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ABSTRACT

Objective

Behcet’s Disease (BD) is a chronic multisystem inflammatory disorder of
unclear etiology. Vascular inflammation, endothelial dysfunction and
angiogenesis may be in part responsible for the pathogenesis of BD. The aim of
the present study was to assess Angiopoietin-1 (Ang-1) concentrations as a
recent angiogenic mediator in plasma of BD patients and to analyze its
association with disease clinical features, laboratory parameters as well as

disease activity.

Patients and Methods

The present study included 47 BD patients fulfilling the International Study
Group criteria for the diagnosis of BD and 30 age and gender matched healthy
controls. Demographic, clinical and serological data were prospectively
assessed. Activity and severity of BD were also assessed. Plasma Ang-1 levels
were measured using enzyme-linked immunosorbent assay (ELISA).
Results

The mean plasma level of Ang-1 in BD patients was significantly lower than
healthy controls (p=0.005). Mean plasma Ang-1 level in patients with vascular
affection was significantly lower than those without vascular affection (p=0.045).

The mean plasma Ang-1 level was significantly higher in patients with CNS than



those without (p=0.040). There was no significant association between plasma
Ang-1 levels and other clinical manifestations nor disease activity or severity.
Patients who received cyclophosphamide showed a significant increase in plasma
Ang-1 level than those who didn’t receive it (p=0.049).
Conclusion

Plasma Ang-1 levels were diminished in our BD patients especially in
patients with vascular involvement. Larger studies with further investigations of
the precise role of Ang-1 in the pathogenesis of BD are needed and might lead

to novel therapies for the clinical management of BD.
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Introduction and Aim of the Work

INTRODUCTION

Behcet’s disease (BD) is a systemic vasculitis disorder of unknown
etiology, characterized by relapsing episodes of oral aphthous ulcers, genital
ulcers, skin lesions and ocular lesions.

The cause of BD is unknown. It is believed to be due to an autoimmune
process triggered by an infectious or environmental agent (possibly local to a
geographic region) in a genetically predisposed individual. Interaction of
primed neutrophils with endothelial cells is considered a crucial event in the
pathogenesis of severe endothelial lesions in BD vasculitis (Mendes et al.,
2009).

In this regard, the interaction between neutrophils and endothelial cells
has been the subject of much study. Angiopoietin-1 (Ang-1) and angiopoietin-2
(Ang-2) are antagonistic ligands that bind to the extracellular domain of the Tie-
2 receptor, which is almost exclusively expressed by endothelial cells (Fiedler
et al., 2003). The Ang-Tie ligand—receptor system was identified as the second
class of vascular-specific receptor tyrosine kinases (RTKSs). Angiopoietins and
Tie-2 receptor control angiogenic remodeling in a context-dependent manner.
Tie signaling is involved in multiple steps of the angiogenic remodeling process
during development, including destabilization of existing vessels, endothelial
cell migration, tube formation and the subsequent stabilization of newly formed

tubes by mesenchymal cells. Beyond this critical role in blood vessel
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development, recent studies suggest a wider role for angiopoietins in
lymphangiogenesis and the development of the hematopoietic system, as well as
a possible role in the regulation of certain non-endothelial cells. (Eklund and

olsen, 2006).

In line with these data, significantly elevated Ang-2 concentrations and
decreased Ang-1 concentrations has been detected in patients with Systemic
lupus erythematosus (SLE) with active disease (Kumpers et al., 2009).
Circulating Ang-2 has been elevated and closely correlates with disease activity
and circulating endothelial cells numbers in ANCA associated vasculitis with
renal involvement (Kumpers b et al., 2009). Recently, a preliminary study
reported elevated Ang-1 in Korean BD Patients (Choe et al., 2010). But with
this exception, no information is available on the role of Ang/Tie system in BD

patients.



