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Abstract

The study included 35 rheumatoid arthritis patients (32 females and 3
males) .Patients were diagnosed according to the revised criteria of the
American Rheumatism association. They were attending the
rheumatology outpatient clinics of Kasr Alaini school of medicine.

All of them had a regular detailed follow up files. Twenty sex and
age matched healthy individuals which were aso included in the study as

acontrol group.

All patients were subjected to : Careful history taking, Disease activity
score index (DAS28) x-ray staging using Larsen-Dale method, Laboratory
Investigations in the form of complete blood count, erythrocyte sedimentation

rate, rheumatoid factor and CCR5 genotyping by polymerase chain reaction
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Introduction and Aim of Work

INTRODUCTION

Rheumatoid arthritis is a systemic chronic inflammatory disease of the
joints characterized by the infiltration of the synovia membrane with T
lymphocytes and macrophages, and pannus formation over the underlying
cartilage and bone (Zapico et al., 2000).

The etiology of R.A is unknown, but the development of the disease
appears to be the result of a complex combination of environmental,
hormonal, and genetic factors. Population and twin studies have shown that
multiple genes may be implicated in disease susceptibility (Gerard et al.,
2001)

The inflammatory process observed in R.A is mediated by chemotactic
factors released by the inflamed tissues. Chemokines display a potent
chemotactic factorsfor cells of the immune system, play an important role in
both the destructive and the fibrovasculoproliferative phases of R.A.
(Pokorny et al., 2005).

The chemokine receptor 5 (CCR5) mediates chemotaxis by the CC-
chemokine RANTES, MIP-1a and MIP-1f. This receptor is expressed by
lymphocytes exhibiting the TH1 phenotype and by monocytes-macrophages
(Pardiset al., 2005).

The chemokine receptor 5 (CCR5) mediates chemotaxis by the CC-
chemokine RANTES, MIP-1o and MIP-1f. This receptor is expressed by
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lymphocytes exhibiting the TH1 phenotype and by monocytes-macrophages
(Pardiset al., 2005).

CCRS5 is strongly expressed on T-lymphocytes from the synovial fluid
of RAA patients. Thus, it might be possible that CCR5 is involved in
recruitment of inflammatory cells into the inflamed tissue, and any
mechanism modulating the CCR5 expression could have an effect in the
development of R.A. In this way, a reduced expression of this receptor on
lymphocytes and macrophages could attenuate the severity of the disease
(Parahald et al., 2006).

A 32 base pair (bp) deletion in the CCR5 gene(CCR5 d32)resultsin a
frame shift and premature termination in the region encoding the second
extracellular loop of the CCRS5 receptor ,producing a non-functional receptor
associated with resistance to activation by specific chemokines, and also with
reduced in vitro susceptibility to HIV-1 infection. Previous studies have
suggested an influence of (CCR5 d32) on R.A (Pokorny et al., 2005).
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AIM OF THE WORK

The aim of the present work is to study whether the CCR5 d32 mutation
has a negative association with the susceptibility to rheumatoid arthritis and
the effect of CCR5-d32allele on the severity of the disease will be aso
assessed.
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Rheumatoid Arthritis

Definition

Rheumatoid arthritis is a chronic systemic inflanwma disorder of
unknown etiology that is characterized by its pattef diarthroidal joint

involvement(West et al., 2002).

Its primary site of pathology is the synovium ofetlpints. The
synovial tissues become inflamed and proliferaming pannus that
invades bone, cartilage and ligaments and leadsneage and deformities
(West et al., 2002).

Epidemiology and incidence

Rheumatoid arthritis has a worldwide distributiondaaffects all
ethnic groups. The prevalence of R.A. is aboutl®%ef world population
(smolen & Steiner, 2003).The prevalence is about 2.5 times higher in

women than in me(Ollier and Winchester, 1999).

The disease can occur at any age, but the pealkeim is between
fourth and sixth decadd€arnett et al., 1988).The onset of R.A. appears to
be more in the winter than in the summer morftesrdon and Hastings,
2000).

Etiology and risk factors

Despite extensive research, the cause of R.A.ksawn. It is thought

to be multi-factorial with a combination of manycfars that contribute to
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the initiation of R.A such as genetic, environmé&rgatoimmunity, infective

factors and endocrinal factaflglcGregor et al., 2000).

Genetic factors

Multiple genetic determinants appear to contribtdethe risk of
developing R.A such as: the relative risk in mormgmtic twins is 12-26
folds higher than in unrelated individuals, whereasdizygotic twins or
siblings sharing only 50% of their genes, the rsknly 2-17 folds higher,
so this significant difference indicates a genbésis for the development of
R.A (McGregor et al., 2000).

R.A. is strongly associated with HLA-DR4 and, tdegser extent
HLA-DR1 and DR-14 positivity with the susceptibjlitgene or "shared
epitope" postulated on the third hyper variableioegof HLA-DRB1
(firestein,2001).HLA-DR4 occurred in 70% of R.A. patients, compated
about 30% of controls, giving a relative risk ofvimg R.A in those with
HLA-DR4 of approximately 4 to 5 folddNepam et al., 1989).

It has been estimated that genetic factors acdouapproximately
15% and non-genetic factors for approximately 83%meumatoid arthritis
(Weyand et al., 2000).

Autoimmunity

The identification and characterization of Rheunthtactor as a self
antibody, was the first evidence that autoimmumtght play a role in R.A.

Rheumatoid Factor is a series of antibodies thaigmeize the Fc portion of
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