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Supplemental Table S1. Methyltransferase selectivity screen with compound 78 
Enzyme IC50 
NNMT 1.41 µM 
NSD2 
PRMT1 

> 50 µM
> 50 µM



Supplemental Figure S1. Predicted binding of compounds 1 (A), 2 (B), 78 (C), and 81 (D) 
in the active site of NNMT (PDB ID: 3ROD). All ligands position their three branches in a 
similar space in the catalytic pocket. However, branch orientations and interactions are 
different.	

Supplemental Table S2. Estimated protein/ligand binding energies between NNMT (PDB 
ID: 3ROD) and compounds 1, 2, 78, and 81 
Compound Calculated Binding energy Experimental IC50 value 
1 -95.3   +/-   6.8 kcal/mol 14.9 µM 
2 -87.2   +/-   7.3 kcal/mol 4.4 µM 
78 -91.0   +/-   6.3 kcal/mol 1.4 µM 
81 -89.7   +/-   7.2 kcal/mol > 250 µM

C D

A B
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Supplemental Figure S2. Cellular MNA content in HSC-2 cells. Human oral cancer cells (HSC-2) 
were treated with 100µM compound 78 and MNA levels were measured after 0, 24, 48 and 72 hours 
(A-D respectively). Results were compared with untreated cells and cells treated with DMSO (0.1% 
final concentration). The 48-hour time-point shows a significant reduction in MNA levels of the 
treated cells compared to the untreated cells and DMSO control. After 72 hours an increase in MNA 
levels is observed in both the DMSO control and compound 78, but not for the untreated cells, 
suggesting the effect is attributable to DMSO. 
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