HMPL-500, a potent and selective EZH1/EZH2 dual inhibitor, demonstrates superior anti-tumor activity
in preclinical models of hematological malignancies and solid tumors
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INTRODUCTION

* Enhancer of zeste homolog 2 (EZH2) and its homolog EZH1 are indispensable for
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RESULTS
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* Invivo anti-tumor efficacy in multiple hematological and solid tumor xenograft models

- Biochemical activity and selectivity

» HMPL-500 demonstrated stronger anti-tumor activity than valemetostat at the same dose level and than tazemetostat at lower dose level in

C-D, The Inhibition on EZH1/EZH2 and H3K27Mel/2/3 was evaluated by western blot after 72 hours of treatment. E, Wash-out assay was performed in Hela cell expressing .
multiple tumor models

wild-type EZH2 to evaluate the duration of H3K27Me3 inhibition. After 96 hours of treatment at 10 uM of Tazemetostat and 1 uM of Valemetostat or HMPL-500 to achieve

» HMPL-500 inhibited EZH1 and EZH2 enzyme catalytic activity with high potency and selectivity

A B completeinhibition, the compoundswere washed thoroughly and H3K27Me3 signal was detected at different time points (0~96 h) by Western blot experiment.
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B C shown. Statistical analysis was performed with Student’s t test, **: P<0.01. Waterfall plots depicted the percent change in tumor size from baseline in all animals treated with compounds at the end of the study.
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A-B, Inhibitory IC;, on H3K27Me3 in KARPAS-422 cell (A) and H9 cell (B) was determined by HTRF assay after 72 hours of treatment. The IC;, values were
shown in KARPAS-422 cells as mean=+SD, n=3.

Myeloma, MCL = Mantle Cell Lymphoma, TCL = T Cell Lymphoma, SCLC=Small cell lung cancer, OC=Ovarian cancer, PC=Prostate cancer, BC=Breast cancer, MRT=malignant
rhabdoid tumor, UC=urothelial cancer, CRC=Colorectalcancer, HCC=Hepatocellular carcinoma
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