
across genotypeshasnot
yet been determined.

The exact reesonswhy
HBV genotype affects
diseese progresson re-
mansunclear, Drs Lok
and Fung noted. It isposs-

blethat someHBV geno-
typesreplicate better than
others, or aemoreeadly
targeted by theimmune
sysem. Thereisadear
association between HBV
genotypesand develop-
ment of precoreand core
promoter mutetions.

Liver Cancer

Risk High in

L amivudine-
Resistant,
Cirrhotic

Researchersfollowed 22
peoplefor 42 monthsto
seewhat long-term impact
lamivudineresstant HBV
would have on patients
who had cirrhogs (severe
liver scarring) and who
had the hepatitisB “¢€’
antibody (anti-HBe). To
their surprise, 11 patients
developed liver cancer
(hepatocdlular carai-
noma).

They found ahighrate of
liver cancer in 13 patients
whose HBV was ableto
ress theantivird effects
of lamivudine. Some
HBV dransareableto
replicate despitelami-
vudineg santivird impact,
and over timetheselami-
vudineresgant HBV,
which have Y MDD muta:
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tions, become the domi-
nant HBV inapatient and
vird load and liver dam-
age rebound.

Initidly, dl patientsre-
gponded to lamivudine,
but lamivudine-res stant
HBV developedin 13
patients between nineand
42 months of therapy.
During follow-up, 11 of
them developed liver can-
cer. Of these, 10 cancers
occurred soon after the
emergence of aggressive,
lamivudine-resstant
HBYV. One cancer oc-
curred inthe nine patients
who gppeared not to de-
velop any vird resstance
tolamivudine.

Lamivudineresstance
gppeared to bethe only
common thread among
mogt of the patientswho
deveoped liver cancer.

Theauthors, writing in
the September 2004 issue
of the Journal of Viral
Heypatitis concluded, “Our
Sudy suggeststhat the
occurrenceof lamivudine
resganceincreasesthe
risk of hepatocdlular car-
cinomain anti-HBe pos-
tivecrrhogsand warrants
further research.”

Thedgudy did not indicate
if the patientsin the sudy
had HBeAg-negetive
hepatitis B, which devd-
opswhen certain mutated
HBYV canreplicatewith-
out producing HBeAg.
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Those with
Genotype B,
HBeAg-Negative
Hepatitis B Do
Better on
Lamivudine

A team of researchers
studied the effectiveness of
atwo-year courseof lami-
vudinetreatment in 24
Chinese-Canadian patients
with HBV genotype B and
C. All paientshad
HBeAg-negdive hepditis
B.

The researchers stopped
trestment after 24 months
and dudied theraeof re-
lgpseinthese paients
Reporting in the Septem-
ber 2004 issue of the Jour-
nal of Viral Hepatitis, the
doctorsfound that more
patientswith genotype B
achieved undetecteble
HBV DNA (vird load)
than thosewith genotype
C (86%vs. 74% dfter 24
months).

About hdf of thasewith
genotype C experienced a
relgpse— with increased
HBV DNA and sgnsof
liver damage— 18 months
after trestment stopped,
compared withardgpse
rate of 30% inthe geno-
type B group.
Reinditution of lami-
vudineresultedina

prompt responsein both
groups. Theresearchers
concludedthat “asus-
tained response can be
achieved after atwo-year
courseof lamivudineina
subset of patientswith e-
CHB”

L amivudine
Levelsin
Bloodstream
Vary, Based on
Wild and
Mutant HBV
Mix

Writing in the October
2004 issue of the Digestive
and Liver Dissasejournd,
agroup of Itaian research-
erscaefully measured
lamivudinelevesin pa-
tients blood to seehow
they fluctuated when wild
type (without mutations)
and lamivudine-resgtant
HBV were present.

They found minor lami-
vudinefluctuaionsinthe
bloodstream over time,
“with animportant in-
creaea thetimeof the
hepatitisflare-up duetothe
hepatitis B virus mutant
presence”
Whenthewild-type HBV
regppeared, mixed inwith
lamivudineresgant HBV,
lamivudinelevelsinthe

serumdropped to below
Oetectablelevels

Whilelamivudinelevels
gopeared gablewhenthe
anti-vird effectivenessis
fully achieved, important
fluctuationsare present
according to the type of
HBV presat, there-
searchersconcluded, “with
acongderabledecrease (in
lamivudineintheblood-
Sream) possibly duetothe
presence of thewild-type
virus”

HBV Genotype
C Increases Risk
of Liver Cancer

Hong Kong researchers
followed 426 chronic
hepatitisB patientsin-
fected with genotypes B
and Cfor 1,664 person
years (on averagefour
yearsper pdient), to deter-
minewhich genotype
might poseahigher risk of
liver cancer.

