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Heavy drinking greatly increases the risk of cirrhosis in patients
with HCV hepatitis

Harris DR, Gonin G, Alter HJ, et al. The relationship of
acute transfusion-associated hepatitis to the develop-
ment of cirrhosis in the presence of alcohol abuse. Ann
Intern Med 2001;134:120–4.

Aims
To quantify the relationship between heavy alcohol
intake in conjunction with transfusion associated hepa-
titis and the subsequent development of cirrhosis.

Design
Retrospective cohort study of subjects found to have
transfusion associated hepatitis.

Setting
Liver clinics in US university and government hospitals.

Methods
Retrospective cohort study of 1030 patients with trans-
fusion associated hepatitis in the USA between 1968
and 1980. Included patients from three prospective
studies of cases of transfusion related hepatitis C infec-
tion with matched controls with similar transfusion his-
tories but who had not developed hepatitis. Data were
obtained from case notes, death registries, and personal
interview. History of excessive alcohol consumption was
obtained from personal interview of patient or proxy.
Criteria for heavy consumption were well defined
although absolute quantities of alcohol could not be
determined.

Results
A total of 836 (81%) of the original cohort of 1030 were
included. Baseline characteristics of included and
excluded patients were similar. Comparisons between
cases developing cirrhosis (n=53) and those who did not
(n=783) found no association with tattooing, occupa-
tional exposure, travel to areas where hepatitis C was
endemic, or intravenous drug use. Development of cir-
rhosis was associated with ethnicity, number of units
transfused, and history of heavy alcohol consumption.
Patients with transfusion associated hepatitis C were 7.8
times (confidence interval (CI) 4.0–15.1) more likely to
develop cirrhosis than controls. A history of heavy alco-
hol consumption was strongly associated with an
increased risk of developing cirrhosis (odds ratio 4.0 (CI
2.1–7.7)). Patients with both transfusion related hepati-
tis C and a history of heavy alcohol use were 31.1 times
(CI 11.4–84.5) more likely to develop cirrhosis than
controls with no history of alcohol abuse or hepatitis C.

Conclusion
Heavy alcohol abuse greatly exacerbates the risk of cir-
rhosis among patients with hepatitis C virus infection.
This finding emphasises the need to counsel such
patients about their drinking habits.

Comment
After infection with hepatitis C virus (HCV), approxi-
mately 15% of infected individuals recover spontaneously,
a further 25% have an asymptomatic illness with
persistently normal transaminases and benign histological
changes, and the remaining 60% develop biochemical and
histological evidence of chronic hepatitis.1 In studies with
10–20 years of follow up, progression to cirrhosis has been
observed in 2–30% of patients with chronic hepatitis, with
the highest rates reported in post-transfusion cases and the
lowest in young women infected with anti-D immune
globulin.2 Factors increasing the likelihood of disease pro-
gression include older age at viral acquisition, human
immunodeficiency virus (HIV) or hepatitis B virus (HBV)
coinfection, and possibly male sex.1 In addition, many
studies have shown that excessive alcohol intake is associ-
ated with more severe and rapidly progressive disease lead-
ing more frequently to cirrhosis and hepatocellular
carcinoma. A study immunising mice with HCV core con-
structs has suggested that this eVect is due to alcohol
inhibiting the antiviral cellular immune response resulting
in enhanced HCV replication.3 While there is no doubt that
heavy drinking adversely eVects the outcome of chronic
HCV, the level of intake that is deleterious and the magni-
tude of the eVect is less clear. Studies that have examined
alcohol dose have generally reported intakes of 40–50 g/day
as the level at which disease severity and progression rate
are increased.4 5 However, in some studies, 10 g/day has
been associated with an adverse outcome in terms of
histology and viral load.6 This has led to suggestions that
patients with HCV should restrict their intake to less than
one drink per day, with candidates for antiviral therapy
abstaining completely.7 However, the key question for both
patients and clinicians alike is: “What is the magnitude of
the alcohol eVect on the progression of HCV?”

This has been addressed by the study from Harris et al
which examined the eVect of alcohol intake on the
outcome of transfusion associated HCV infection in
patients enrolled into three prospective studies of non-A,
non-B hepatitis. After a median 15 year follow up, patients
with HCV were almost eight times more likely to have
developed “clinical” cirrhosis than “matched” controls. In
patients with HCV, alcohol abuse was associated with 2–8
times the risk of cirrhosis, increasing the risk over controls
to more than 30. Unfortunately, the study design means
that few conclusions can be drawn from the data presented.
Two of the three studies specifically excluded alcoholics in
their original study design8 casting doubt on the classifi-
cation of alcohol abuse in 591/836 patients. Furthermore,
72% of cirrhotics and 55% of non-cirrhotics were
deceased. Classification of alcohol abuse was therefore
based on interviewing friends and relatives or examining
medical records, leading to a gross underestimate of intake.
This may explain why only 34/1030 patients had both
HCV and a history of alcohol abuse, which accounts for the
large confidence intervals for the reported risk ratios. The
only tentative conclusion that can be drawn from the data
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is that very heavy alcohol intake increases the risk of
cirrhosis in patients with HCV by approximately fourfold.
No conclusions can be drawn on the eVect of heavy alcohol
intake on the risk of cirrhosis in non-HCV patients as all or
virtually all drinkers with cirrhosis had HCV.

Patients with chronic HCV should continue to limit their
alcohol intake as much as possible. For the “inquisitive”
patient the best estimate of the magnitude of the eVect of
“moderate” intake on disease outcome comes from a pro-
spective study of over 2000 patients showing that liver
fibrosis in patients drinking more than 50 g/day progresses
34% faster than in abstainers, shortening their time to cir-
rhosis by eight years.5
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