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Abstract

Abstract

Fibromodulin (FMOD) is an extracellular matrix protein, it was recently
proposed to be a novel tumor associated antigen (TAA) in B-cell chronic
lymphocytic leukemia and it was found to be one of the most overexpressed
genes in CLL. In this study, using reverse transcription-polymerase chain
reaction (RT-PCR), fibromodulin gene was found to be expressed in 46% of
patients with B-CLL in comparison to control group which was 0% (P value
0.006). There were significant relations between fibomodulin expression and
some clinical and laboratory data such as lymphadenopathy, splenomegaly,
hepatomegaly, lower hemoglobin level, lower RBCs count and lower platelet
count. The reason for the expression of fibromodulin in B-CLL is unknown.
Understanding the biological function of fibromodulin in B-CLL is critical
because this molecule may be involved in the pathophysiology of B-CLL and

may be used as a target for therapeutic intervention.
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Introduction and Aim of work

Introduction

B-cell chronic lymphocytic leukemia (B-CLL) is the most common
leukemia of adults in western countries. Allogenic hematopoetic cell
transplantation (HCT) is the only potentially curative therapy for B-CLL,
but due to the high treatment-related mortality and advanced age of most
patients, the procedure is not applicable for the majority of B-CLL
patients. Therefore there is a fervent need for novel therapeutic strategies
(Schmidt et al., 2007).

Immunotherapy promises to mitigate the complications of
chemotherapy and potentially provide for curative treatment. Effective
strategies for this will have to overcome the disease-related acquired
immune deficiency and the capacity of the leukemia-cell to induce T-cell
tolerance, thereby compromising the activity of even conventional

vaccines in patients with this disease (Arnon et al., 2007).

Recently, it has been described that vaccination with allogenic
dendritic cells (DCs) pulsed with tumor cell lysate generated specific
cytotoxic CD8+ T cell response against the leukemia-associated antigens
such as fibromodulin which was detected in patients with B-CLL (Hus et
al., 2008).

For the development of T-cell based therapies, the definition of
Immunogenic tumor-associated antigens (TAAS), which are expressed in
malignant cells from leukemia / cancer patients but not in tissues of
healthy volunteers, constitutes a cornerstone. RHAMM /CD168,

fibromodulin, survivin and the oncofetal antigen immature laminin-



