Endothelial nitric oxide synthase gene Glu298Asp
polymorphism is associated with Behcet’s disease

F. Oksel, G. Keser, M. Ozmen, K. Aksu, G. Kitapcioglu', A. Berdeli?, E. Doganavsargil

Ege University School of Medicine,
Department of Internal Medicine, Division
of Rheumatology, Public Health! and
Molecular Medicine Research Lab?,
Bornova, Izmir, Turkey.

Fahrettin Oksel, MD, Associate Professor;
Gokhan Keser, MD, Professor; Kenan
Aksu, MD, Associate Professor; Mustafa
Ozmen, MD, Specialist; Gul Kitapcioglu,
MD, Specialist; Afig Berdeli, MD, Profes-
sor; Eker Doganavsargil, MD, Professor.
Please address correspondence to: Dr.
Fahrettin Oksel, Ali Cetinkaya Bulvari,
No:71/5, Alsancak, Izmir, Turkey.

E-mail: fahrettin.oksel@ege.edu.tr
agkkeser @ gmail.com

Received on January 30, 2006, accepted
in revised form on May 25, 2006.

Clin Exp Rheumatol 2006, 24 (Suppl. 42):
S§79-882.

© Copyright CLINICAL AND EXPERIMEN-
TAL RHEUMATOLOGY 2006.

Key words: Behcet’s disease,
endothelial nitric oxide synthase gene
(eNOS), single-nucleotide polymor-
phism.

ABSTRACT

Objective. The 894 G—T (Glu298Asp)
polymorphism in exon 7 of the endothe-
lial nitric oxide synthase (eNOS) gene
was previously reported to be associat-
ed with Behget’s Disease (BD) suscep-
tibility in Italian origin and Korean
patients, but not in a group of unrelated
Turkish patients. We analyzed whether
this polymorphism is associated with
BD, in another group of Turkish pa-
tients.

Methods. We studied 132 consecutive
Turkish BD patients being followed up
by Ege University Rheumatology De-
partment and 91 healthy controls. All
individuals were genotyped by PCR-
RFLP for 894 G—T in exon 7
(GIu298Asp).

Results. The frequency of the T allele
in BD group (101/264) was significant-
ly higher than in healthy controls (OR
1.88, %95 CI 1.27-2.49, p < 0.001).
The frequency of the homozygote (TT)
Glu298Asp polymorphism in BD
(27/132) was also significantly higher
than in healthy controls (5/91) (OR
3.72, %95 CI 3.44-4.0, p < 0.001).
However, no association was found
between the Glu298Asp polymorphism
and clinical parameters in BD.
Conclusions. In this study, we found
that Glu298Asp polymorphism of the
eNOS gene was associated with BD in
Turkish patients.

Introduction

Behget’s disease (BD), which was first
described as the triple symptom com-
plex of recurrent oral and genital ulcers
and iritis, is a unique systemic vasculi-
tis, which affects almost all types and
sizes of blood vessels (1). Although the
exact pathogenesis of BD is not known,
it is believed to occur in the context of
a susceptible genetic background under
the influence of various environmental
factors, especially microbial pathogens
(1, 2). The immunological abnormali-
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ties in BD may be summarized as
hyperreactivity of neutrophils, overex-
pression of several proinflammatory
and Thl-type cytokines and several
phenotypic and functional lymphocyte
abnormalities (2).

Thrombotic tendency is also a well
known feature in BD (1, 2). Although
hypercoagulable/prothrombotic state
may also be important in developing
thrombosis, endothelial cell dysfunc-
tion (ECD) is accepted as the main
immune-mediated factor causing throm-
bosis in BD (1-5). ECD is a physiolog-
ical phenomenon which basically re-
flects impaired flow-mediated dilata-
tion of brachial arteries, mostly due to
reduced nitric oxide (NO) levels (6).
NO is the most powerful endogenous
vasodilator known, and is enzymatical-
ly synthesized by normal endothelium,
from L-arginine with the catalytic help
of endothelial nitric oxide synthase
(eNOS) (7, 8). In the presence of endo-
thelial injury, as in the case of systemic
vasculitis, NO production will be re-
duced, causing impaired flow-mediat-
ed dilatation (6-8). So, reduced plasma
NO levels reported in active BD (9),
may contribute to the endothelial ab-
normalities and thrombotic tendency
observed in BD.

Although increased intravascular oxi-
dative stress and consumption of NO
may contribute to the reduced NO lev-
els in BD, polymorphisms in the eNOS
gene may also play a role (10). From
this standpoint, well-known eNOS
gene polymorphisms in BD had al-
ready been investigated in previous stu-
dies (10-12). Among these, Glu298Asp
polymorphism in exon 7 of the eNOS
gene was found to be significantly
associated with BD patients from Italy
(11) and Korea (12). However similar
association could not be found in a
group of Turkish BD patients (10). In
this study, we aimed to investigate the
association of Glu298Asp polymor-
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