Forty-nine (11%) patients
had drrhoss. A totd of
242 (57%) had genotype
Cand 179 (42%) hed
genotype B. Twenty-five
patients devel oped liver
cancer during afollow-up
period that averaged 2.3
years.

Theoverd| incidence of
liver cancer was 1,502



WWW.HCVADVOCATE.ORG

cases per 100 000 person
years Whiledrrhossin
creased cancer risk, having
genotype C dsoincreased
apatient' srisk of liver can-
ce.

Writing in the October
2004 issue of Gut, re-
searchersreported that
patient age, sex, HBeAg
datus, danine aminotrans:
feraze (ALT) levds and
basal core promoter muta:
tionsdid not play arolein
the deve opment of liver
cancer.

However, paientsin-
fected with HBV genotype
Ctendedtohaveperss
tently postiveHBeAg or
fluctuating HBeAg Satus
and higher ALT leves
during thefollow up pe-
riod.

Researchersreported thet,
“[glenotype CHBV infec-
tionisanindependent risk
fector
for (liver cancer) develop-
ment inadditionto liver
crrhogs”

The Younger the

Child, the Better

the Responseto
Interferon

When researchers ex-
amined how 22 chroni-
caly-infected children
responded to standard

E_ZF[IHi MJET

interferon treatment,
they discovered that
children age 5 or
younger responded far
better than older chil-
dren and teens.

Writing in The Journal
of Pediatrics, ateam of
U.S. and European pe-
diatric hepatologists
examined the charts of
children treated with
interferon who ranged
in age from 17 months
to 17 years, including
14 males and eight fe-
males.

Ten patients (48%)
responded to inter-
feron, achieving
HBeAg conversion,
undetectable HBV
DNA and norma ALT
and aspartate ami-
notransferase (AST) six
months after treatment.
Five cleared the infec-
tion and produced sur-
face antibodies.

Seven of nine patients
(78%) who were 5
years of age responded
(five of them cleared
surface antigen). Three
of 13 patients (23%)
who were older than
age 5 responded.

Y ounger patients
clearly responded bet-
ter to interferon than
older children and
teens.

AST, ALT, and HBV
DNA at the start of

treatment were not dif-
ferent between re-
sponders and nonre-
sponders. The doctors
concluded interferon
treatment may be more
effective in younger
children with chronic
hepatitis B.

Hepatitis B
Cited in
Children’sHigh
Liver Cancer
Ratein South
Africa

Talwanese researchers,
reporting in the Octo-
ber 2004 issue of Gut,
looked for HBV muta-
tionsin the surface an-
tigen (HBsAQ), which
can result when HBV -
infected children are
immunized with the
surface antigen derived
vaccine. They won-
dered if these surface
mutations would still
be prevalent in infected
childrenl5 years after
universal immunization
began in Taiwan.

They analyzed HBsAg
inal HBV-DNA posi-
tive blood from 1,357
children and 219 ado-
lescentsin 1999, and

compared the preva-
lence and changesin
the HBSAg mutations
in these children from
blood samples col-
lected in 1984 (just be-
fore vaccination), 1989,
and 1994.

The prevalence of
HBsAg mutantsin
HBV-DNA positive
children was 7.8% in
1984, which signifi-
cantly increased to
19.6% in 1989, and
peaked at 28.1% in
1994. Therate re-
mained at 23.1% in
1999. It was higher in
those fully vaccinated
(with al three injec-
tions) compared with
those not vaccinated.
The number of HBSAg
mutant-infected chil-
dren in each survey
was stablein the first
five- to 10-year period
but decreased 10 to 15
years after vaccination.

More HBsAg muta-
tions emerged in chil-
dren fully vaccinated
with plasma-derived
vaccine than those
given recombinant vac-
cine. The researchers
concluded that while
HBsAg mutations do
occur in immunized,
infected children, they
do not threaten Tai-
wan’ s universal vacci-
nation program.
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Children with
Arthritis
Respond to
Hepatitis B
Vaccine

Depite trestment with
immune-suppressng
drugs, childrenwith juve-
nileidiopathic arthritis
(JA) reqpond well tothe
hepatitis B vacane, ac-
cordingtoareportinthe
September 2004 issue of
the Annals of the Rheu-
matic Diseases

Asmany as 300,000 chil-
drenin Americahave JA,
agroup of joint diseases.
In some cases, immune
Uppressing drugs have
proven effective.

