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Figure S1. The re-docking validation results of compound EPZ015666. (A) Glide SP 

mode can reproduce the bioactive conformation of EPZ015666 with the RMSD value 

of 0.4971 Å. The original EPZ015666 structure extracted from the X-ray crystal 

structure of PRMT5 PDB ID 4X61)
1
 is depicted as cyan sticks, and the re-docked 

result is depicted as magenta sticks. (B) Glide XP mode can reproduce the bioactive 

binding conformation of EPZ015666 with the RMSD value of 0.1965 Å. The 

re-docked EPZ015666 is shown as yellow sticks. 

 

  



 

 

Figure S2. Docking poses of DC_Y134 binding to PRMT5. (A) Surface 

representative cofactor and substrate binding at active pocket in PRMT5 crystal 

structure (PDB code 4GQB).
2
 The SAM-binding region is colored in cyan, and the 

binding site of substrate arginine is colored in green. (B) 18 of top 20 blind docking 

poses are located at the binding site of substrate arginine. (C) 2 of top 20 blind 

docking poses are located at the SAM-binding region. 

 

  



 

 

Figure S3. Inhibitory activity of the 21 analogues of DC_Y53 selected from the 

similarity search, in which the inhibition rate was determined at 100 μM. The red 

columnar bar represents the activity of the reference compound SAH. 

 

  



 

 

Figure S4. A comparison of DC_Y134 with PRMT5 inhibitor EPZ015666. (A) 

Chemical structures of DC_Y134 and EPZ015666. (B) Superimposition of the 

binding modes of DC_Y134 and EPZ015666. Compound DC_Y134 is shown as 

magenta sticks, and EPZ015666 is shown as cyan sticks. (C) Binding mode of 

EPZ015666. 

 

 



 

Figure S5. Selectivity of DC_Y134 toward different methyltransferases. (A) 

Sequence alignment of the substrate-binding sites of PRMT5, CARM1 (PRMT4), 

PRMT1, DNMT1, G9a and EZH2. Some important residues in the substrate-binding 

site of PRMT5 are marked in red boxes. (B) Superimposition of the substrate-binding 

domains of PRMT5 (gray color),CARM1 (cyan color). DC_Y134 is shown in 

magenta sticks. 



 

Figure S6. Cell activity. (A-D) Relative proliferation rates of MAVER-1, JeKo-1, 

K562 and THP-1 after treatment with DC_Y134 over 12 days. 

  



Table S1. IC50 Values of Active Compounds Identified in Virtual Screening 

Compound No. SPECS ID IC50 (μM) 

DC_Y1 AH-487/36443030 >200 

DC_Y8 AK-968/15360328 111 

DC_Y53 AH-262/34398047 5.7 

DC_Y84 AG-664/42673766 127 

DC_Y109 AT-051/43410102  32 

 

 

 

Table S2. List of poses in blind docking of DC_Y134 targeting PRMT5. The top 20 

binding modes are listed. # indicates that the ligand binds to the substrate-binding site. 

Poses Docking Score 

1 -10.582 # 

2 -9.631 # 

3 -9.353 # 

4 -9.250 # 

5 -9.016 # 

6 -8.398 

7 -8.134 # 

8 -7.971 # 

9 -7.80 # 

10 -7.774 

11 -7.621 # 

12 -7.519 # 

13 -7.488 # 

14 -7.412 # 

15 -7.287 # 

16 -7.027 # 

17 -6.783 # 

18 -6.506 # 

19 -6.478 # 

20 -6.114 # 
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