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Genotype 3 HCV 
May Resolve 
Spontaneously 
 

HCV genotype 3 infec-
tion is more likely to re-
solve spontaneously than 
other genotypes, accord-
ing to a study published 
in the July issue of the 
Journal of Medical Virol-
ogy. Heiner Wedemeyer 
and colleagues studied 92 
men with evidence of 
HCV infection in a Ger-
man prison. Among those 
who had HCV antibodies 
(indicating that they had 
been infected), men with 
genotype 3 were less 
likely to have detectable 
HCV in their blood com-
pared with genotype 1 
patients, suggesting that 
the immune system had 
cleared the virus on its 

own. The majority of 
men infected with geno-
type 3 HCV (63%) still 
developed chronic hepati-
tis C, but this was signifi-
cantly lower than the rate 
of chronic disease in men 
with genotype 1 (93%). 
Because sustained vi-
rological response  rates 
(SVR) using pegylated 
interferon plus ribavirin 
are very good in patients 
with genotype 2 or 3 
HCV—in the range of 
75-80%—some experts 
recommend that such pa-
tients should usually be 
treated. However, the au-
thors suggest that given 
the higher rate of sponta-
neous viral clearance, it 
may be reasonable to wait 
before treating those with 
genotype 3. “Wait and 
see for genotype 3, treat 
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immediately for genotype 
1,” Wedemeyer advised. 

HCV Treatment 
for Patients on 
Methadone 
 

Although the latest Na-
tional Institutes of Health 
(NIH) consensus guide-
lines for the management 
of hepatitis C recommend 
that injection drug users 
should not automatically 
be excluded from HCV 
therapy, many physicians 
consider active drug users 
and those on opioid sub-
stitution therapy to be dif-
ficult to treat. A new Ger-
man study reported in the 
July 2004 issue of Hepa-
tology found that HCV 
treatment is “reasonably 
safe and sufficiently ef-
fective” in patients on 
methadone maintenance. 
Stefan Mauss and col-
leagues studied 100 sub-
jects, 50 on stable metha-
done maintenance for at 
least six months and 50 
who had not used illicit 
drugs or opioid substitu-
tion for at least five 
years; about 60% in both 
groups had genotype 1 
HCV. All were treated 
with pegylated interferon 
(Peg-Intron) plus ri-

bavirin. During the first 
eight weeks of treatment, 
methadone patients were 
five times more likely 
than non-methadone con-
trol subjects to either re-
quest stopping HCV ther-
apy or to discontinue it 
due to nonadherence 
(22% vs 4%). After eight 
weeks, however, rates of 
discontinuation for these 
reasons were similar 
(10% vs 8%, respec-
tively). Rates of discon-
tinuation due to side ef-
fects or virological failure 
were somewhat higher in 
the methadone group 
(20% vs 12%), but the 
difference was not statis-
tically significant. No se-
rious psychiatric events 
occurred in either group, 
although 15 patients in 
the methadone arm and 
10 in the non-methadone 
group took antidepres-
sants during therapy. End 
of treatment response 
rates were 50% in the 
methadone group and 
76% in the non-
methadone arm. After 24 
additional weeks of fol-
low-up, the correspond-
ing SVR rates were 42% 
and 56%, indicating that 
the relapse rate was 
higher in the non-
methadone group. How-

ever, since relatively few 
patients completed a full 
course of treatment, the 
difference did not reach 
statistical significance. In 
a pivotal study of pegy-
lated interferon/ribavirin, 
the all-genotype SVR rate 
was 56%, similar to that 
seen in the non-
methadone group in this 
study. “[T]he control 
group has a better chance 
of treatment response 
than the group on metha-
done maintenance,” 
wrote the authors, “and 
this response is driven by 
increased compliance and 
reliability.” Because a 
substantial proportion of 
methadone patients 
achieved SVR and be-
cause most discontinua-
tions occurred early, thus 
limiting the cost of un-
successful therapy—the 
results of this study sup-
port the NIH recommen-
dation that hepatitis C pa-
tients on methadone 
maintenance should be 
offered therapy. 

Length of 
Interferon Therapy 
 

Given the side effects and 
cost associated with inter-
feron therapy, HCV pa-
tients and researchers are 
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interested in whether 
lower doses might be ef-
fective. A study in the 
July 2004 issue of the 
American Journal of 
Gastroenterology sug-
gests that lower doses of 
interferon are not as 
beneficial as higher 
doses. Paul Pockros and 
colleagues treated 639 
HCV patients with thrice-
weekly conventional in-
terferon or one of two 
doses of once-weekly 
Pegasys brand pegylated 
interferon: 135 mcg or 
the usual 180 mcg. As 
expected, patients receiv-
ing Pegasys did better 
than those receiving con-
ventional interferon. In-
terestingly, though, the 
SVR rates were the same 
in the 135 mcg and 180 
mcg groups (28% for the 
two Pegasys arms vs 11% 
for the conventional in-
terferon arm). But the re-
searchers found that pa-
tients in the 180 mcg 
Pegasys arm experienced 
more histological (liver 
tissue health) improve-
ment compared with the 
135 mcg Pegasys group 
(58% vs 48%, compared 
with 45% for conven-
tional interferon). This 

study did not use ri-
bavirin, and the research-
ers did not break down 
their results by genotype 
in their abstract. Despite 
these limitations, the data 
suggest caution in using 
lower doses of pegylated 
interferon, and indicate 
that SVR is not the only 
important factor to con-
sider when evaluating the 
benefits of HCV therapy. 

Thyroid Disorders 
Common in People 
with HCV 
 

Thyroid disorders are 
common in people with 
chronic hepatitis C, ac-
cording to a study pub-
lished in the July 1 issue 
of the American Journal 
of Medicine. Previous re-
search has shown that 2-
20% of people with hepa-
titis C develop thyroid 
dysfunction. Such prob-
lems are associated with 
both HCV infection itself 
and with interferon ther-
apy. In this study, Ales-
sandro Antonelli and col-
leagues examined the 
prevalence of thyroid dis-
orders in 630 subjects. 
Compared with HCV 
negative controls, pa-
tients with HCV had 
higher rates of hypothy-

roidism (low production 
of thyroid hormones) and 
autoimmune thyroiditis (a 
condition in which the 
body’s own immune sys-
tem attacks the thyroid 
gland). Although the 
HCV patients had higher 
levels of thyroid stimulat-
ing hormone (a pituitary 
gland hormone that 
stimulates the thyroid 
gland), they had signifi-
cantly lower levels of free 
T3 and T4 (two hormones 
produced by the thyroid 
gland). Hypothyroidism 
was observed in 13% of 
subjects with HCV, com-
pared with 3-5% of unin-
fected control subjects. In 
addition, the HCV pa-
tients had higher levels of 
anti-thyroid antibodies, 
markers of an autoim-
mune response. “The sig-
nificant association of 
chronic hepatitis C with 
hypothyroidism and thy-
roid autoimmune phe-
nomena implies that these 
patients should be 
screened for thyroid func-
tion on a periodic basis,” 
Antonelli recommended. 
If thyroid hormone levels 
are found to be too low, 
patients can be treated 
with synthetic supple-
ments. 


