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Abstract
Systematic lupus erythematosus (SLE) is an autoimmune disease which involves multiple organs. It affects frequently skin and   articulations but also vital organs such as lung and kidney. 
A cohort of 398 lupus patients was collected during 20 years, in our laboratory. The analysis of epidemiological and clinical features showed various disease manifestations. Lupus nephritis was present in almost 50% of cases. The sex ratio was 8.7 and decreased greatly when we consider patients with older disease onset age.  
The assessment of anti-nuclear antibodies showed that anti-dsDNA and anti-nucleosomes were the most frequent, present in 65% and 61% of patients respectively. The  production of these antibodies was correlated with lupus nephritis and the association became stronger in case of hypo-complementemia. 
To explore genetic background of Tunisian lupus patients and identify eventual associations between genetic polymorphisms and disease complications, we conducted a case/control study concerning genes implicated in the pathogenesis of SLE. We genotyped HLA DR/DQ locus by SSP PCR in 75 patients and 123 controls  and 8 STR (D6S276, D6S265, MICA, TNFb, TNFa, TNFc, D6S273 et D6S291) in 87 patients and 123 contols, by automated sequencing. All these polymorphisms were located in the short arm of chromosome 6 and covered the 3 HLA regions. We demonstrated that HLA class III coding region was the most predisposing for the development of lupus (p<0.00001) and that HLA DRB1*03 was associated with lupus nephritis (p=0.003) and anti-SSB antibodies production (p=0.02).
We also studied STR on hormonal receptors:  CAG repeat on the androgen receptor (AR) coding gene, GGGA repeat on the estrogen receptor (ESRI) and poly A polymorphism on the vitamin D receptor (VDR). VDR and AR polymorphisms were associated with SLE in our patients. In addition,  the Long form of alleles (“L”) (more than 18 CAG repeat) in the AR gene was associated with the severe form of the disease and with the lupus nephritis; this finding can be explained by the fact that the “L” allele leads to an AR less sensible to androgenic hormones which were described as protective from auto-immunity.  	
In conclusion, we highlighted in this study particular genetic polymorphisms associated with SLE susceptibility and disease complications, essentially lupus nephritis. Taken together these findings could help the clinician monitoring lupus patients. 
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