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Table S1: Biochemical and cellular activities of PROTAC-based EZH2 inhibitors 19-25

1C5, for Cancer cells (uM)
D (@5 (uM)
EZH2 NCI- Raii | Paud | Namalw | JVM- | Jeko- | MIN | SU-DHL- | SU-DHL- | SU-DHL-
BL209 J i a 2 1 o) 2 4 6
19 >3.00 ND ND ND ND ND ND ND ND ND ND
vz g{(l)\)/;ZSl 0.734 8.043 753 | 5752 7.091 6.196 | 7.214 | 453 1.49 3.462 0.95
Vs ((‘2{2;“81 0.502 ND ND ND ND ND ND ND 3.991 5.098 2.006
23 >3.00 ND ND ND ND ND ND ND ND ND ND
22 >3.00 ND ND ND ND ND ND ND ND ND ND
25 >5.00 ND ND ND ND ND ND ND >10.00 >10.00 ND
YM620 >5.00 ND ND ND ND ND ND ND >5.00 ND >5.00
Tazemetostat “ND >10.00 >18'0 >18'0 >10.00 >18'0 >1g'0 11.70 237 4286 04377
*ND = Not Determined
Table S2: The structures of PROTAC-based EZH2 inhibitors 46-69
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Table S3: The structures of compounds N3-Linker-E3 for PROTAC-based EZH2 inhibitors 46-69

Compound n N;-Linker-E3
N3-2P-T 2
o
N3-3P-T 3 NgTINT N
N o
N3-4P-T 4 NH
O O
N3-5P-T 5
N3-CH2-V2 1
OH \
N3-3CH2-V2 3 B [ D
0 H
N3-5CH2-V2 5 NaMJ\N N N
"H 5 o]
N3-7CH2-V2 7
N3-CH2-V1 1 OH 1 N>
o H
N3\QL N N
N3-5CH2-V1 5 n N
0 0
N3-P-MDM?2 1 cl
N3-2P-MDM2 2 o O
o A
cl
N3-3P-MDM?2 3 . m N O
o)
N3-4P-MDM2 4 —5 )\
N
N3-CH2-B4 1
O =)
NH
0
N3-3CH2-B4 3 HO HN
o)
a N\
N3-2P-B5 2 o ., OH
0 N
Na/\(\/ WAN
N3-3P-B5 3 nH 0
000

Page 4 of 5




Compound

N;-Linker-E3

N3-4P-B5

Page 5 of 5




