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Hepatitis C Treatment 
  In the March 2004 issue of 
Gastroenterology, Jean-
Michel Pawlotsky and col-
leagues reported on the antivi-
ral action of ribavirin in pa-
tients with chronic hepatitis C. 
Combining ribavirin with in-
terferon has been shown to 
improve virological response 
and prevent relapse. Dr. Paw-
lotsky’s team studied 38 sub-
jects with chronic genotype 1b 
hepatitis C receiving various 
schedules of standard inter-
feron and/or ribavirin, plus 
seven untreated control sub-
jects. Blood samples were as-
sessed frequently (every 4-12 
hours for the first four days) 
for HCV viral kinetics and 
ribavirin pharmacokinetics 
(how the drug is metabolized 
and distributed in the body). 
They found that four of the 
seven (57%) who received 
ribavirin monotherapy experi-
enced a “significant, moder-
ate, early, and transient” viral 
load decrease at days 2 and 3, 
an effect associated with 

higher ribavirin blood concen-
trations and slower drug clear-
ance. The effect disappeared 
after four days, and no patients 
who received ribavirin mono-
therapy completely cleared 
HCV.  
 
In combination therapy, ri-
bavirin improved the effective-
ness of interferon, partially re-
ducing viral load rebound be-
tween injections in patients re-
ceiving interferon three times 
weekly (this rebound was not 
seen in those receiving daily 
interferon, so ribavirin did not 
play such an important role). 
Patients receiving combination 
therapy went on to experience a 
further “second phase” decline 
in HCV viral load, which was 
not seen in those receiving ri-
bavirin alone. The researchers 
concluded that “[r]ibavirin ex-
erts a significant, moderate, and 
transient antiviral effect in a 
significant proportion of pa-
tients with chronic hepatitis C…
and is partly responsible for the 
improved efficacy of the combi-
nation of standard [interferon] 
and ribavirin compared with 
[interferon] monotherapy.”  
 
In the March 2, 2004 issue of 
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the Annals of Internal Medi-
cine, Stephanos Hadziyannis 
and colleagues with the 
Pegasys International Study 
Group reported results of a 
trial of different doses and 
durations of combination ther-
apy with pegylated interferon-
alpha-2a (Pegasys) plus ri-
bavirin. In this randomized 
study conducted at 99 interna-
tional centers, 1311 chronic 
hepatitis C patients (90% 
white, 65% men, about 25% 
with compensated cirrhosis, 
all with elevated ALT) were 
treated with once-weekly 
Pegasys plus either low-dose 
(800 mg daily) or standard-
dose (1000 or 1200 mg daily, 
depending on weight) ri-
bavirin, for either 24 or 48 
weeks. The authors found that 
among patients with HCV 
genotype 1, 48 weeks was 
superior to 24 weeks, and 
standard-dose ribavirin 
worked better than the lower 
dose. Among the genotype 1 
subjects, sustained virological 
response (SVR) was seen in 
52% treated for 48 weeks with 
standard-dose ribavirin, 41% 
treated for 48 weeks with low-
dose ribavirin, 42% treated for 
24 weeks with standard-dose 
ribavirin, and 29% treated for 
24 weeks with low-dose ri-
bavirin. In all groups, patients 
with lower initial HCV viral 
loads responded better than 
those with higher viral loads. 
Among patients with geno-
types 2 or 3, however, SVR 
rates were not significantly 
different based on ribavirin 
dose, treatment duration, or 

initial viral load (about 80% in 
all groups). Adverse side ef-
fects were more common in 
the longer-duration and 
higher-dose ribavirin arms, 
and early discontinuation due 
to insufficient response oc-
curred more often in the 
lower-dose arms. “Treatment 
with [Pegasys] and ribavirin 
may be individualized by 
genotype,” the authors con-
cluded. “Patients with HCV 
genotype 1 require treatment 
for 48 weeks and a standard 
dose of ribavirin; those with 
HCV genotypes 2 or 3 seem to 
be adequately treated with a 
low dose of ribavirin for 24 
weeks.”  
 
