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Hepatitis C

Retreatment of
Nonresponders and
Relapsers

With the sustained virologi-
cd response (SVR) ratefor
hepatitis C thergpy hovering
around 50%, increasing re-
search has been devoted to
retreatment of patientswho
did not achieve sustained
HCV clearance with their first
attempt. In the November
2005 American Journal of
Gastroenterology, Ira Jacob-
son and colleagues reported
that among 321 patients previ-
oudy treated with conven-
tiond interferon plusri-
bavirin, relgpsers (in whom
HCV vira load decreased
substantidly but later in-
creased) were morelikely
than nonresponders (who
never experienced substantial
HCV vird load decline) to
achieve SVR when subse-
quently trested with pegylated
interferon (Peg-Intron) plus
ribavirin (42% vs 8%, repec-
tively). Further, nonre-
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sponderswho previoudy re-
ceived interferon monother-
apy had ahigher retreatment
SVR rate than nonresponders
previoudy treated with com-
bination therapy (21% vs 8%,
respectively.) However, in-
creadng the dosage of ri-
bavirin from 800 to 1,000-
1,200 mg daily did not im-
provetheresponserate. At the
November 20056 AASLD
mesting, Dr. Jacobson pre-
sented datafrom alarger
study which aso showed that
increased ribavirin dosing did
not improve trestment re-
sponse, but severd other re-
searchersreported that higher
doses of ribavirin or pegylated
interferon increased the likeli-
hood of successful treatment.

Spleen Embolization
May Enable Treatment
During Cirrhosis

One of theironies of hepati-
tis C isthat the patientswho
most need trestment — those
with advanced cirrhosis—are
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often unable to tolerate ther-
apy. Many people with cirrho-
sisdevelop hypersplenism, a
condition in which the spleen
filters and destroys blood
cdls Theresulting blood cell
deficiencies (anemia, neutro-
penia, and/or thrombocyto-
penia) may preclude treatment
with interferon (which can
reduce white blood cell count)
and ribavirin (which can
cause hemolytic anemia). But
asreported in the November
2005 European Journal of
Gastroenterology and Hepa-
tology, atechnique called par-
tial splenic embolization
(PSE) —injecting compounds
to block part of the spleen’s
blood supply —may enable
patientswith cirrhogsto toler-
ate HCV therapy. Jose Foruny
and colleaguestreated eight
cirrhotic patients with severe
hypersplenism who under-
went PSE. The procedure led
to sgnificant increasesin red
cdl, white cdll, and platelet
counts. After an average 20
weeks post-PSE, the patients
started on full standard doses
of pegylated interferon plus
ribavirin. Three patients
(38%) achieved SVR. The
authors concluded that, “ PSE
alowed the safe use of
[pegylated interferon] plus
ribavirinin HCV cirrhotic
patientswith severe cyto-
penias who otherwise would
never have beentrested.” In
an accompanying editorid,
Birger Pdsson and Hans Ver-
baan wrote that, “[t]he use of
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PSE asa 'pretreatment’ in or-
der to make more patients
with HCV-induced cirrhosis
and pancytopenia suitable for
antivird therapy...isanew,
promising concept,” and rec-
ommended further research to
determine which patients
could benefit most.

Insulin Resistance
and Fatty Liver

Asthe Western population
grows ever more obese, more
people are developing ameta
bolic syndrome characterized
by abdomind fat accumula
tion, high blood fat levels, and
blood glucose abnormalities—
al of whichincreasetherisk
of cardiovascular disease.
Severd recent journd articles
have examined the links be-
tween the metabolic syn-
drome, insulin resstance (a
condition in which the body
does not respond normally to
insulin, ultimately leading to
type 2 diabetes), and fatty
liver (Stestoss).

In the November 2005 issue
of Hepatology, Elisabetta
Bugianes and colleagues pre-
sented an overview of insulin
resstance asa“ metabolic
pathway to chronic liver dis-
ease.” Nonacoholic fatty liver
disease (NAFLD) —and its
more severe form, nonalco-
holic steatohepatitis (NASH)
—isincreasingly acknowl-
edged as a component of the
metabolic syndrome. In pa-
tientswith NAFLD, glucose

homeostasisisimpaired; ab-
normal fat metabolism can
lead to accumulation of
triglyceridesin theliver,
which in turn contributesto
impaired glucose metabolism
and reduced insulin sengitiv-
ity. NAFLD canlead to liver
fibrogs, cirrhogs, and hepato-
cdlular carcinomain HCV
negative individuas. In peo-
ple with chronic hepatitis C,
obesity and steatoss accder-
ate the progression of fibrosis
and are associated with re-
duced responseto interferon-
based therapy. Environmental
factors such asdiet and indi-
vidua genetic variations
likely interact to causefatty
liver.

