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Hepatitis C

HCV in the Young
and the OId

Two recent journal articles
discussed the naturd history
of hepatitis C in children and
in older adults. Raffagle lorio
and colleaguesfrom Itay
evauated the long-term out-
come of chronic hepatitisCin
125 children followed from
1986 through 2004. Asre-
ported in the November 15
issue of Clinical Infectious
Diseases, dl remained free of
clinical symptoms throughout
the observation period. Within
ayear of testing postivefor
HCV antibodies, 100 children
developed elevated ami-
notrandferase (AL T and AST)
levels and detectable HCV
RNA; 25 had persistently nor-
mal aminotransferase, and
among these, 16 had detect-
ableHCV RNA. Interferon-
based therapy produced sus-
tained virologica response
(SVR) in 38% of treated chil-
dren (24% for genotype 1 and
65% for other genotypes),
while 12% cleared HCV
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spontaneoudy with no trest-
ment. Among the 64 children
who underwent liver biopsy,
liver damage was mild;
among the 21 who had seria
biopsies, only one devel oped
cirrhoss. The reseerchers
concluded that, “Children
with [chronic hepatitis C]
were symptom free and had a
morphologically mild liver
disease” While SYR ratesin
this sudy were low — other
research suggests children
respond better than adults—
many did not receive optimal
combination therapy with pe-
gylated interferon plusri-
bavirin. “The red impact of
thergpy on long-term outcome
remainsto be established,” the
authors ated.

In the December 1 Clinical
I nfectious Diseases, Esther-
Lee Marcusand Ran Tur-
K aspa presented an overview
of hepatitis C in older adults.
Most older patientswith
chronic HCV acquired the
infectionearlier inlifeand are
now beginning to present with
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long-term compilications of
liver disease, including cirrho-
sisand hepatocdlular carci-
noma. The authors note that
the burden of chronic hepdtitis
Cindderly persons“isex-
pected to increase Sgnifi-
cantly in the United States
during the next two decades,”
as peopleinfected in the
1960s and 1970sreach their
senior years. Sinceinterferon-
based therapy does not work
aswdl inolder individuals,
and since e derly patients may
belessableto tolerate Sde
effects, Marcusand Tur-
Kasparecommend that “the
risk-benefit of combination
antivird therapy consigting of
pegylated interferon and ri-
bavirin should be assessed on
anindividua basis” They
hopefully suggest that new
antivira agentswith fewer
side effects may provide po-
tentia dternatives, and rec-
ommend that elderly patients
(upto age 75) should bein-
cludedinclinical trids of
hepatitis C treatments.

Do Coinfected
Patients Need
Transplants Sooner?

Severd studies have shown
that HIV/HCV coinfected
patients experience more
rapid liver fibrosis progres-
sion. Now, anew study by
Margaret Ragni and col-
leagues, reported in the No-
vember issue of Liver Trans-
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plantation, indicates that
coinfected individuals are
morelikely to diewhilewait-
ing for liver transplants. The
researchers prospectively en-
rolled 58 HIV-positive pa-
tientswith end-gtageliver dis-
ease (mogtly dueto HCV)
between September 1997 and
December 2002. Inthis
group, 30% received trans-
plants and 36% died while
waiting for new livers, com-
pared with 63% transplants
and 16% desths in acompari-
son group of 1,359 HIV-
negative patients. In this
study, coinfected patients did
not have more severe liver
falure or worse HIV disease,
s0 thereason for theincreased
mortality rate was unclear and
it was“difficult to predict a
poor outcome or prevent it.”
In particular, MEL D score (an
index used to rate severity of
liver failure), HIV vird load,
CDA4 cdl count, and ability to
tolerate antiretrovira therapy
did not predict which HIV-
positive patientswould die
while onthewaiting list.
Since the primary cause of
death among the coinfected
patientswas infection (57%),
the authors suggested immune
deficiency may be a contribut-
ing factor. They concluded
that, “ pretransplant survival
appears shorter in HIV-
positive [liver transplant] can-
didates and isunrelated to
severity of liver or HIV dis-
ease.” In an accompanying
editorid, transplant surgeon

Peter Stock suggested that
coinfected patients with ad-
vanced liver disease should be
evaluated sooner for trans-
plant eigibility.