Resarchersevduaed the
safety and effectiveness of
hepatitis B vacanaionin
39 childrenwith JA and
in41 hedlthy children. The
ubjectsweregiventhe
usud threedosesof the
vaccinewhen the sudy
began.

With the exception of one
JA patient, dl of thesub-
jectsdigplayed an gppro-
priate hepatitis B antibody
response. Antibody levels
werelower inthe JA
group than inthe hedthy
group, but weretill con-
Sdered adequatefor pro-
tection. Trestment with
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immune-suppressng
drugsdid not influence
antibody levdsinthe JA
group.

Hepatitis B vaccination
gopeared sefeinthe JA
group with noneof the
ubjectsexperiencinga
worsening of their diseese.

Precore and
CorePromoter
Mutations
Common in the
United States

Increasingly, research-
ers are finding many
chronically-infected
people have precore or
core promoter muta-
tionsintheir HBV.
Thisvariant of HBV is
often able to replicate
without producing
HBeAg. Thisvariant
causes HBeAg-
negative hepatitis B,
which is diagnosed
when a patient has the
“g” antibody, undetect-
able HBeAg, and high
viral load.

Researchers, writing in
the September 2003
issue of Hepatology,
examined the preva-
lence of precore/core
promoter HBV in the
United States, and its
association with HBV

genotypes, vira load
and severity of liver
disease.

They examined 694
chronic hepatitis B pa-
tientstreated at 17 U.S.
liver centersduring a
one-year period. Pre-
core and core promoter
variants were found in
27% and 44% respec-
tively of patients. Pre-
core and core promoter
variants were more
common in HBeAg-
negative patients than
in HBeAg-positive pa-
tients (precore, 38% vs.
9%; core promoter,
51% vs. 36%).

The prevalence of
these variants was re-
lated to ethnicity, place
of birth, and genotype.
Patients with core pro-
moter variants were
more likely to have he-
patic decompensation.
Precore and/or core
promoter variants were
associated with higher
vira load in HBeAg-
negative but not in
HBeAg-positive pa-
tients.

The researchers noted
that physicians should
be aware of the preva-
lence of HBV precore
and core promoter vari-
ants and how to diag-
nose HBeAg-negative
hepatitis B.

Risk of Flares
Studied in
Patients with
L amivudine
Resistance

Hong Kong researchers
followed 154 patients (dl
with HBeAg) treated long-
term with lamivudinefor
25yearsto seewhat role
genotype and lamivudine
resstance (with YMDD
mutations) played when
patients experienced
“flares’ —marked by
UrgesinALT andde-
vaed HBV DNA.

Writing in the September
2004 issue of the Journal
of Clinical Microbiology,
researchersreported thet
43 ptientswith YMDD
mutations experienced
flares. Twenty patients
(47%) patientshad mild
ALT flaresand seven
(16%) hed severeflares.
All patients recovered
gpontaneoudly.
Thecumulative, annua
risksof flareswere 28, 47,
and 58% for thefird three
years, respectively. Pa
tientswho experienced
flares had sgnificantly
higher ALT levelsbefore
trestment began.

Therewere no differences
inthecumulaiverisk of
HBV DNA surges, risk,
and sverity of ALT flares
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between patientswith
genotypesB and C.

Adding
Interferonto
L amivudine

Reduces Viral
Rebound in
Patients with
HBeAg

South Korean researchers
studied theimpeact of add-
ing dandard interferon to
long-term lamivudine
trestment to seeif thedrug
combination would help
prevent rebounding HBV
DNA levdsdueto lami-
vudineresgant HBV.

Forty-two patientsre-
caved just lamivudineand
41 recaived lamivudine
and interferon; they were
followed for threeyears.
Vird load remained unde-
tectable over the tudy
period in both groups, and
HBeAglossbetweenthe
combination group andthe
lamivudine group was
49%, 61% and 67% com+-
pared to 31%, 39% and
42%, respectivdly, a 12,
24 and 36 months,

Therateof vird bresk-
through, however, was
ggnificantly lower inthe
combined trestment group,
compared with thelami-
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vudine group (5%, 20%
and 30% vs. 10%, 55%
and 58%, repectivey, &
12, 24 and 36 months).

