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Abstract (300 word limit)
Methotrexate (MTX) is the basic treatment of rheumatoid arthritis (RA). Its effectiveness has been widely demonstrated, however, many patients may develop toxicity to the treatment. Several studies have investigated individual genetic variations responsible of MTX therapeutic outcoms. The aim of the study was to evaluate the impact of MTHFR c.677C>T, MTHFR c.1298A>C, ABCB1 c.3435C>T and GGH c.452C>T polymorphisms on response variability to MTX treatment.
The sample consists of 110 RA patients from West Algerian. The evaluation of the efficacy to treatment was established according to the European league against rheumatism criteria (EULAR) by calculating of the disease activity score (DAS28). Side effects were researched along the recruitment. Genotyping was performed by the allelic discrimination in real time technique for MTHFR c.677C>T, MTHFR c.1298A>C and ABCB1 c.3435C>T polymorphisms and by the PCR Risa/RFLP technique for GGH c.452C>T polymorphism. 
Based on EULAR criteria, 65/110 (59,09%)  RA patients are responder and 45/110 (40,9%) RA patients are non-responder of MTX therapy. Our findings suggest that these polymorphisms do not affect the variability of MTX response. However, the allele GGH 452T seems to be correlated with the development of gastro-intestinal toxicity. It would be interesting to increase the number of the cases investigated to confirm our findings and explore other polymorphisms of genes involved on pharmacogenetics of MTX in RA. 
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Figurel: Action of Methotrexate in cell (Ranganathan P et aL., 2006).





