Association of chemokine receptor 5 (CCRS5) A32 mutation with
Behcet’s disease is dependent on gender in Iranian patients
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ABSTRACT

Objective. Behget'’s disease (BD) is a
recurrent multi-system inflammatory
disorder caused by the combinations of
multiple genetic and environmental
factors. CCRS5 is a Thl-dominant che-
mokine receptor whose levels are in-
creased in patients with active BD. It is
believed that a 32 bp deletion in the
CCRS5 gene reduces the expression of
this receptor on the cell surface. The
aim of the present study was to investi-
gate the association of CCR5 A32
allele with BD in Iranian patients.
Methods. The study included 100 pa-
tients with BD and 380 healthy con-
trols. Polymerase chain reaction (PCR)
amplification was used for analysis of
CCR5 A32 allele.

Results. The frequency of CCR5 A32
allele was not statistically different
between 100 patients with BD and 380
healthy individuals. However, catego-
rizing patients according to gender
revealed a significant difference in dis-
tribution of the CCR5 A32 allele in
female patients compared with female
control individuals (p = 0.047, fisher’s
exact test, OR = 2.60).

Conclusion. The results suggest that
the CCRS A32 allele may be a genetic
risk factor for BD in Iranian women.
These results warrant further investi-
gation to clarify the underlying mecha-
nism of CCRS5 deficiency in the initia-
tion of BD.

Introduction

Behget’s disease (BD) was originally
described as a triad of recurrent oral
aphthous ulcers, genital ulcers and
uveitis (1), but is now recognized as a
multi-systemic disease, also involving
skin, central nervous system (CNS),
joints, lungs, intestine and vessels. The
disease has a worldwide distribution,
but is most common in countries along
the ancient Silk Road (2-4). Besides the
different distribution of the disease, its

S-91

clinical manifestations also differ
throughout the world (5). Moreover, it
has been found that BD is more fre-
quent and severe in men than women,
although recently the numbers of
female patients are increasing (4). Iran
is among the countries with the high
prevalence of the disease and approxi-
mate male to female ratio of 1.14/1 (5).
The pathogenesis of BD is not fully
understood. Streptococcal and viral
infections, directly or by cross-reacting
with heat shock proteins have been
suggested as the most probable envi-
ronmental factors triggering BD.
Genetic factors are also considered to
play important roles in the develop-
ment of the disease (2-4). Class <
HLA-B51 allele is the most widely re-
ported risk factor for BD (6) and identi-
fication of new susceptibility genes is
under investigation (7).

Chemokines are a large family of struc-
turally homogenous cytokines that reg-
ulate leukocyte activation and recruit-
ment to sites of inflammation via inter-
action with a family of chemokine re-
ceptors. It has been found that the ex-
pression pattern of these receptors de-
termines which cell types respond to
which chemokines. CCRS5 is a che-
mokine receptor which binds to proin-
flammatory chemokines of RANTES,
MIP-1o and MIP-1f and its preferen-
tial expression is on Thl cells (8,9).
Overproduction of CCRS5 has been ob-
served in peripheral blood lymphocytes
(PBL) and tissue samples from patients
with BD, pointing toward a role for
CCRS in the pathogenesis of the dis-
ease (10).

A 32-bp deletion in the open reading
frame of the CCRS5 gene induces a pre-
mature stop codon and results in a trun-
cated protein product that is not trans-
ported to the cell surface (8,9). Mono-
cytes from CCRS5 A2 carriers show a
reduced chemotactic response, reflecting
that CCRS A32 allele could attenuate
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