YMDD mutants (which
can replicate despite lami-
vuding santivird effects)
were detected in 82% of
thelamivudine group,
compared to 56% of the
combination group.

Heavy Alcohol

or Diabetes plus

Viral Hepatitis
BoostsLiver
Cancer Risk

Thecombinationsof hepa-
titisB and digbetesor vird
hepatitisand heavy dcohal
consumptionincreasethe
risk of liver cancer 48-fold,
according to areport inthe
September 2004 issue of
Cancer.

Dr. Jan-Min Y uan of the
Univeraty of Southern
Cdifornia, LosAngdes
and colleagues examined
vird and non-vird risk
factorsfor liver cancer in
295 patientswiththedis-
ease, and in 435 cancer-
free controls.

Asexpected, hepditisB
and Cinfectionswere both
risk factorsfor liver can-
cer. However, the combi-
nations of hepditisand
diabetesor hepditisand

heavy dcohol usedramati-
caly increased liver cancer
rsk.

Early
Tebivudine
Clinical Trials
Show Promise

Inthefirg dinicd study of
telbivudine, Hong Kong
researchersevduaed its
safety, antivird activity,
and optimd dosagein43
adultswithHBeAg-
pastive chronic hepditis
B.

Thisplaceho-controlled
trid assessed Sx dally dos-
inglevels (25, 50, 100,
200, 400, and 800 mg per
day). Trestment was given
for four weeks witha 12-
week follow-up. HBV
DNA levelswere moni-
tored.

Researchers reporting in
the September 2004 issue
of Hepatology, foundtd-
bivudinewaswdl-
tolerated & dl dosing lev-
s, with no doserdated or
trestment-related adverse
events.

Thehighest leve of anti-
vird activity was achieved
indosesat or exceeding
400 mg per day. In the 800
mg per day group, the av-
erage HBV DNA reduc-
tionwas3.7-fold a week
4, producing 299.98%

reductioninvird load.
Return of vird load after
trestment ended wasdow-
esinthehigh-dose
groups. Theresearchers
recommend expanded
dinicd studies

GenotypeA
HBV Subtypes
“a’ and “¢”
Have Distinct
I nfection
Features

A multinationd team of
researcherscompared the
two known subtypes of
HBV genotypeA agang
HBV genotype D to assess

genotype A subtypes
uniqueinfection festures

Thegenotype A subtypes
have been desgnated
genotypeAa(“d for Af-
ricalAsa) and genotype
Ae(“¢e for Europe).
Inthemultinationd studly,
78 genotype Aacariers,
78 with Ae, and 78 with
genotype D were com-
pared. The prevdence of
HBeAg was sgnificantly
lower in patientswith Aa
thanincarriersof Ae(31%
Vs, 49%), with adifference
more obviousin people
ages 30 or younger (34%
VS 67%).

HBV DNA levesinAa
weresgnificantly lower
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thanthose of carriersof
Aeg, or of carriersof D re-
gardessof theHBeAg
daus.

Themost specificand
frequent mutationsin 54
AaHBV sampleswere
upstream of the precore
initiation codon, which
would interferewiththe
production of HBeAgin
Aainfections. They were
not detected in 57 geno-
typeAeor 61D samples

Researchers condluded
that cleerance of HBeAg
may occur differently in
Aa Ae and D infections.

Over Time,

L amivudine-
Resistant HBV
May also Resist

Entecavir

During phesell dinicd
tridsof theantivird drug

entecavir, two patients
who dready hed devel-
oped HBV resgtanceto
lamivudine, experienced
vird breskthroughs efter
entecavir trestment.

One patient had been
treated with lamivudine for
morethan ayear, and then
recaived just entecavir,
followed by acombination
of entecavir and lami-
vudinebeforevird bregk-
through occurred, marked
by rebounding HBV
DNA.
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The second petient, who
hed recaived aliver trans
plant and had falledtore-
gpond to lamivudineand
other antiviras, dso devd-
oped vird resgtanceto
entecavir after 76 weeks

Theresearchers, writingin
the September 2004 issue
of Antimicrobial Agents
and Chemotherapy, found
that “infrequent” entecavir
resstance can emergedur-
ing prolonged therapy,
especidly inthosewho
have dready developed
vird resganceto lami-
vudine.

