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Abst r act

Objective: To assess the role of TNFa-308 G/A and PTPN22 C1858T SNP with
respect to SLE susceptibility in Egyptian patients and whether these genetic
polymorphisms are associated with the clinicad and immunological features of the
disease. Also determination of TNF apha concenteration in relation to different

genotypes and in relation to disease activity.

Methods: 40 SLE patients & 40 healthy subjects were tested for TNF alpha -308
and PTPN22 (C1858T) genotypes by PCR-RFLP and TNFo concenteration was

measured in their serum using ELISA.

Results: No significant differences in TNFa-308 and PTPN22 (C1858T)
genotypes or aleles frequencies could be identified between SLE cases and controls
(P=0.108, 0.152 respectively). The level of serum TNFa was significantly higher in SLE
patients when compared with the healthy control volunteers (P < 0.001). Furthermore,
TNFo serum level was also statistically significantly higher in SLE patients with cardiac
affection, with vasculitis and with low complement level (P=0.045, 0.016, 0.015
respectively). The serum level of TNF was statistically significantly higher in SLE group
with high disease activity when compared with those low disease activity (P = 0.001).
Also, there was a significant positive correlation between serum TNFo and SLEDAI
(r =0.723, P< 0.001).

Conclusion: The results of this study suggest that, TNFo -308 and PTPN22
(C1858T) polymorphisms, do not exhibit a significant influence on the susceptibility,
disease course or laboratory characteristics in SLE in Egyptian patients. Nevertheless,

serum TNFa level could be a sensitive marker of SLE disease activity.
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| ntroduction & aim of the work 1

INTRODUCTION

Systemic lupus erythematosus (SLE) is a chronictesys
autoimmune disease, characterized by the producabnmultiple
autoantibodies, complement activation, and immuwnregiex deposition,

resulting in tissue and organ damé#Ban et al., 2011).

Investigators have studied several cytokines imewhin SLE
pathogenesis. The association between SLE anannfégion emphasize
the importance of cytokine network gerfes et al., 2009).

Tumour necrosis factor alpha (Thf an important
proinfammatory cytokine, exerts a variety of ploysgical and
pathogenic effects, including the activation ofagsa@ade of inflammatory
events, which lead to tissue destruction in autaimendiseaseSerrano
et al., 2006).

The presumptive pathophysiological role of TdNR SLE suggests
that genetic polymorphisms affecting the Td\jproduction capacity may
influence the susceptibility to SLE. The singledaatide polymorphism
TNFo —308 G/A is located in the promoter region of tNgene. The
TNFo —308A allele has been reported to be a strongerscriptional
activator in vitro than the common TNMF~308G alleldZou €t al., 2010).

Multiple abnormalities of T and B lymphocytes ameduently
found in patients with SLE and are central to pgédmesis of the disease
(Mustelin et al., 2004).



| ntroduction & aim of the work 2

The gene protein tyrosine phosphatase nonrecepioe 22
(PTPN22) encodes the lymphoid protein tyrosine phosphafiage) that
Is known to be involved in the control of T-celti@ation. Under normal
conditions, this enzyme (Lyp) works as a 'negategulator' and keeps

immune cells from becoming overacti{Reddy et al., 2005).

The functional PTPN22 C1858T (R620W) polymorphissides
in a motif involved in C-terminal Src tyrosine kse (Csk) binding.
When a tryptophan (W) residue replaces an argi(it)eat this site, it
disrupts the interaction of Lyp with Csk, therebstdrbing the regulation
of the T cell receptor (TCR) signaling kinag@&osy et al., 2011).

It seems that the R620W polymorphism, by supprgs$i@R and
BCR (B cell receptor) signaling, globally alterstoration, selection, and
function of both T- and B-lymphocytes that predsg® to inducing
autoimmunity(Stanford et al., 2010).

AIM OF THE WORK

The aim of the present study was to assess theofolé&Fa-308
G/A and PTPN22 C1858T SNPs with respect to SLE eqigality in
Egyptian patients and whether these genetic polgmems are
associated with the clinical and laboratory featusé the disease. Also
determination of serum TNF alpha concenteratioreiation to different

genotypes and in relation to disease activity.



