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Development of novel stem cell-targeted therapy for multiple myeloma based on
dual inhibition of EZH1/2
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By examining cell lines and mouse models, we found that the EZH1/2 dual
inhibitor is appropriate as a therapy targeting myeloma stem cells. In addition, the myeloma cell
lines and a PDX model showed high sensitivity to this inhibitor. Regarding the molecular mechanism
of this inhibitor, we focused on WNT/P -catenin signaling, which is important for maintenance of
stem cell, and clarified that these genes are direct targets of EZH1/2. Furthermore, we found that
increased expression of WNT-related genes results in a decrease in self-renewal ability and
suppression of cell proliferation. Through this research, we were able to elucidate the molecular
biological function of EZH1/2 and obtain a nonclinical Proof of Concept for the EZH1/2 dual
inhibitor under development.
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