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CIntroduction &

INTRODUCTION

qncidence of Hepatocellular carcinoma (HCC) has rapidly
increased world wide. HCC is the sixth most common
malignancy and the third most common cause of cancer related
death (Kadalayil et al., 2013). In Egypt, liver cancer forms
23.81% of the total malignancies. HCC constitutes 70.48% of
all liver Tumours among Egyptians (Forner et al., 2012).
Recent investigations in Egypt have shown the increasing
importance of HCV infection in the etiology of liver cancer,
estimated to account for 40-50% of cases (Shaker et al., 2013).

Chronic infection with hepatitis C virus (HCV) is the
leading cause of end-stage liver disease, HCC and liver-related
death in Egypt. HCV causes chronic hepatitis in 60%-80% of
the patients, and 10%-20% of those patients develop cirrhosis
over 20-30 years of HCV infection. About 1%-5% of the
patients with liver cirrhosis may develop HCC and 3%-6%
may decompensate during the following 20-30 years. The risk
of death in the following year after an episode of
decompensation is between 15% and 20% (Westbrook et al.,
2015).

Direct-acting antiviral agents (DAA) for chronic hepatitis
C have initiated a revolution in the management and control of
this important liver disease with cure rates over 90%
(AASLD/IDSA Hepatitis C guidance, 2015; Conti et al., 2016).




CIntroduction &

The ease of administration, short duration of treatment,
excellent tolerance and absence of severe side effects have
made therapy of hepatitis C appropriate to all patients with
chronic hepatitis C with different stages of disease severity
(Hoofnagle et al., 2016). Highly effective DAA were expected
to dramatically decrease HCV related liver disease progression
to end-stage liver disease and HCC (Foster et al., 2016).

In fact, the risk of developing HCC continues to persist
in those patients with HCV cirrhosis even after they have
achieved SVR (Brown et al., 2016). However, it has been
suggested that HCC may occur or recur in patients with chronic
HCV infection who received DAA therapy. Because this
phenomenon was not seen in patients treated with interferon or
ribavirin, some experts speculate that these novel DAA may in
fact play a significant role in Tumour development (Foster et
al., 2016). However, data on HCC risk following DAA are still
sparse and conflicting (El-serag et al., 2016).

For decades of years, there were a lot of studies have
explored the relationship of polymorphisms of candidate gene
and HCC. Single Nucleotide Polymorphism (SNP) a genetic
polymorphism between two genomes that is based on deletion,
insertion, or exchange of a single nucleotide.

It is assumed that a decreased ability to eliminate cells
with DNA damage may facilitate the accumulation of somatic
mutations, and thereby contribute to Tumour initiation,




