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ABSTRACT

Background Psoriasis is a chronic, inflammatory skin disease
with approximate 2-3% prevalence in the general upaipn. The
etiology of psoriasis is not fully understood, liuappears to be multi-
factorial, involving both genetic and environmentdluences. Although
the precise mechanism by which polymorphismséL28R influence the
disease process still requires further clarifiaatithe associations and
functional evidence suggest that the 1L23 pathway & key role in the
pathogenesis of psoriasi©bjective is to study the role ofL23R
Arg381GIn SNP rs11209026 and other SNPs (rs22018#it)e IL23R
gene in psoriasis in the Egyptian patiefsethods This study included
30 psoriatic patients and 30 normal individualsalReéme PCR was
carried out for the analysis of rs11209026 SNP evRICR — RFLP was
performed for the analysis of IL23R gene SNPs (@4821).Results
Our results revealed that the (G) allele of rs112@ (IL23R
Arg381GIn) is risky while the (A) allele is protée OR 6.510 (95% CI
1. 376 - 30.792).0n the other hand, genotypings2201841 showed no
significant difference in the 2 studied groups.

Conclusion Association of IL23R Arg381GIn with psoriasis indies
that genes participating in IL23 signaling play igngficant role in

psoriasis pathogenesis.
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INTRODUCTION

The IL23R protein was identified and characterige@002.
The functional IL23R protein is heterodimeric, commg the
IL23R subunit on chromosome 1p31 and [&i2RB1 subunit on
chromosome 19p13. The latter subunit is also comtaadhe IL12
receptor which has ahL12RB2 subunit as the second part. The
ligand, a proinflammatory cytokine interleukin 2B.-3), is also
heterodimeric and is composed of a unique pl9 stbun
(chromosome 12q13) and p40 subunit (chromosome)5g8iEch is
also a component of IL-12. IL-23 is a pivotal cyitok in the
differentiation of T helper cells, especially thdifferentiation into
Th17 T cell§Lappalainen, 2008).

IL-23 signals through a receptor thak$ to Tyk2 (tyrosin
kinase 2) and Jak2 (is a protein Janus tyrosinaskir2) involved in
a specific subset of cytokine receptor signalinghpays. The
activation of these intracellular signaling pathwayediates the
expression of a variety of genes in response tostietuli, and thus
plays a key role in many cellular processes sucteliggrowth and
apoptosigStewart and Trinchier, 2009).

In response to infection, CD4 helper T {Tddlls differentiate
into distinct effector subsets that are charaateripy their unique
cytokine expression and immune regulatory functidrdistinct TH
subset, termed TH-17, TH17 or inflammatory TH (T,Hips been
recently identified as a distinct TH lineage mddg tissue
inflammation which is reinforced by IL-23, TH17 =produce IL-

1
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17, IL-17F and IL-22, all of which regulate inflanatory responses
by tissue cells but have no importance in TH17 edédhtiation
(Nurieva, 2007).

The Th1l7 pathway has generatedt gméarest in diseases
of the immune system and is implicated in the pg¢inesis of
autoimmune disease such as psoriasis. In a stayieed skin
biopsies of psoriasis lesions, found that Thl7scednd IL-23
receptor, were present in greater amounts in pEsrikesions.
Interleukin IL 23 stimulates survival and prolifeca of Th17 cells,
and thus serves as a key master cytokine regutatthhese diseases.
In psoriasis, 1L-23 is overproduced by dendriticllceand
keratinocytes. Future targeting of these key cytekiis likely to
lead to dramatic clinical improvement in patientghwpsoriasis
(Feldman et al., 2008).

Psoriasis is a common, chronic autoimendisease of the
skin, which affects approximately 2% of the gen@@bulation. The
specific pathogenesis of psoriasis is not completely undedst
(Danilenko, 2008). Psoriasis is defined by thickening of the
epidermis (acanthosis) due to increased prolif@nati of
keratinocytes(Ma et al., 2008)

Variations in the IL23R gene have bemsociated with
psoriasis. Each of the known IL23R variations (pabdyphisms)
changes a single amino acid in the interleukineZ®ptor(Capon et
al., 2007).
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Studies have shown that single nucleofddymorphism
(SNP) Arg381GiIn in the IL23 receptor gene on theonfosome
1p31 is associated with psoriagBahman et al., 2008). This
variation has also been shown to protect againdtylasing
spondylitis and Crohn's disease, which are otlsorders associated

with chronic inflammation@apon et al., 2007).

Aim of the Work:

The aim of this work is to study thelercof genetic
polymorphism of the IL23 receptor gene in psoriaei€Egyptian

population.
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PSORIASIS

| mportance of the Skin:

The skin is the body largest organ. It forms a plajdarrier
against the environment, protecting against foreghstances and
microorganisms, maintaining water balance and edog body
temperature. The epidermis is the uppermost comeait of the
skin, separated from the underlying dermis by thesement

membrane (figurel).
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Figure 1. The structure of the normal skin (Carlin L., 2008).

There are two cooperative pathways of immune sydtenh
can be mobilized to eliminate foreign antigens, pootect from
infectious agents or tumor cells. The innate immresponse is fast

and acts as a first line of defense against commi@anoorganisms,
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