Association of TNF-α Gene Variants With Clinical Manifestation of    CFTR mutation carriers
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Cystic fibrosis (CF) is a life-limiting autosomal recessive disorder that is caused by mutations in the cystic fibrosis transmembrane conductance regulator (CFTR) gene.
According to several studies, mutations in CFTR in heterozygous status are over-represented in patients with milder CF phenotype like chronic pancreatitis and Bronchiectasis. Since not all cases of CFTR mutation carriers have equal chance of expressing these clinical manifestations, analyses of CFTR gene, therefore, appears to be of limited diagnostic and prognostic value in the probability prediction of chronic pancreatitis and Bronchiectasis in subjects.
Based on the hypothesis that the cumulative effects of specific alleles and genotypes of multiple CF modifier genes, such as TNF-α, may create the ultimate phenotype, we investigated the potential role of TNF-α, in patients with only one known pathogenic mutation in CFTR. We genotyped two SNPs sites (-1031T/C and -308G/A) on promoter region of the TNF-α with verified influences on gene expression in transcriptional level. 50 CF patients and 157 healthy control subjects of Azeri Turkish ethnicity were studied by the PCR–RFLP method. The chi-square test with Yates' correction and Fisher's exact test were used for statistical analysis.
[bookmark: _GoBack]The allele and genotype distribution of the investigated polymorphisms, and their associated haplotypes were not statistically different in case and control groups. There was no supportive evidence for the association of TNF-α gene polymorphisms with CF related clinical manifestations in carriers of CFTR mutations.
