Association of NUDT15 C415T polymorphisms with Azathioprine induced adverse effects in Indians
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Introduction. Azathioprine (AZA) an effective immunosuppressant and has a narrow therapeutic index with potentially life-threatening adverse effects which are related to factors like genetic polymorphism that lead to interindividual variations. The association between NUDT15 polymorphisms with AZA induced adverse effects clearly elucidated in the South Indian population.
Aims. To evaluate the relationship between single nucleotide polymorphisms of NUDT15(C415T) with AZA induced adverse effects in the south Indian population.
Methods. This cross-sectional study was performed in 120 patients from the departments of dermatology and medical gastroenterology who were on AZA therapy. The written informed consent was obtained and 5 ml venous blood was withdrawn from each participant. DNA was extracted and quantified. Genotyping done by real time – Polymerase Chain Reaction.
Results. The study’s frequencies of C/C, C/T and T/T genotypes of rs116855232 NUDT15 were 81.7%, 15.8% and 2.5%, respectively. The allele frequencies were 89.6% (C) and 10.4% (T). A significant association between the genotypes of rs116855232 NUDT15 and the occurrence of adverse effects to AZA with (AOR, 20.88; 95% CI, 5.47 to 79.6; p<0.001) after adjusting for other variables. 

Discussion. In this study, a significant association found between myelosuppression and NUDT15 C415T genetic polymorphisms in South Indian patients on AZA therapy was found. The information of this study reveals that testing of NUDT15 C415T polymorphisms in the South Indian population will predict the occurrence of hematological toxicity. 
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