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Introduction

ngiver cirrhosis, the end stage of chronic liver diseases
(CLD), is a major cause of mortality worldwide, where
it accounts for approximately 850,000 death per vyear.
Moreover, The disease is commonly complicated by the
development of hepatocellular carcinoma (HCC), which is
the fifth most common cancer in the world and the third most
common cause of cancer related death among oncological
patients (Zhao et al., 2008).

Hepatitis C virus (HCV) infection, the most common
cause of CLD, is estimated to affect 170 million individuals
worldwide. The published Egyptian Demographic Health
Survey (EDHS) in 2009 estimated an overall anti-HCV
antibody prevalence of 14.7%.The number of Egyptians
estimated to be chronically infected was 9.8% (Millera and
Abu-Raddad, 2010).

Although the majority (50-80%) of HCV-infected
patients develops chronic infection, the disease progression is
quite variable, where only about 15% of those chronically
infected will eventually progress to cirrhosis after a median
of 20-30 years post infection. Thus, identification of patients
with accelerated fibrogenesis is of tremendous importance
because early treatment can prevent development of cirrhosis
and HCC (Ghany et al., 2009).
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Several studies have observed that intrahepatic
inflammation, especially lobular and/or peri-portal, is one of the
most important determinants of fibrosis progression. The
inflammatory reaction, mediated by intrahepatic T-helper 1
(Th-1) cells, leads to activation of stellate cells with excess
deposition of extracellular matrix proteins and promotes ongoing
tissue damage and fibrogenesis (Wathmus et al., 2010).

Liver biopsy is still the standard and most commonly
used procedure in the assessment of liver fibrosis. However, it
Is an invasive method associated with patient discomfort and
in rare cases with serious complications (El-Shabrawi and
Isa, 2011). These limitations of the procedure have prompted
a search for non-invasive markers of hepatic fibrosis. Non-
invasive procedures such as transient elastography
(FibroScan) and serum biomarkers (particularly Fibrometre,
Fibrotest, Hepascore and APRI) have been developed in order
to avoid biopsy, however, none of the currently available
indices has sufficient accuracy to replace liver biopsy in the
assessment of hepatic histology in patients with chronic HCV
infection (Degos et al., 2010). The primary limitation of these
indices is their inability to identify patients with intermediate
stages of fibrosis (Zeremski et al., 2009).

Osteopontin (OPN) is a phosphorylated acid glycoprotein,
secreted by multiple cell types including bone, kidney, epithelial
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cells and activated immune cells. It is a Th-1 cytokine which acts
as multi-functioning factor in cell adhesion and migration,
immune and inflammatory response, vascular remodeling and
apoptosis. OPN also induces extracellular matrix deposition by
binding to type I collagen and fibronectin, contributing to tissue
fibrotic process (Suzuki et al., 2005).

Recent studies have shown that OPN is expressed in
activated Kupffer cells (hepatic macrophage) and stellate
cells in experimentally liver necrosis. Moreover, elevated
OPN levels were found in patients with early stages of HCC
and were associated with poorer prognosis (Sun et al., 2009).
These data suggest that OPN is correlated with the
progression of liver disease, and hence it might be used as a
marker of liver fibrosis and cirrhosis.
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Aim of the Work

The aim of this thesis is to study the clinical utility of
4[ osteopontin serum level as a marker for prediction of
degree of fibrosis in HCV related chronic liver diseases and
to correlate its levels with the results of liver biopsy in
patients with no evidence of hepatic cirrhosis or Child-Pugh
classification in cirrhotic patients.
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Chronie Liver Diseases

I- Chronic Liver Diseases
A. Definition:

Chronic liver diseases (CLDs) are characterized by

progressive destruction and regeneration of the liver
parenchyma leading to fibrosis and cirrhosis. Clinically it is
defined as any hepatitis lasting for 6 months or longer
(Goldberg, 2009).

B. Epidemioloqy:

Cirrhosis affects hundreds of millions of patients

worldwide. The overall burden of liver disease in the United
States, the vast majority of which is due to chronic disease
with fibrosis, exacting an increasing economic and social
cost (Kim et al., 2002).

Indeed, in the US cirrhosis is the most common non-
neoplastic cause of death among hepatobiliary and gastro-
intestinal diseases, accounting for approximately 30,000
deaths per year. In addition, 10,000 deaths are due to liver
cancer, the majority of which arise in cirrhotic livers,
consistent with a steadily rising mortality rate from hepatic
cancer. Notably, hepatocellular carcinoma is the most rapidly
increasing neoplasm in the US and Western Europe (Lefton
et al., 2009).




