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Epigenetic approach to identify CAF-derived therapeutic targets
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Identification of effective treatment strategy for CAF epigenetic

therapy
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Identification of a novel drug target in CAFs
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Recent comprehensive mutation analyses revealed the relatively small numbers of strong
driver mutations, resulting in a limited number of molecular targets in cancer cells. In contrast,
tumor-promoting microenvironments is now drawing attention, leading to clinical application of
drugs targeting cancer-stromal cell interaction, such as VEGF inhibitors. Cancer stromal cells
are involved in cancer cell stemness, cancer progression, and drug resistance, and it is crucial to
identify key factors in cancer stromal cells as therapeutic targets.

Using cancer-associated fibroblasts (CAFs) established from gastric surgical specimens, we
revealed that CAFs showed genome-wide epigenetic alterations of H3K27me3 compared to their
counterparts (non-CAFs), and that H3K27me3 was lost in various tumor promoting factors such
as growth factors, cytokines and angiogenic factors. Among them, we identified four genes for
secreted proteins with reported functions and five with unknown functions, which are potential
novel therapeutic targets. These genes were highly expressed in CAFs compared to non-CAFs.
One of them was shown to be highly expressed in conditioned media from CAF's, and a specific
inhibitor suppressed its growth-promoting effect. Also, focusing on a specific inhibitor of histone

demethylating enzyme for H3K27me3 (GSK-J4), we are attempting to reprogram CAFs.
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