Opiate Withdrawal
Encourages HCV
Activity

Withdrawad from opiates
may worsen hepatitis C pro-
gression, according to astudy
in the November American
Journal of Pathology. Ina
[aboratory study, Chuan-Qing
Wang and colleagues|ooked
at the effect of morphineon
anHCV “replicon” modd in
human liver cdlls. Thesere-
searchers previoudy showed
that addition of morphineto
cdll cultures enhanced HCV
replication; now they report
that removal of morphine af-
ter four days of exposure has
much the same effect. Block-
ing opiate receptors using
naloxone (Narcan) —which
produces immediate and sud-
den withdrawa —induced
even greater HCV replicon
expression (amodd of HCV
virusreplication) than smple
morphine cessation. Mor-
phinewithdrawal suppressed
natural interferon production
inliver cdls, and dso inhib-
ited the antivird effect of re-
combinant interferon used to
treat hepatitis C. Thesefind-
ings may shed further light on
some past research suggesting
injection drug users are prone
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to more severe HCV -rdlaed
liver disease, Sncewith-
drawa occurs not only when
drug users attempt to quit, but
a so repestedly between
“fixes”

Herbal Therapies
for Liver Disease

In the October 2005 Journal
of Hepatology, Fdlix Stickela
and colleagues, fromthe U.S.
and Germany, presented a
review of herba therapies
used to treet liver conditions.
Among the herbs that have
shown promisein tregting
liver dissase are milk thistle,
licoriceroot (glycyrrhizin),
and various Chinese and Japa
nese prepardions. But many
herba remedieshavedso
been implicated in liver toxic-
ity, including the Chinese
medicine preparations Jin Bu
Huan and Ma-Huang
(Ephedra), pyrrolizidine dka
loids (found in certain types
of herbal teq), comfrey, ger-
mander, greater celandine,
kavaroot, chaparral, penny-
royal, sassafras, and certain
Ayurvedic preparations. Inter-
estingly, amgjority of herba
hepatotoxicity isseenin
women, even though they are
not more likely to use such
remedies. While symptoms of
liver toxicity often resolve
when an herb is discontinued,
in some cases fulminant liver
falureand irreversbleliver
damage can occur. The au-
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thors concluded thet, “ So far,
the evidence supporting the
use of herbalsto treat chronic
liver diseasesisinsufficient
and herbs should not be rec-
ommended outsdeclinical
trials.” Controlled dlinica tri-
dsof herbd preparationsare
scarce, but more are needed,
given that an estimated 20-
30% or more of people with
liver disease have used herba
thergpies.

Milk thistle (Slybummari-
anum) —and its active ingredi-
entsknown asslymarin—is
among the most commonly
used herbsfor liver condi-
tions. Two recent journa arti-
cles present systemic reviews
of research to date. Andrea
Rambaldi and colleagueswith
the Cochrane Hepato-Biliary
Group conducted areview
and meta-analysis of trids
studying milk thistle for vira
hepatitis B or C or dcoholic
hepdtitis, resultswerere-
ported in the November
American Journal of Gasiro-
enterology. The authorsre-
viewed 13 randomized clini-
cd tridswith atota of 915
participants conducted
through December 2003.
They found that, on the
whole, milk thistle or itscom-
ponents had no significant
effect on al-cause mortdity,
liver disease complications, or
liver histology, compared
with placebo or no interven-
tion. However, “liver-reated
mortality was sgnificantly
reduced by [milk thistle] in al
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trials,” and the herb was not
linked to increased risk of
adverse dde effects. The
authors concluded that milk
thistle“does not seemto
sgnificantly influencethe
course of patientswith alco-
holic and/or hepatitisB or C
liver diseases,” but “could
potentialy affect liver in-
jury.” Asreported inthe No-
vember Journal of Viral
Hepatitis, K.E. Mayer and
colleagues analyzed data
from 148 papersin the
medical literature discussing
sudies of slymarin and liver
disease (four focused on
hepatitis C, one included
subjects with hepetitis B,
and two included people
with unspecified chronic
vira hepatitis); none of the
studies|ooked at silymarin
in combination with inter-
feron, ribavirin, or other
standard hepatitisB or C
thergpies. The authorsfound
that silymarin treatment led
to decreased aminotrans-
feraselevesinfour studies,
and performed better than
placebo in one study. How-
ever, they concluded that,
“Thereisno evidence that
Slymarin affectsvird load
or improves liver histology
in hepatitisB or C.” Both
research teams recom-
mended that further con-
trolled studies be conducted.
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