The Effects of Alcohol on Spontaneous Clearance of Acute Hepatitis C
Virus Infection in Females versus Males
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Introduction

*Approximately one quarter of persons
exposed to hepatitis C virus (HCV) will
spontaneously clear infection.

*Female sex and IFNL4 genotype has
been shown to predict clearance.

* The impact of alcohol on HCV
clearance is less well understood,
and sex-specific effects are unknown.

Specific Aims

1) To evaluate the impact of drinking
alcohol on likelihood of HCV
spontaneous clearance among
persons with documented acute HCV
who were prospectively followed over
time with repeated measures of HCV
viral load and drinking self-report.

2) To explore whether associations
between alcohol and spontaneous
clearance differed among women
compared to men.

Methods

*Prospective observational study using
data from The InC3 study, a
collaboration of nine cohorts in the
United States, Australia, Canada, and
The Netherlands.

*Persons who injected drugs were
prospectively followed between 197 9-
2012.

*Study visits occurred every 1-6
months and included HCV testing
(anti-HCV and HCV RNA testing).

*Predictor: alcohol use (yes/no) at the
time of infection .

*Qutcome: spontaneous clearance
(I.e. two consecutive undetectable
HCV RNA test results greater than or
equal to four weeks apart after date
of acute infection).

*The effects of alcohol use on time to
HCV clearance were assessed by
Kaplan-Meier curves. Patients who
died or were lost to follow-up were
censored at their last visit.

*Cox proportional hazards analysis
were used to assess the independent
effects of alcohol, adjusting for age,
race/ethnicity, site, and IFNL4 status
on HCV spontaneous clearance.

*To assess the effects of sex, we
iIncluded an interaction term between
sex and alcohol use and estimated
both male- and female-specific
adjusted hazard ratios using the post
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Results

*There were 411 participants with acute HCV and data on
concomitant alcohol use.

*Alcohol use did not differ by age, sex, race/ethnicity, HCV
genotype, or IFNL4 genotype.

Table 1 Rates of spontaneous clearance of HCV infection
(per 100 person-years observation) among drinkers and
non-drinkers of alcohol, stratified by sex.

o Incidence/100
Sub- Drinking SC RR
pyo P-value

Py
rou status cases 95% CI
group (95% Cl) (95% cl)

Overall
Non-drinkers 33 153.5 21.5(15.3,30.2) 1.0
Drinkers* 56 407.2 13.8(10.6,17.9) 0.6(0.4,0.9)

Non-drinkers 15 108.1 13.9 (8.4, 23.0) 1.0
Drinkers 35 284.3 12.3(8.8,17.1) 0.9 (0.5, 1.6)
Females
Non-drinkers 18 44.8 40.1(25.3,63.7) 1.0 0.007
Drinkers 21 123.0 17.1(11.1, 26.2) 0.4(0.2,0.8)
SC: Spontaneous Clearance; RR: Rate Ratios calculated with the Mantel-Haenszel
method; PYO: Person-years of observations; Cl: Confidence Interval.
*Alcohol drinking status at or after acute HCV infection.

Figure 1 Kaplan Meier curves of HCV persistence by sex and
alcohol-drinking status at or after HCV acute infection.
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*Models adjusted for age, race/ethnicity, IFNL4, and study site.

Results

*The test of homogeneity
for gender for the effect
of alcohol on HCV
clearance (i.e., test for
Interaction) was
statistically significant
(x2= 27.3, p<0.001).

Limitations

*Data on frequency/
amounts of alcohol used
by participants was asked
in different formats and
not available for the full
sample; analyses of dose
response not possible.

*Alcohol use was based on
self-report and, thus,
could be subject to social
desirability bias.

*The absolute number of
outcomes of spontaneous
clearance is modest. As
such, sex-specific results
should be interpreted
cautiously and confirmed
In other samples.

Conclusions

*This prospective study of
HCV clearance among
people with acute
infection found that self-
reported alcohol use was
associated with a lower
relative hazard of
spontaneous clearance,
and sex-stratified
analyses suggested
strong and significant
associlations among
women only.

Grant Support

Funding for this research came
from cooperative agreements
with the Centers for Disease
Control and Prevention
(5U62PS000969;
5U1BPS003250).

Conflicts of Interest

The authors have no conflicts of
Interest to declare.

UW Medicine

HARBORVIEW
MEDICAL CENTER




