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Elucidation of the KLF protein complex in intestinal tissues and development of
new drugs to suppress protein-protein interactions for the treatment of
colorectal cancer
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We found that KLF5 is essential for tumorigenesis from intestinal epithelial
stem cells, and is a promising molecular target for cancer treatment. However, it has been
difficult to develop inhibitors of KLF due to the lack of clarification of their 3D structure. We
have developed new anticancer drugs, small molecule compounds that are expected to inhibit the
protein-protein interactions of KLF5. The results showed that the compounds selectively suppressed
human colon cancer cells without damaging normal human cell, and suppressed transplanted human
colorectal cancer cell tumors in mice. The compounds suppressed the quantities of KLF5 and other
proteins in cancer cells, but not in normal cells. We have discovered a structure-activity
relationship between chemical structure and tumor cell suppression, and have created compounds with
high tumor suppression potential. We identified the binding proteins of the compounds and elucidated
the molecular mechanism of action.
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