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Abstract

The novel T helper 17 subset have been associated with several autoimmune
disorders in humans. They secrete a distinctive set of immunoregulatory cytokines,
including IL-17A, IL-17F, IL-22, and IL-21. T helper cells have been extensively
studied in SLE. Th 17 cells were assessed in SLE by assessing the expression of
the lineage specific transcription factor, retinoic acid related orphan receptor
gamma t (RORyt) determined by Real Time PCR. Our results have shown a
significant reduction of RORyt in SLE patients compared to control subjects.
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TNTRODUCTION AND AT OF WORK

Introduction

Systemic lupus erythematosus (SLE) is a systemic autoimmune disease,
characterized by the production of multiple autoantibodies, complement activation
and immune-complex deposition, causing tissue and organ damage. The disease
occurs nine times more often in women than in men, especially between the ages
of 15 and 50, and is more common in those of non-European descent (Zhao et al.,
2010).

SLE is a multisystem disorder affecting virtually all systems. Joints, skin
and blood are affected in 80 -100 % of cases. Kidneys, central nervous system and
cardio-vascular system are affected in over 50% of cases, while thrombosis
associated with presence of anti- cardiolipin antibody is present in 10 % of cases.
The course of the disease is unpredictable, with periods of exacerbations (called
flares) alternating with remissions (Hahn and Tsao, 2009).

The T Helper subsets, characterized by different profiles of cytokine
production, have been identified in both mice and humans. Th1 cells produce IFN-
v and are mainly devoted to protection against intracellular microbes, whereas Th2
cells produce IL-4, -5, -9, and -13 and are involved in the protection against
gastrointestinal nematodes, but are also responsible for allergic disorders
(Romagnani, 1997). ThO (type 0) is a third type of T Helper that is able to produce
both the cytokines of Th1 and Th2 (Mosmann and Sad, 1996).

Th17 cells were identified as an independent lineage of CD4 T cells that
secrete a distinctive set of immunoregulatory cytokines, including IL-17A, IL-17F,
[L-22, and IL-21(Unutmaz, 2009; Jetten, 2009). These cytokines collectively play
roles in inflammation and autoimmunity and in response to extracellular
pathogens. The expression of the lineage-specific transcription factor retinoic acid
receptor-related orphan receptor RORyt leads to Th17 lineage commitment (Manel
et al., 2008).
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Th 17 cells have also been incriminated in two murine autoimmune models,
namely, experimental autoimmune encephalomyelitis (EAE) and collagen-induced
arthritis (CIA) (Harrington et al., 2006).

IL-17 is a pleiotropic proinflammatory cytokine that enhances T cell priming
and stimulates epithelial, endothelial and fibroblastic cells to produce multiple
proinflammatory mediators, including IL-1, IL-6, TNF- and chemokines (Kolls
and Linden, 2004).

In humans, IL-17 and CD4+ Thl17 cells have been implicated in multiple
sclerosis (Tzartos et al., 2008), rheumatoid arthritis (Chabaud et al., 1999),
psoriasis (Wilson et al., 2007), Crohn’s disease and ulcerative colitis (Homey et
al., 2000; Annunziato et al., 2007).

The objective of our work is to study the role of Th17 cells in SLE patients
by assessing the expression of the lineage specific transcription factor, RORyt
determined by Real Time PCR, in the hope that we can better diagnose and treat
SLE in the future.
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