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Supplementary Figures and legends: 

 

Supplementary Figure 1. PRMT5:MEP50 complex purification and characterization.  

a). Size exclusion chromatography of the PRMT5:MEP50 complex after anti-FLAG affinity 

column. Fractions at the indicated area were collected and concentrated. b). An SDS-PAGE gel is 

shown for the collected fractions of PRMT5:MEP50 with a purity greater than 95%. c). 

Sedimentation velocity analytical ultracentrifugation (SV-AUC). The PRMT5:MEP50 complex 

has an estimated mass of 445 kDa.   

 

 

  



Supplementary Figure 2. Processing cryo-EM data of the PRMT5: MEP50/ 11-2F/ MTA 

complex. The final map has an overall nominal resolution of 3.14 Å (FSC=0.143). The 

presentations were prepared in Chimera 1 and PyMOL2. 



 

  



Supplementary Figure 3. Top poses of different ligands from computational analysis 

a). Top 8 poses of MTA. In each of the 2,000 runs, 25 million seed positions were used as starting 

points for movements and energy minimization. The top poses from 2,000 runs were clustered 

based on their RMSD. The best ones of the resultant 8 clusters are showed.  

 

 



b). Top 10 poses of SAH came from analysis as explained in a.  

 

 



c). Top 10 poses of SAM.  



d). Top 10 poses of 11-2F.  

  

 

 



e). Two opposite orientations of 11-2F differ in docking energy. The refined pose in yellow 

and the other pose representing cluster 4 (white) are fitted into the cryo-EM density map of the 

ligand (semitransparent grey). The two had their head and tail parts in opposite arrangements and 

were not distinguished reliably by fitting ligand atoms into the cryo-EM density at the current 3.1 

Å resolution.  

 

 

 

 

 

 

 

 

 

f). Two opposite orientations of 11-2F inside the binding pocket. The residues in the binding 

pocket (blue mesh) did not change significantly to accommodate the two poses. The refinement 

statistics in PHENIX for PRMT5 and ligands with 11-2F in two opposite orientations in the 

binding pocket (cyan vs. pink) were the same as in Table 1.   



Supplementary Figure 4. Processing cryo-EM data of the apo PRMT5: MEP50 complex. The 

final map is of 3.2 Å (FSC = 0. 143). Presentations were prepared in Chimera 1 and PyMOL 2. 



  



Supplementary Figure 5. Sequence alignment of PRMT1 - 7 focusing on their catalytic 

domains. Key residues conserved among the catalytic domains are highlighted (*, :).  



Supplementary Figure 6. Top 10 poses of 11-9F from computational analysis.  

 



Supplementary Figure 7. Top 10 poses of HWIem2104 from computational analysis. 

  

 

 



Supplementary Figure 8. Top 10 poses of HWIem2109 from computational analysis.  

  

 

  



Supplementary Figure 9. Uncropped image from western blotting of SDMA 

  



Supplementary Tables 1- 7:  

 

Supplementary Table 1. Clusters of energy-minimized poses for MTA  

 

Supplementary Table 2. Clusters of energy-minimized poses for SAH 

 



Supplementary Table 3. Clusters of energy-minimized poses for SAM 

 

 

 

 

 

 

 

 

 

 

 

 

Supplementary Table 4. Clusters of energy-minimized poses for 11-2F 



Supplementary Table 5:  Clusters of energy-minimized poses for 11-9F 

 

 

 

 

 

 

 

 

 

 

 

 

 

Supplementary Table 6. Clusters of energy-minimized poses for HWIem2104 

  



Supplementary Table 7. Clusters of energy-minimized poses for HWIem2109 
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