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Integrative epigenetic therapies using novel myeloma mouse models
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We have been develoEing novel epigenetic therapies for multiple myeloma
MM). (1) EZH2 and its homolog EZH1 are the histone lysine methyltransferases inducing the repressive
mark of H3K27me3. UNC1999, dual inhibitor of EZH2 and EZH1, and a selective Akt inhibitor TAS-117

synergistically inhibit the growth of MM cells through epigenetic mechanisms. (2) A microtubule
polymerization inhibitor PTC596 cooperatively downregulates BMI1 protein with proteasome inhibitors,
exhibiting in-vitro and in-vivo cytotoxicity in MM cells. (3) Our mouse model with concurrent loss
of the histone demethylase Utx and the activating mutation of Braf V60OE in post germinal center B
cells develops mature B-cell malignancies including plasma cell neoplasms. One of the mechanisms of
the disease development is Myc upregulation induced by epigenetic gene alterations. Some epigenetic
therapies are candidates for this mouse model.
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