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Functional analyses of 7MFSF75as a susceptibility gene for Crohn’ s
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e RO EE (383T) : TNFSFI5 is a susceptibility gene for Crohn’ s disease (CD). We
speculated that one or more of the SNPs associated with CD may act as cis—regulatory SNPs.
To reveal the effects of the SNPs on the transcriptional activity of 7NFSF15, we first
examined the allelic expression imbalance of 7NFSFI5 in peripheral blood mononuclear
cells (PBMCs). When PBMCs stimulated by phytohemagglutinin (PHA) were examined, the
allelic ratio of mRNA transcribed from the risk haplotype to the non-risk haplotype
increased, compared with the ratio without stimulation. When peripheral blood T cells
and Jurkat cells stimulated by phorbol 12-myristate 13—acetate + ionomycin were examined,
an allelic expression imbalance similar to that observed in PBMCs stimulated by PHA was
confirmed. The promoter assay in stimulated Jurkat cells showed that the luciferase
activity of the promoter region (979 to +35) of the risk haplotype was significantly
higher than that of the non-risk haplotype, and deletion and mutagenesis analysis
demonstrated that this difference resulted from the —358T/C SNP. The promoter activity
of -358C (risk allele) was higher than that of —358T (non-risk allele) in stimulated T
cells. This effect of —358T/C on the transcriptional activity in stimulated T cells may
confer susceptibility to CD.
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