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Analysis of mechanisms for the refractoriness of small intestinal lesions in
inflammatory bowel diseases
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The applicant first discovered the refractoriness of small intestinal
lesions in inflammatory bowel diseases. In this study, we used in vitro models of inflammation and
clinical samples from Crohn®s disease patients to identify key molecules that regulate the
refractoriness of small intestinal lesions in inflammatory bowel diseases.
Long-term cultures in human small intestinal organocids were attempted, but it was not possible to
maintain the cultures for more than 30 weeks. This suggests that small intestinal epitnelial cells
may be less resistant to inflammatory responses than colonic epithelial cells. On the other hand,
the quantification of inflammatory cytokines, oxidative stress factors and telomere length showed no

significant differences compared to colonic epithelial cells. On the other hand, a comprehensive
microarray analysis identified several candidate factors, and further analysis is planned to narrow
down the candidate factors that define intestinal lesion susceptibility.
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