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he advances of the
last decade in our un-
derstanding of hepati-
tis C virus (HCV)
infection have led to
significant improvements in treat-
ment responses. However, data
has also emerged that HCV may
behave differently in certain popu-
lations of patients and particularly
in African Americans. This article
will review our current under-
standing of this issue and discuss
ongoing research projects and fu-
ture directions.

One of the initial reasons for
concern about HCV in African
Americans was the disparity in
prevalence. The NHANES Il survey
has been our best source for epi-
demiologic data about HCV. A re-
port using these data estimated
that 1.8% (3.9 million) of the U.S.
population had a positive HCV an-
tibody test but found this rate was
higher in blacks than among
whites (3.2% versus 1.5%).! The
study also found that 74% of
these people had chronic infec-
tion, and again the rate of viremia
was higher in blacks than whites
(86% versus 68%). Black men
had higher rates of infection, and
the highest prevalence rate was
9.8% among black males ages 40
to 49 years. After adjusting for so-
cioeconomic status and high-risk
behaviors, race was not a risk fac-
tor for HCV infection.

Although the prevalence of
HCV is greater in African Ameri-
cans, natural history data has
suggested a more favorable out-
come for African Americans. A

recent study examined the pro-
gression of HCV in African Ameri-
cans.? African Americans were
more likely to be infected with
genotype 1 virus (88%) than were
non-African Americans (67%).
HCV RNA levels were similar, but
liver enzymes (ALT) were lower in
African Americans. African Ameri-
cans had less inflammation and
fibrosis in their liver biopsies, and
there was a trend toward less cir-
rhosis (22% versus 30%). The au-
thors theorized that these findings
might be explained by a difference
in the immune response of African
Americans, and further research
is investigating this question.
Although the improvements
in response rates with current
therapeutic regimens have been
encouraging, reports have also
emerged during the last several
years that the response rate is
lower in African Americans. The
initial report by Reddy and col-
leagues detailed the experience of
patients treated with unmodified
interferon alfa-2b and interferon
alfacon-1 (also known as consen-
sus interferon).® In this group,
only 1 of 40 black patients (2%)
had a sustained virologic response.
Several other reports then followed
with similarly dismal response
rates. A report by McHutchison
and colleagues challenged these
findings and reported the experi-
ence with treatment with unmodi-
fied interferon alfa-2b and
ribavirin.4 In this analysis, the
overall response rate was lower
among black patients at 11%.
However, they also observed a

Hepatitis C in African Americans

higher proportion of genotype 1
infection in the black patients.
When they looked at genotype 1
patients who received unmodified
interferon alfa-2b and ribavirin,
the sustained virologic response
rates were similar with 22% for
white and 23% for black patients.
These data suggested that geno-
type and not race was the critical
predictor of a response.

With these conflicting results
and growing concern regarding
HCV in African Americans, the Na-
tional Institutes of Health spon-
sored a workshop in December
1999 to review previous work and
plan future research in this area.
One clear finding was the under
representation of African Ameri-
cans in HCV treatment trials. Even
in the more recent trials with the
pegylated interferon alfa regimens,
enroliment of black patients has
been extremely low. As a result,
NIDDK launched the VIRAHEP-C
Study (Viral Resistance to Antiviral
Therapy of Chronic Hepatitis C).
This study is being conducted at
eight medical centers in the
United States and will examine
the treatment responses of African
Americans but will also examine
the immune response, virologic
kinetics, and genetic factors to
better understand the reason for
any disparity in treatment re-
sponse. For more information
about this study, go to: http://
www.edc.gsph.pitt.edu/
virahepc/index.html

In addition to VIRAHEP-C,
other studies are currently exam-
ining treatment issues for African
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Americans with HCV infection.
Our group is currently completing
a study of 100 African American
and 100 non-Hispanic white pa-
tients with HCV infection. The en-
rollment was balanced for genotype,
and 98% of patients in each
group were genotype 1. All pa-
tients received 48 weeks of
pegylated interferon alfa-2b and
ribavirin. To date, we have re-
ported our preliminary results.®

Americans have lower neutrophil
counts at baseline. Treatment with
interferon alfa regimens lowers
the neutrophil counts, and there
has been concern that this would
lead to an increased risk of infec-
tion. In an early report from the
WIN-R trial, they found that Afri-
can American patients did have
lower baseline neutrophil counts,
but the neutrophil counts during
treatment were similar for African

their liver biopsy. For patients
who are recommended treatment,
| remind them that none of the
large trials have been published at
this time, and we should wait to
see their final results before mak-
ing formal recommendations.
Nevertheless, many patients are
aware of the literature suggesting
a lower response for African
Americans in addition to the pre-
liminary findings of the current trials.

Other studies have also improved the enrollment of African Americans and will add to

the knowledge in this field. The WIN-R trial has more than 4000 patients, and almost

10% are African American.

After 12 weeks of therapy, 58% of
Non-Hispanic Whites had no evi-
dence of HCV RNA versus 28% of
African Americans. This difference
was highly statistically significant.
Patients are currently completing
the follow-up phase, and we an-
ticipate final results later this year.
A similar study by Dr. Lennox
Jeffers and his group at the Uni-
versity of Miami is treating 78 Af-
rican Americans and 28 Caucasians
with pegylated interferon alfa-2a
and ribavirin. Their 12-week data
also showed a disparity in viro-
logic response with 28% in the
African Americans and 50% in the
Caucasians.® This study should
also have final results later this
year.

Other studies have also im-
proved the enrollment of African
Americans and will add to the
knowledge in this field. The WIN-R
trial has more than 4000 patients,
and almost 10% are African
American. This study is ongoing,
and the treatment regimen is
pegylated interferon alfa-2b and
weight-based ribavirin. This study
has already provided valuable in-
formation regarding treatment of
HCV in African Americans. African

Americans and whites.” A recent
report from Soza and colleagues
also confirmed that black race
was associated with this baseline
neutropenia.2 However, neutrophil
count decreases were similar in
different racial groups, and the in-
fections reported during treatment
did not occur in patients with neu-
tropenia. With concerns about risk
of infection, current recommenda-
tions include an absolute neutrophil
count greater than 1500. Using the
NHANES Il data, these authors
also found that 12% of blacks ver-
sus 1.5% of non-Hispanic whites
had this level of neutropenia.
With so many patients potentially
being excluded from therapy and
possibly decreased concerns about
the risk of infection with neutrope-
nia, future studies should include
treatment of African Americans
with lower neutrophil counts.
Significant research is ongo-
ing among African Americans with
HCV infection. However, what
should we tell African American
patients who are currently consid-
ering therapy? As with patients of
all races and ethnic groups, | do
not recommend treatment for pa-
tients with early stage disease on

| also remind all patients that we
will evaluate their virologic re-
sponse at 12 weeks. Recent work
has shown that patients are much
more likely to respond to treat-
ment if they have negative HCV
RNA or at least a two-log reduc-
tion from their baseline HCV RNA.®
Although this predictor has not
been replicated in African Ameri-
cans, | find this a reasonable rec-
ommendation to my patients. For
the patients who do not respond
to treatment or elect to not re-
ceive pegylated interferon-a and
ribavirin, | also make them aware
of the large number of therapies
in various stages of development
for HCV. For interested patients, |
encouraged them to consider par-
ticipating in one of these clinical
trials. If we find that African
Americans in particular respond
well to one of these new thera-
pies, this may provide even
greater breakthroughs in our un-
derstanding of the pathogenesis
of HCV. With the amount of re-
search focused on HCV, | encour-
age optimism for my patients.
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