Some recent research indi-
cates that certain “hard to 
treat” patients may benefit 
from a longer course of ther-
apy. For example, HCV/HIV 
coinfected individuals appear 
to clear HCV more slowly, 
and may require longer treat-
ment—perhaps 72 weeks for 
those with genotype 1 and 48 
weeks for those with geno-
types 2 or 3. In the April 2004 
issue of the Journal of Hepa-
tology, Johannes Brouwer and 
colleagues from Belgium and 
the Netherlands reported on a 
study looking at whether pro-
longing therapy could reduce 
relapse rates in patients with 
chronic hepatitis C. Three 
hundred patients were ran-
domly assigned to receive 6-
month treatment with standard 
interferon plus ribavirin, 18-
month treatment with inter-
feron plus ribavirin, or 18-
month interferon monother-

apy. At the end of treatment, 
HCV viral load was undetect-
able in 55% and 49% of those 
on 6-month and 18-month 
combination therapy, respec-
tively, compared with 26% of 
those receiving monotherapy. 
Sustained response rates in the 
three groups were 34%, 43%, 
and 16%, respectively. Thus, 
the relapse rate was 38% for 
both the 6-month combination 
therapy and 18-month mono-
therapy arms, compared with 
just 13% for the 18-month 
combination therapy arm. 
While this study showed that 
six months of treatment is not 
adequate for many patients, it 
did not answer whether 18 
months is superior to the typi-
cal 12-month course of ther-
apy for genotype 1 HCV. 
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Interferon Improves 
Survival 
  A. Kasahara and colleagues 
from Japan reported in the 
March 2004 issue of the Jour-
nal of Viral Hepatitis that in-
terferon improves survival in 
hepatitis C patients who re-
spond well to therapy. In a 
long-term study of nearly 
2954 patients with chronic 
hepatitis C patients (2698 
treated with interferon and 
256 untreated), death due to 
liver-related disease occurred 
in 68% of the treated patients 
and 81% of the untreated pa-
tients. In addition, the risk of 
death from all causes was 
lower for treated compared 
with untreated patients. Bro-
ken down by treatment re-
sponse status, patients who 
achieved a sustained virologi-
cal response had a signifi-
cantly lower liver-related dis-
ease mortality rate than un-
treated patients, but this was 
not true for patients who 
achieved only a transient vi-
rological response. However, 
both sustained and transient 
biochemical responders (but 
not biochemical nonre-
sponders) had a significantly 
lower liver-related death rate 
than untreated patients. The 
researchers concluded that 
“interferon treatment im-
proved survival in chronic 
hepatitis C patients showing a 
biochemical as well as a vi-
rological response by prevent-
ing liver-related deaths.” 
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HCV Screening 
Guidelines 
  The latest recommendations 
of the U.S. Preventive Ser-
vices Task Force (USPSTF) 
concerning screening for HCV 
were published in the March 
16, 2004 issue of the Annals 
of Internal Medicine. Al-
though antibody tests can ac-
curately identify people with 
HCV, infection rates are low 
among people without known 
risk factors (e.g., injection 
drug use, pre-1990 blood 
transfusion, occupational ex-
posure), and most infected 
individuals never develop se-
vere liver disease (although 
some 75% do become chroni-
cally infected). After review-
ing available evidence, the 
USPSTF found no studies 
showing that the benefits of 
widespread screening of low-
risk individuals outweigh the 
risks (including anxiety, possi-
ble complications of biopsies, 
and side effects and cost of 
treatment if a person is found 
to be infected). Therefore, the 
task force recommended 
against routine HCV screen-
ing of individuals with no 
known risk factors and no 
symptoms of liver disease. 
The task force declined to take 
a position either for or against 
routine screening even of 
adults with specific risk fac-
tors, again citing insufficient 

evidence. In an accompanying 
article in the same issue, 
Roger Chou, Elizabeth Clark, 
and Mark Helfand reviewed 
the available evidence and 
concluded that “data are in-
adequate to accurately weigh 
the overall benefits and risks 
of screening in otherwise 
healthy asymptomatic adults.” 
The recommendations are 
controversial, and some stud-
ies suggest that limiting HCV 
screening to those with known 
risk factors will miss many 
infections. For example, a 
Scottish study published in the 
April 2004 issue of Gut found 
that risk-based screening iden-
tified only one-quarter of pre-
viously undetected infections 
among more than 30,000 
pregnant women. 
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