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To examine whether endogenous sex
hormonal factors might affect hepatitis B
virus (HBV)-related hepatocarcinogenesis in
men, we conducted a case-control study
nested within a cohort of male HBV carriers.

Blood was collected prospectively from 119
hepatocellular carcinoma (HCC) cases and
238 controls and was used to determine
plasma levels of testosterone and estradiol
and genetic polymorphisms in cytochrome
P450cl74 (CYPL7), steroid 5a-reductase
type Il (SRD5A2), and androgen receptor
(AR). The risk of HCC increased with
increasing concentrations of testosterone
(multivariate-adjusted odds ratio [OR]nighest
versus lowest tertile=2.97; 95% confidence interval
[Cl]=1.54-5.70; Pyeng=0.0008), and with an
increasing number of the V dlele of the
SRD5A2 V89L polymorphism (multivariate-
ad] usted ORvv versus LL genotype:2-47; 95%
Cl=1.21-5.03; Pyeng=0.011). Shorter AR-
CAG repeats (fewer than 23 repeats) were
associated with 1.6-fold (95% Cl=1.00-2.68)
increased risk of HCC. Although CYP17
genotype did not influence risk alone, there
was evidence of a gene-gene interaction,
such that the CYP17 A1l allele significantly
increased risk only in the presence of shorter
AR-CAG repeats. Similar interaction with
the AR gene was found for the SRD5A2 VV
genotype. No clear associations were found
between estradiol or testosterone-to-estradiol
ratio and HCC.

Key words. androgen receptor, cytochrome
P450c17a, estradiol, hepatocel lular
carcinoma, steroid 5a-reductase type I,
testosterone
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