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Development of chemopreventive agents using Connectivity Map analysis
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We performed microarray analysis of human adenoma and serrated sessile
lesions (SSL) tissues as well as of normal colorectal mucosa, and determined gene expression
signature in each lesion. Applying the gene signature data for connectivity map analysis which
includes the data of all existing drugs, we chose candidate preventive drugs, which are expected to
normalize gene expression profile of those lesions. We then established organoid from human adenoma
and SSL tissues respectively, and screened candidate drugs to evaluate inhibitory effects of
candidate preventive drugs. The most effective 5 drugs for adenoma and 3 drugs for SSL have been
chosen. When some of the drug were administered to rat chemical carcinogenesis model, APC KO mice or

SSL-xennograft model, numbers of polyps were significantly inhibited. Currently, we are planning a
clinical trial for these drugs to evaluate inhibitory effect on adenoma or SSL in human.
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