CD4+*CD25* regulatory T cells in patients with Behcet’s disease
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ABSTRACT

Objective. To investigate whether the
CD4*CD25" regulatory T cell (Treg)
population, which plays important role
in autoimmune diseases is related to
the pathophysiology of Behget’s dis-
ease (BD).

Methods. Forty-two patients with BD
(20 patients in active disease) fulfilling
the criteria of the International Study
Group of BD. Twenty age-matched
healthy controls were studied. We ana-
lyzed CD4+*CD25*"s" T cells and the
mRNA expression of Foxp3, cytotoxic T
lymphocyte-associated — antigen 4
(CTLA-4), and transforming growth
factor B (TGF-PB) in BD. We have stud-
ied the ability of CD4*CD25* (Treg) to
regulate proliferation of CD4*CD25 T
cells during active BD stage.

Results. Active BD patients had signif-
icantly higher CD4*CD25*"" T cells,
as compared with BD in the remission
stage, and healthy controls. There was
no significant differences in the CD4+
CD25*"ish T cells expression between
healthy controls and remission BD. In
active BD, mRNA for Forkhead box p3
(Foxp3) and cytotoxic T lymphocyte-
associated antigen-4 (CTLA-4) were
highly expressed when compared to
remission BD and healthy controls.
There was no differences in the mRNA
expression for TGF-B in active BD,
remission BD and healthy controls.
Functionally, CD4*CD25*"" T cells
in active BD were impaired in their
proliferative responses and could sup-
press the proliferation of their
CD4*CD25 counterparts.
Conclusion. These data demonstrate
that CD4*CD25* Treg cells, with the
potential to regulate suppression of
effector T cells, were increased in the
peripheral circulation of active BD
patients. The role of CD4*CD25*"ish T
cells in the regulatory process of the
inflammation in active BD, could be
taken in account.
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Introduction

Behcet’s disease (BD) is a multisystem
inflammatory disease, characterized by
recurrent attacks of uveitis, oral apht-
hous, genital ulcerations, skin and joint
lesions of variable severity, complicat-
ed by central nervous manifestations
(1, 2). BD could be in part considered
as an autoimmune disease (3). The aeti-
ology of BD remains unknown, but the
most widely held hypothesis of disease
pathogenesis is that a profound inflam-
matory response is triggered by an
infectious agent in a genetically sus-
ceptible host. Investigation of the aeti-
ology of BD has focused predominant-
ly on herpes simplex virus immunopa-
thology, streptococcal infection and
autoimmunity to oral or cross-reactive
microbial antigens (4, 5). The human
60-kD HSP are involved in the devel-
opment of BD and suggested an acti-
vated innate immunity (6, 7).
CD4+*CD25* T cells, which constitute
3% to 7% of peripheral CD4* T cells in
human subjects, maintain immunologic
self-tolerance (8-10). Removal of this
population from normal rodents leads
to the spontaneous development of var-
ious autoimmune diseases. Recent
reports have documented that CD4*
CD25" regulatory T (Treg) cells play
critical roles not only in preventing
autoimmunity but also in controlling
various immune reactions against bac-
teria, viruses, fungi, and intracellular
parasites (11-14). In the periphery,
CD4+*CD25* regulatory T cells consti-
tutively express a variety of phenotypic
markers that has allowed a further char-
acterization and subdivision of this cell
population:  glucocorticoid-induced
TNFR (GITR) (15), OX40 (16),
CD103 (17), and CTLA-4 (CD152)
(18-19). However, their precise role in
the predominantly contact-dependent
activity of CD4*CD25" regulatory T
cells remains controversial and the
topic of ongoing investigations. It is
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