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Abstract
Rheumatoid arthritis (RA) is a systemic chronic inflammatory

disease of the joints. Systemic lupus erythematosus (SLE) is an
autoimmune disease which has the potential to involve multiple organs.
There are several lines of evidence that chemokines play an important
role in the inflammatory development and progression of autoimmune
diseases. RANTES is a chemokine that is member of the CC chemokines.

The aim of the work was to evaluate the possible effect of the
RANTES gene on the susceptibility to RA and SLE by examining the
polymorphism of promoter at position -403 of this gene in RA and SLE
patients and ethnically matched controls.

Subjects and methods: The study included 32 rheumatoid arthritis
patients and 32 systemic lupus erythematosus patients .Thirty sex and
age matched healthy individuals were also included in the study as a
control group. All patients were subjected to: careful history taking,
assessment of disease activity, laboratory investigations as well as
RANTES-403 genotyping by PCR-RFLP.

Results: RANTES -403 A/A genotype frequency was significantly
higher in RA (18.75%) and SLE (15.63 %) in comparison to healthy
individuals (0%) (p=0.038 and p=0.037 respectively). However, No
significant association was found between clinical aspects and RANTES
polymorphism.

Conclusion: These findings suggest that the presence of the A
allele in position -403 in the RANTES gene may be a possible risk factor
in the pathogenesis of SLE and RA .

The use of RANTES gene therapy appears to be a promising line
of treatment for RA and SLE patients.
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Chemokines- RANTES —gene polymorphism-- PCR-RFLP.
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Sstsoduction and Aoy off Work

Introduction

Chemotactic cytokines (chemokines) are small signaling proteins
that are released by a variety of cells and are involved in the
pathophysiology of inflammatory processes, through the process of
attracting and stimulating specific subsets of leucocytes. (Liao et al.,
2004)

Chemokines, such as regulated upon activation, normal T cell
expressed and secreted (RANTES) are responsible for the recruitment of
monocytes and T lymphocytes in both the acute and chronic phases of
inflammation. (Rovin and Phan, 1998)

RANTES is produced from various cell types, including CD8+T
cells, CD4+T cells, monocyte/macrophages and renal tubular epithelium
after cellular activation by stimuli and cytokines such as tumor necrosis
factor-a and interleukin 1B stimulation. (Canque et al., 1996)

The RANTES gene is located on human chromosome 17. Two
single nucleotide polymorphisms (SNPs) in the RANTES promoter
region (-28C—G and -403G—A) have been found affecting the
transcription of RANTES gene. (Mehrabian et al., 1991)

In human cell lines the -28G and the -403 A were shown to
increase promoter activity of RANTES compared to the more frequent -
28C and the-403G, respectively, suggesting that these polymorphisms
increase RANTES expression in the human body. (Liu et al., 1999)

Rheumatoid arthritis (RA) is a systemic chronic inflammatory
disease with synovial tissue invasion by inflammatory cells. These cells
and associated products such as chemokines play an essential role in
synovitis, pannus formation and eventually joint destruction. (Szekaneez

et al., 2003)



