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This study is aiming at searching natural products for small-molecular

compounds that contribute to "overcoming cancer heterogeneity" by targeting signaling molecules that
are enhanced in the cancer microenvironment (niche) that supports the survival and division of
cancer stem cells. For this purpose, screening studies were carried out targeting cell signals
involved in self-renewal of stem cells and polycomb molecules that regulate epigenetic gene
transcription. As a result, various useful active components were isolated from natural product
extract collections of plants and actinomycetes, such as Wnt signal inhibitory activity, TRAIL
resistance overcoming activity, and Bmil promoter inhibitory activity, and chemical structures of
active natural products were elucidated. In addition, analysis on their activity mechanisms was
examined such as the effects on the expression of various proteins involved in cancer progression.
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