The November 2005 issue
of Alimentary Pharmacology
and Therapeuticswas entirely
devoted to the metabolic syn-
drome, with severd articles
onthelink with geatoss. In
her concluding remarks,
Helen Cortez-Pinto noted that
NAFLD “hasasggnificant
risk of progressing to end-
stage liver disease and degth”;
in one comparison, people
with type 2 diabetes were
more likely to diefrom liver
disease than cardiovascular
disease. (Dr. Cortex-Pinto and
colleagues dso presented an
overview of NAFLD inthe
January 2006 Journal of
Hepatology.) But fortunately,
as reported by Ayako Suzuki
and colleaguesin the Decem-
ber 2005 Journal of Hepatol-
ogy, lifestyle changes, includ-
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ing weight loss and regular
exercise, canimprove liver
inflammation and steatosis—
which may inturn ameliorate
other problems associated
with fatty liver.

Mother-to-Child HCV
Transmission More
Common in Girls
than Boys

Infant girls are more than
twice aslikely as boysto con-
tract HCV from their mothers
during pregnancy or birth,
according to astudy reported
in the December 1, 2005
Journal of Infectious Dis-
eases. Researcherswith the
European Pediatric Hepatitis
C Virus Network studied
1,787 pregnant HCV positive
women and their infants at 33
medica centers. The overal
mother-to-child HCV trans-
mission rate was 6.2%; the
rate was dightly higher —
though the difference was not
datisticaly significant —
among women coinfected
with HIV compared to those
with HCV done (8.7% vs
5.5%, respectively). Femde
infantsweretwice aslikdy to
contract HCV (oddsratio
2.07). Transmission was more
likely from motherswith de-
tectable HCV RNA during
pregnancy or delivery, but a
few nonviremic women aso
transmitted the virus. Elective
cesarean section did not pro-
tect infants againgt contracting
thevirus, and breast-feeding
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did not increase the tranamis-
sonrisk. But the duration
between rupture of mem-
branes (*water bresking”) and
birth was significantly longer
among the HCV-infected in-
fants. The authors recom-
mended that “women should
neither be offered an elective
[cesarean section] nor be dis-
couraged from breast-feeding
onthebasisof HCV infection
adone” They suggested that
the higher rate of hepatitisC
transmisson to girls“likely
reflects hormond or genetic
differencesin susceptibility or
responseto infection.” Inan
accompanying editorial enti-
tled “Nature Usudly Favors
Femdes” R. PAmer Beadey
suggested that the higher in-
fection rate among girls may
be dueto an “excessmale
mortality in utero.” Interest-
ingly, some past sudiesindi-
catethat HIV may aso be
more readily transmitted to
femdeinfants.

Inthe sameissue, Eric Mast
and colleaguesreported on a
smaller American study of
risk factorsfor perinatal HCV
transmission. The researchers
studied 244 infants born to
HCV positive mothers. Here,
the perinatd transmission rate
was 4.7% from motherswith
detectable HCV RNA, but no
infants of motherswith unde-
tectable HCV vird load were
infected. In this study, the
HCV transmission rate was
significantly higher from the
elght coinfected mothers com-
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pared to motherswith HCV
aone (25.0% vs 3.8%, re-
spectively). Here, too, girls
weretwice aslikely as boys
to be infected, though the
difference was not Sgnifi-
cant since the total number
of infected infantswas o
small (nine). Membrane rup-
turelonger than six hours
and use of invasvefetd
monitoring were a0 associ-
ated with higher HCV trans-
mission rates. Again, breest-
feeding was not linked to
greater transmisson risk.
Three of the HCV-infected
infants spontaneoudy
cleared thevirus. The au-
thors recommended that
HCV RNA testing of infants
should be done after 18
months to reduce the likdli-
hood of false-pogtivere-
aults; before two months,
detectable HCV RNA may
reflect contamination from
maternal blood rather than
trueinfection of the infant.
Even though women with
undetectable HCV did not
transmit the virusin this
study, the researchers ac-
knowledged that transmis-
sion from women with very
low vira load has been ob-
served, and thus, “HCV
RNA level cannot be used to
counsel HCV RNA positive
women about their risk for
perinatal HCV tranamis-
son.”
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