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Introduction and Aim of The Work,

Introduction

Adiponectin is a protein hormone called adipocytokine
produced and secreted by adipoeyte, with anti-diabetic, anti-
lipogenic, anti-atherogenic, anti-inflammatory, and insulin
sensitizing actions (Berg AH et al., 2001). Adiponectin
directly affects inflammatory response by regulating both the
production and activity of cytokines (Ouchi N et al., 2000).

Concentration of total adiponectin in the blood is about
3-30mg/ml (Wouters et al., 2006). Low plasma levels of
adiponectin are associated with insulin resistance and altered
lipid pattern (Roden et al., 2006).

There are two adiponectin receptors (ADIPORI and
ADIPOR?2), which have been cloned. Liver expresses both
receptor genes and has the highest expression of ADIPO-R2
among the organs (Chinetti G et al., 2004).

Adiponectin correlate negatively with liver fat and
hepatic insulin resistance in diabetic patients (Bajaj M et al.,
2004). It modulates hepatic fat content, has anti-steatotic effect
on the liver and reduces the plasma level of free fatty acid and
their influx into the liver (Fain NJ et al., 2004). Adiponectin
has an antiinflamatory effect that could protect the liver from
the development of inflammation and cell injury (Ouchi N et
al., 2000).

Adiponectin level was found to be higher in
inflammatory HCV infection (Jonsson JR et al, 2005). it may
be due to reduced ADIPO-R2 receptor level in chronic HCV
infection. The reduced ADIPO-R2 expression was confirmed
by immunohistochemistry (Corbetta et al., 2011). It is
suggested that elevated levels of adiponectin in hepatic fibrosis
may be due to adiponectin resistance in chronic HCV infection
(Corbetta et al., 2011). Chronic HCV infected hepatocytes
showed reduced ADIPO-R2 expression suggesting a pattern of
adiponectin resistance (Corbetta et al, 2011).

The increased levels of adiponectin in liver cirrhosis
may not dependent on the aetiology of liver cirrhosis, but
depend on the clinical stage of chronic liver disease, and the
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Introduction and Aim of The Work,

high adiponectin levels in chronic liver disease might at least
partially be due to the proinflammatory state and could reflect
one of the body's antiinflammatory mechanisms in these
disorders (Tiege UJ et al., 2004).

A trial to evaluate whether suppression of hepatitis C is
associated with improvement in IR (insulin resistance) was
done. Patients included in that trial underwent 24 weeks of
pegylated interferon and ribavirm therapy and were
categorized into HCV clearance groups at week 20 on the
basis of HCV RNA levels; null responders had <1 logic
decline, partial responders had >1 logic decline but detectable
HCV RNA, and complete responders had no detectable HCV
RNA. Change in IR by using the homeostasis model
assessment (HOMAZ2-IR) was found (Aymin et al., 2010).

Association between HCV clearance and improvement
in HOMA24R was found in that study. Multiple factors have
been accounted for these improvements. Adiponectin, tumor
necrosis factor-alpha, age, gender, ethnicity, body mass index,
duration of infection, medications used, and fibrosis were all
suggested (Aymin et al., 2010).

In another study, treatment of chronic HCV patient with
IFN-a resulted in a decrease of serum adiponectin levels but an
improvement of insulin resistance in responders to the
treatment (Jin et al., 2005).

Serum adiponectin appears to be an independent
predictor of liver steatosis in patients infected by HCV. It also
appears to be an independent predictor for the achievement of
end-of-treatment virological response after interferon alpha
therapy (Theodores and Zografos et al., 2008).
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Aim of the Work

To evaluate the serum levels of Adiponectin in patients with
HCV causes chronic hepatitis, assess its levels in those
patients with and without interferon therapy and detect its level
before and during treatment n responders.




Review of Literature

Chapterl

Hepatitis C Virus Infection

Hepatitis C is an infectious disease affecting primarily
the liver, caused by the hepatitis C virus (HCV). The infection
is often asymptomatic, but chronic infection can lead to
scarring of the liver and ultimately to cirrhosis, which is
generally apparent after many years. In some cases, those with
cirrhosis will go on to develop liver failure, liver cancer or life-
threatening esophageal and gastric varices (Ryan et al., 2004).

HCYV VlIrology

The hepatitis C virus (HCV) is a small, enveloped,
single-stranded, positive-sense RNA virus (Rosen, 2011). It is
a member of the hepacivirus genus in the family Flaviviridae
(Ray et al., 2009). There are seven major genotypes of HCV,
which are indicated numerically from one to seven (Louie et
al., 2011).

HCYV genotypes

An important variable for all patients with chronic
hepatitis C virus (HCV) is the "genotype" of HCV with which
they are infected. This is the strain of the virus to which they
were exposed when they were infected, and it is determined by
a simple blood test.

Genotypes of HCV are genetically distinct groups of the
virus that have arisen during its evolution (Bukh et al., 1995).

Approximately 75% of Americans with HCV have
genotype 1 of the virus (subtypes la or 1b), and 20-25% have
genotypes 2 or 3, with small numbers of patients infected with
genotypes 4, 5, or 6 (McHutchison et al., 1998). Most patients
with HCV are found to have only one principal genotype,




