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Introduction

Introduction

Hepatocellular carcinoma (HCC) is one of the most
common malignant tumors worldwide. Patients with liver
cirrhosis are at higher risk for the development of HCC. To
date diagnostic imaging such as Computer Tomography or
Magnetic Resonance Imaging (MRI) is taken as the gold
standard for definitive diagnosis of HCC (Yumi Saito et al.,
2010).

Several serum markers developed for the diagnosis
of HCC. o —fetoprotein (AFP) and protein induced by
vitamin K absence (PIVKA-II) is most widely used as a
diagnostic serum marker for HCC, however their early
diagnostic value is poor (Sherman, 2001). Up to 40% of
HCC patients have normal AFP. Moreover, AFP can also be
elevated in patients with cirrhosis or exacerbation of
chronic hepatitis. Prospective studies evaluating the value
of AFP in HCC surveillance have reported sensitivities of
39-64%, specificity of 76-91% and positive predictive
values of 9 -32% (Jorge A. Marrero , 2003).




Introduction

R2-microglobulin (32-MG) is a non-glycosylated
polypeptide composed of 99 amino acids. It is one of the
components of major histocompatibility complex HLA
class | molecules on the cell surface of all nucleated cells
(Yumi Saito et al., 2010). Increased serum levels of R2-MG
occur in  multiple myeloma, lymphoma, Sjogren's
syndrome, amyloid fibrils and in patients receiving
hemodialysis for long periods (Ryu et al., 2006). High
serum levels of R2-MG were also detected in many
infectious diseases including infection with HCV

(Malaguarnera et al., 2000).

A significant correlation was found between R2-MG
and interleukin-6 (IL-6), AFP and HCC tumor size. This
indicates that the elevation of R2-MG seems to be a
consequence of the stimulation of hepatocytes by humoral
components such as IL-6. Weakening of the immune
system, due to IL-6, may be responsible for a more severe
progression of HCC and overexpression of 32-MG (Saad et
al., 2005).




Aim of the Work

AIM OF THE WORK

The aim of the present study was to verify the
reliability of R2-MG as a marker for diagnosis of HCC and

its significance in evaluation of severity of liver cirrhosis.




Review of Literature Chapter I: Liver Cirrhosis

LIVER CIRRHOSIS

Liver cirrhosis is defined as the histological
development of regenerative nodules surrounded by fibrous
bands in response to chronic liver injury that leads to portal
hypertension and chronic liver disease. Recent advances in
the understanding of the natural history and
pathophysiology of cirrhosis, and in treatment of its
complications, resulted in improved management, quality
of life and life expectancy of cirrhotic patients. Liver
transplantation remains the only curative option for a
selected group of patients, but pharmacological therapies
that can halt progression to decompensated cirrhosis or
even reverse cirrhosis are being developed (Schuppan and
Afdhal, 2008).

Liver fibrosis occurs as a result of accumulation of
extracellular matrix (ECM) proteins including collagen that
occurs in most types of chronic liver diseases. Activated
hepatic stellate cells, portal fibroblasts, and myofibroblasts
of bone marrow origin have been identified as major
collagen-producing cells in the injured liver (Friedman,
2003).




