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Epigenetic pathogenesis of multiple myeloma related to drug resistance
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In this study, we have shown that a dual EZH2/EZH1 inhibitor UNC1999 is
effective alone and in combination with proteasome inhibitors in our preclinical multiple myeloma
(MM) models. We have also shown that EZH2 overexpression is related to drug resistance in MM.
Moreover, we have created a conditional mouse model of post-germinal center malignancies with a
concurrent Utx loss and Braf V600E mutation. A significant number of compound mice developed plasma
cell neoplasms with extramedullary disease. Our mouse model could be a useful tool for understanding

the role of epigenetic dysfunction in MM and studying novel therapeutic agents.
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