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INTRODUCTION

INTRODUCTION

Preferentially expressed antigen of melanoma (PRAME) is a cancer-
testis antigen (CTA) belongs to the group of tumor associated antigens.

It encodes an antigen recognized by autologous T cytotxic
lymphocytes. The PRAME gene maps on chromosome 22 at 22g11. It was
first detected in a case of malignant melanoma (Spanaki et al ., 2007).

Although the PRAME gene expression is low or absent in amost all
normal adult tissues except for testis, adrenals, ovaries and endometrial
tissues it was found to be expressed at high levelsin alarge fraction of solid
tumors like non small cell lung cancer, rena cell carcinoma, head and neck
tumors. Its also over expressed in hematopoietic neoplasms like acute and
chronic leukemias, multiple myeloma and lymphomas (Tajeddine et al .,
2006).

In spite of the fact that the PRME antigen is recognized by autologous
cytotoxic T cell-mediated immune responses, its expression is well retained.
This suggest that expression of PRAME is addressed to be involved in the
tumorigenic process (Epping et al ., 2005).

The mRNA level of PRAME is used as atumor marker due to its over
expression in various malignancies. The PRAME transcript was highly
expressed in AML patients and was favorable marker for prognosis, so
guantification of PRAME transcript can be used in monitoring disease status
of AML (Zhu et al., 2010).

The expression of PRAME might play a critical role in the control of
minimal residual disease (MRD) in acute myeloid leukemia (AML) where
PRAME mRNA could be used to monitor MRD for AML patients with
higher than normal levels and its increase over or persistently higher than
normal range predict hematological relapse (Qin YZ et al., 2008).

PRAME is a good target for tumor immunotherraapy therapy and is
useful marker gene for detection of MRD ( Greiner et al ., 2006).



INTRODUCTION

Aim of work

The am of this work is to asses the expression of Preferentially
expressed antigen of melanoma (PRAME) gene in 60 adult acute myeloid

leukemia patients at diagnosis and to correlate its expression with the
clinical response.
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ACUTE MYELOID LEUKEMIA

Introduction

The term acute myeloid leukemia (AML, acute nonjWrocytic
leukemia [ANLL]) refers to a group of relatively Weefined
hematopoietic neoplasms involving cells committedhie myeloid line
of cellular development. AML is characterized byglanal proliferation
of myeloid precursors with reduced capacity to atightiate into more

mature cellular elements.

As a result, there is an accumulation of leukemios in the bone
marrow, peripheral blood, and other tissues, withaaked reduction in
red cells, platelets, and neutrophils. The incr@éageoduction of
malignant cells, along with reduction in these matlements, result in a
variety of systemic symptoms, anemia, bleeding, amthcreased risk of

infection.

Acute myeloid leukemia (AML) is a genetically heigeneous
disease with accumulation of acquired genetic ait@ns in
hematopoietic progenitor cells that disturb normra@chanisms of cell

growth, proliferation and differentiatiqidohner et al , 2007).