Six-Fold Boost
in Lamivudine
Dose Reduces
Infected Liver
Cédlsin Model

Ressarchers writinginthe
September 2004 issue of
the Journal of Viral Hepa-
titis used mathemetica
modding to gauge what
impact adramaticdly in-
creased daily doseof lami-
vudinewould haveonvi-
rd load.

They crested ascenaioin
which 10 patientsreceived
600 mg of lamivudine
dally (the current recom-
mended doseis 100 mg
daly) for 48 weeks. In
their modd, the higher
doseproduced al.6-fold

fagter decay rateinthein-
fected cdl population and
agregter overd| changein
vird load.

“Sudies usgng mathemati-
cd modding of vird de-
cay may beaussful
method to evaluatesngle
or combination therapy for
HBV infectioninvivo,”
they recommended.

Lamivudine
May Be
Effectivein
Treating Acute
Hepatitis B

Ressarcherstreated Sx
patientswho were newly -
infected with HBV with
lamivudineto seeif the
antivird would expedite
recovery inthese patients
who were experiencing an
acute (short-term) hepatitis
B infection.

Writing in the September
2004 issue of the Journal
of Viral Hepatitis there-
searchersreported that
they trested four patients
who were experiencing
svereliver disease, and
twowhowereat risk of
chronic or long-term hepa:
titisB.

HBV DNA levdsinthe
patientsranged from 105
to 107 copiesmL prior to
lamivudinetreatment. The
trestment produced ade-

7

dineinHBV DNA ad
gopeared to reduceliver
damage, asindicated by
lowered ALT levels

All but one patient sur-
vived. A 58-year-old man
with fulminant hepatitis
and multipleorganfailure
died despiteantivird tret-
ment. When possible,
HBeAg and HBsAg sero-
converson was docu-
mented during follow-up.

While acute hepatitis B is
not treated with any antivi-
rascurrently, thesere-
Searcherssuggest it might
benefit patientswith severe
acute hepditis B.

Study Shows
Adefovir Safe
for Kidneys at

the 10 mg Daily
Dose

Two double-blind, ran-
domized, placebo-
controlled sudiesfound
adefovir caused no prob-
lemsinthekidneysof
hepatitis B patientswho
took the 10 mg daily dose.

French researchersinves
tigated the efficacy, sfety,
and the tolerability of ade-
fovir athe1l0and 30 mg
dally dosein patientswith
compensated liver disease
who weretreated for 48
weeks, and followed for
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64 morewesks.

Reporting in the Septem-
ber 2004 issue of Kidney
International, researchers
found no overdl changein
cregtinineor serum phos-
phoruslevelsinthe 10 mg
group. Inthe 30 mg group,
therewasadight increase
incregtininelevelsand a

decrease of phosphorus
levelsat week 48.

L onger,
Preventive
Antiviral

Treatment May
be Needed after
Chemother apy

Patientswith resolved
hepdtitisB infectionshave
experienced reactivated
hepatitis B after recaiving
chemothergpy, which
weekenstheimmune sys-
tem. Whiledoctors now
treat these patientswith
lamivudine before chemo-
therapy beginsto prevent
HBV re-activetion, it isnot
clear how long antivird
trestment should continue
to prevent arecurrence of
theinfection.

Reporting in the August
2004 issue of the Annalsof
Hematol ogy, researchers
followed four lymphoma
patientstreated with rituxi-
meb-containing chemo-
thergpy. Lamivudinether-
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gpy wasadminigered one
week before chemather-
apy until four weeks efter
chemothergpy ended.
ALT, totd bilirubin, and
HBV-DNA levelswere
monitored inthree pa-
tients Thefourth patient
was closdy monitored for
ALT.

All of thethree patients
sudied had ardgose with
HBV DNA rebounding
gx to eight months after
completion of chemother-
apy.

Two of thethree patients
had evidence of liver dam-
age and one devel oped
severe hepditis. No lami-
vudineresgant mutations
werefound among the
three.

Thefourth patient deve -
oped ahepditisflare-up
gx monthsafter comple-
tion of chemothergpy.
The CD20(+) lympho-
cytesweretotdly depleted
when HBV DNA darted
toincresse.

Ddayed HBV reactivation
can occur inlymphoma
patientsrecaiving chemo-
thergpy after withdrawd of
pre-emptivelamivudine,
the researchers conduded.
A longer period of lami-
vudinetreatment may be
needed, they noted, and
additiond research should
definethe gppropriate du-
ration of pog-
chemothergpy antivird

therapy.
D
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