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Abstract

ABSTRACT

Hepatocellular carcinoma (HCC) is one of the few tumors in which the
incidence is on the rise worldwide. The increasing incidence of HCC is
associated with the rise in hepatitis C virus (HCV) infection. Egypt has the
highest prevalence of HCV/genotype 4 infection in the world, with 14% of
the population infected. Little is known about the role(s) of epigenetic
changes that may participate in HCV-induced HCC. Epigenetic studies
directed at mapping the etiology of HCV disease progression to HCC and
how they correlate with patients clinicopathological parameters are expected
to provide new insights that will aid in the design of effective strategies for
earlier detection and management of the disease. The aim of the current
study was to investigate the aberrant methylation of 11 genes in liver tissue
samples obtained from Egyptian patients infected with HCV/genotype 4,
and to explore possible relationships between aberrant methylation and
clinicopathological features in HCC. Thirty-one HCC and matching non-
tumor tissues, thirty-four chronic hepatitis liver tissues, and thirteen normal
liver tissues were analyzed for the methylation status of APC, FHIT, pl15,
p73, pl4, pl6, DAPKI, CDH1, RARpP, RASSF1A and O°MGMT genes by
qualitative methylation-specific PCR. Based on methylation profiles, a
methylation of only 7 genes was found to be highly significant, which is
dependent on disease state. Our data indicate that DNA methylation may
serve as a marker for HCV-associated HCC, and demonstrate the
importance of considering the clinicopathological variables as predicators of

disease state.
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