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Epigenetic regulation of macrophage function in inflammatory bowel disease
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We hypothesized that profiling accessible chromatin where transcription factors
bind in intestinal cells from affected and non-affected individuals would identify genetically driven
regulatory elements that are relevant to IBD pathology. 74 IBD associated SNPs were found in regions of
open chromatin. There was statistically significant enrichment of IBD associated SNPs in regions of open
chromatin in CD tissue compared to a set of random selected DNA variants with similar architecture.

Drug development based on the epigenetic modification was also attempted. Histone deacethylase inhibitors
were tested for cytokine inhibition in bone-marrow derived macrophages. Belinostat showed a tendency to
ameliorate acute and chronic DSS-induced colitis models.
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