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I-Introduction

Although hepatitis C virus (HCV) only accounts for
a minority of cases of clinical acute hepatitis, it is a
major cause of chronic liver disease and liver
transplantation in both developed and developing
countries (WHO, 2007). The global prevalence of HCV
Is 3% with 170 million persons infected worldwide.
Egypt has the highest prevalence of hepatitis C in the
world, reaching 13% of the population, equating to an
estimated 10 million anti-HCV-positive persons
(Kamal, 2008).

While 20-50% of patients with acute hepatitis
achieve spontaneous resolution, between 50% and 80%
of individuals develop chronic infection, Approximately
20% of chronic hepatitis C patients can be expected to
develop cirrhosis; of these, 6% will decompensate to
end-stage liver disease and an additional 4% will
develop hepatocellular carcinoma (HCC) (Thomas and
Seeff, 2005).

The discovery and characterization of Toll-like
receptor (TLR) family have increased our understanding
of how the innate immune system recognizes pathogens
by recognition of their pathogen- associated molecular
pattern (PAMP) and how its activation lead to
appropriate and effective immune response . Among
TLRs, TLR2 recognizes a wide range of PAMPS
including peptidoglycan (PG) and lipoteichoic acids
which are cell wall components of Gram-positive
bacteria and lipoproteins and lipopeptides from cell
walls of Gram-negative bacteria (Takeda et al, 2003).
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Liver injury is associated with a chronic
inflammatory  response and production of
proinflammatory cytokines as tumor necrosis factor- o
(TNF- a), which plays a central role in promoting
inflammatory response, fibrogenesis and cirrhosis
(Parola and Robino, 2001).

Intestinal bacterial overgrowth and increased
bacterial translocation of gut flora from the intestinal
lumen contributes to the proinflamatory state in cirrhotic
patients even in the absence of overt infection (Hanck
et al., 2001).

A significant correlation between circulating
bacterial components (PG and endotoxins) and
proinflammatory cytokine levels has not been shown in
cirrhotic patients raising the possibility that TLRs
especially TLR2 may play a role in the pro-
inflammatory  cytokines production while they
responding to different components of translocated
intestinal bacterial flora (Almeida et al., 2006).

In vitro study done by Dolganuic et al. (2004)
showed that HCV core protein and non- structural
protein 3 (NS3) can activate human peripheral
monocytes and trigger increased TNF- o production via
TLR2.

The role of TLR2 in increasing the circulating TNF-
a in patients with liver cirrhosis complicating chronic
HCV infection need to be further studied to increase our
understanding of the mechanisms by which TLR2
promote the hepatic inflammation and fibrosis to
propose new designed therapies for this serious health
problem and its accompanying complications.



Him of the study

I1-Aim of the study

This study aims to:

e Determine the expression of TLR2 on peripheral
blood monocytes of patients with liver cirrhosis
complicating chronic hepatitis C infection and
compare it to normal individuals.

e Measure serum levels of TNF- o in those patients
and compare them to TNF- a serum levels of
normal individuals.

e Correlate between TLR2 expression and serum
TNF- a level.

This may help in understanding the molecular
mechanisms of liver cirrhosis complicating chronic
HCV infection, aiming to use TLR2 as possible
target for future trials in treating such devastating
health problem.



