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ffﬁﬁﬂ“@rﬁﬂ% SKLB-03220, a novel EZH2 covalent inhibitor, exerts potent anti-tumor activity in ovarian cancer
‘%5 \ IS EsamI

f?/ 0] 11& A0 25 B= B - EH ] Yongxia Zhu, Xinyi Chen, Qiangsheng Zhang, Lihong Shi, Luoting Yu, Hongtao Xiao

SICHUAN CANCER HOSPITAL& INSTITUTE

Y
L NNEFE-_AREPR __ _ _ _ _ __ _ _ _ _ _ _
Department of Clinical Pharmacy, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, School of Medicine, University of Electronic Science and Technology of China, Chengdu, 610041, China.

FPN:10P State Key Laboratory of Biotherapy and Cancer Center, West China Hospital, and Collaborative Innovation Center of Biotherapy, Sichuan University, Chengdu 610041, China

/ Introduction x Results
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3. SKLB-03220 inhibited the cell proliferation in ovarian cancer cells Fig.6 SKLB-03220 inhibited the expression of H3K27me3 in
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Fig. 4 Proliferation inhibitory effect of SKLB-03220 and reversible analogs
SKLB-03224 against Ovarian cancer cell lines A2780 and PA-1.
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4. SKLB-03220 induced apoptosis of ovarian cancer cells
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Fig. 1 Mass spectra of EZH2 protein (SET) preincubated with SKLB-03220.
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Fig.8 SKLB-03220 was more effective in reducing the growth of PA-1
xenograft animal model than EPZ6438

1025
1025
1025

1025 10 10%  10%% 1025 10* 10% 1085

40

Annexin V

6.

10

108
=Y5)
*
S
)
s
N
)
g

Conclusion

@
o

@
=)

104 10°
3

104 105

N
o

percentage of apoptotic cell (%

Fig. 2 Predicted

o

Jag-z 7 Q4-4

Taken together, SKLB-03220 is a potent, selective EZH2 covalent

binding mode of 3 < ]1026% 87.19% o8 20 . e . - - .
SKLB-03220 (yellow R P25 ot 105 1068 inhibitor with noteworthy potency against ovarian cancer both in
stick) with EZH2 Pl vitro and in vivo.

Fig. 5 SKLB-03220 induced apoptosis of PA-1
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