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Introduction & Aim of the Work,

INTRODUCTION

Hepatitis C virus (HCV) is a major health problem; it is the
main cause of transfusion-associated hepatitis and is also seen in
intravenous drug abuse, organ transplant and hemodialysis
patients, and health care workers (Neil et al., 2003).

In addition to hepatitis, cirrhosis and hepatocellular
carcinoma (HCC), several extrahepatic manifestations (EHM)
have been reported in the natural history of HCV infection.
According to different studies, 40-74% of patients infected with
HCV might develop at least one EHM during the course of the
disease (Galossi et al., 2007).

A significant proportion of these extrahepatic manifestations
(EHM) disorders involve the skin (Davis et al., 2003). Various
cutaneous eruptions have been described in the setting of HCV
infection (Neil et al., 2003).

Urticaria is a common disorder that affects up to 20% of the
population at some point during their lifetime. Aggravating factors
include drugs, foods, additives, connective tissue disorders and
infections. It is well established that Hepatitis B virus causes
urticaria. Whether Hepatitis C infection causes urticaria or not is
still debated with reports both in favor of and against this
(Siddique et al., 2004).



Introduction & Aim of the Work,

AIM OF THE WORK

To analyze the frequency of urticaria in chronic renal
dialysis Egyptian patients with HCV infection.
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Chapter I: HCV Review of Literature

HEPATITIS C VIRUS (HCYV)
Definition

HCV, first identified in 1989, is strictly a blood-borne RNA
viral infection in the family Flaviviridae. Humans are the only
reservoir for this viral infection. HCV infection most often leads to
an asymptomatic chronic state, which can later progress to active
liver disease, liver failure, or primary hepatocellular carcinoma.
Treatment of HCV is costly, beyond the reach of most patients in
less-developed countries, requires 48 or more weeks to complete,
and has serious adverse effects and low efficiency. HCV in a
family member can be socially and economically detrimental
(Millera and Abu Rhaddad, 2010).

Egypt reports the highest prevalence of HCV worldwide,
ranging from 11% to more than 14% among regions and
demographic groups. In the U.S., the number of new cases of
infection with HCV has declined over the last 10 years from a
peak of some 200,000 annually to about 19,000 in 2006. Up to
85% of newly infected people fail to clear the virus and become
chronically infected. In the U.S., more than three million people
are chronically infected with HCV. Infection is most common
among people who are 40 to 60 years of age, reflecting the high
rates of infection in the 1970s and 1980s. There are 8,000 to
10,000 deaths each year in the U.S. related to HCV. HCV is the
leading cause of liver transplantation in the U.S and is a risk factor
for liver cancer (Dubuisson, 2007)



Chapter I: HCV Review of Literature

HCV is a small single-stranded RNA virus with a lipid
envelope (E) containing glycoproteins (E1 and E2) and a core with
a genome consisting of 9500 nucleotides. HCV components are
both structural (core, E1, and E2) and nonstructural (NS; P7, NS2,
NS3, NS4A, NS4B, NS5A, and NS5B). The nonstructural genes
encode various enzymes including a polymerase responsible for
replication of HCV (KDIGO Guidelines, 2008).

The structural proteins include the core (C), which forms the
viral nucleocapsid, and the envelope glycoproteins E1 and E2. They
are released by host-cell signal peptidases. The structural proteins are
separated from the nonstructural proteins by the short membrane
peptide p7, thought to be a viroporin. The nonstructural (NS) proteins
NS2 to NS5B are involved in polyprotein processing and viral
replication. The proteolytic processing of NS polyprotein part is
complex and requires two distinct proteinases: the NS2- NS3 zinc-
dependent metalloproteinase, and the NS3 serine proteinase located
in the N-terminal region of NS3. The NS2-NS3 proteinase appears to
be dedicated solely to cleavage at the NS2/NS3 site that occurs
rapidly and by a conformation-dependent, autocatalytic mechanism
(Penin et al., 2004).

The remaining NS proteins are released by the NS3
proteinase associated with its cofactor, NS4A. The C-terminal
region of NS3 protein includes RNA helicase and NTPase
activities. NS4B is an integral membrane protein of unknown
function. NS5A is a polyphosphorylated protein of unknown
function, and NS5B is the RNA-dependent RNA polymerase



Chapter I: HCV Review of Literature

(RdRp). The existence of one or more previously unknown HCV
proteins potentially synthesized by ribosomal frame shift has been
suggested recently (Choi et al., 2003).

Although this basic structure is common to all hepatitis C
viruses, there are at least six distinctly different strains of the virus
which have different genetic profiles (genotypes). In Egypt
genotype 4 is the most common form of HCV. In the U.S,,
genotype 1 is the most common form of HCV. Even within a
single genotype there may be some variations (genotype la and
Ib, for example). Genotyping is important to guide treatment
because some viral genotypes respond better to therapy than
others. The genetic diversity of HCV is one reason that it has been
difficult to develop an effective vaccine since the vaccine must
generate viral proteins from each genotype (Dev et al., 2002).
HCYV Prevalence in Egypt

The highest HCV prevalence in the world occurs in Egypt,
where the prevalence of infection increases steadily with age, and
high rates of infection are observed among persons in all age
groups (Perz et al., 2006). This pattern indicates an increased risk
in the distant past followed by an ongoing high risk for acquiring
HCYV infection, although there are regional differences in average
overall prevalence (Medhat et al., 2002).

In 1992, when HCV antibody testing became widely
available, the prevalence of HCV in Egypt was reported to be
10.8% among first-time blood donors (Millera and Abu Raddad,
2010). Since this discovery, many prevalence estimates of HCV



