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ABSTRACT

Objective. Endothelial dysfunction is
crucial in Behget'’s disease (BD) patho-
genesis, and measures of endothelial
damage are potential markers of BD
activity. Heparan sulfate (HS) is the
most abundant proteoglycan in the
endothelial cells, and anti-HS antibod-
ies have been reported in subjects with
vascular damage, due to vasculitis/vas-
culopathy. The aim of our study was to
measure serum anti-HS antibodies in
patients with BD and to determine
whether their presence correlates with
disease activity or clinical manifesta-
tions.

Methods. Thirty-two patients with BD
(21 men, 11 women) (median age
36.81+12.0 years) were considered. Of
these, 13 had clinically active disease
at the time of study. The mean disease
duration was 7.31x 8.2 years (median
6 years). Anti-HS antibodies were mea-
sured by ELISA. As controls, sera from
40 sex- and age-matched healthy sub-
Jects, and 78 age-matched patients with
systemic lupus erythematosus (SLE)
were studied.

Results. Anti-HS IgM antibody titres
were significantly higher in BD pa-
tients compared to healthy subjects
(p=0.016) and SLE controls (p=0.0008).
No differences in anti-HS IgG antibody
titres were observed among the 3
groups. Using categorical data, in-
creased titres of IgM anti-HS antibod-
ies were significantly more frequent in
patients with BD vs patients with SLE
(p=0.02). The presence of the antibod-
ies, of either isotype, did not correlate
with disease duration, disease activity
or clinical manifestations.
Conclusions. BD patients have in-
creased IgM anti-HS antibody titres
compared to healthy and SLE controls.
These antibodies did not correlate with
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disease activity or discrete clinical fea-
tures, but might be relevant for patho-
genic mechanisms of the disease.

Introduction

Behcet disease (BD) is a multisystemic
vasculitis, characterized by recurrent
oral and genital ulcerations, uveitis,
skin lesions, and thrombosis (1). Lack-
ing pathognomonic signs or laboratory
test, the diagnosis of BD still relies on
clinical findings, and numerous sets of
diagnostic criteria have been proposed
(2-4). The etiology is still unknown,
but autoimmune, infectious, and genet-
ic factors seem to play a role (5-7).
Endothelial dysfunction is crucial for
the pathogenesis of vascular damage,
and represents a trigger of the pre-
thrombotic status of BD (8). Several
parameters of endothelial damage have
been investigated as potential biochem-
ical markers of BD, including leptin
(9), endothelin-1 and nitric oxide (10),
interleukin-8 (11), soluble E-selectin
(12), lipoprotein (a) and nitrites (13).
However, specific and reliable markers
of endothelial dysfunction that corre-
late with clinical activity are still lack-
ing. The mechanisms underlying the
vascular endothelial damage are yet to
be identified. There is evidence that
humoral immunological damage to
endothelial cells may play a role. Anti-
endothelial cells antibodies (AECA),
which are capable of increasing leuko-
cyte adhesiveness, and vascular throm-
bosis, have been reported in BD (14-
16). However, AECA have been incon-
sistently associated with disease activi-
ty or severity (17, 18).

Heparan sulfate (HS) is a glycosamino-
glycan, a hexosamine-containing com-
plex polysaccharide, with o-glycosidyl
linkages to proteins to form proteogly-
cans. HS is the most abundant proteo-
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