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Figure S1: Lilly IODD hNNMT Flow Scheme and Assay Measures.
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Table S1. Inhibitory activity (%) of compounds 4a-n against human Nicotinamide 

N-methyltransferase (hNNMT) at 10 µM. 

 ND: Not determined 

Compound 
hNNMT MNA, 

% inhibition at 10 µM 

hNNMT SAH, 

 % inhibition at 10 µM 

4a 91.29 89.73 

4b 40.09 40.16 

4c 58.68 56.76 

4d -10.32 -20.17

4e -5.752 1.149 

4f 86.74 87.21 

4g -1.373 5.125 

4h 99.34 99.13 

4i -2.608 2.511 

4j 8.277 20.07 

4k 2.19 ND 

4l -16.81 -11.16

4m 97.99 97.99 

4n -2.382 ND 
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(A) (B) 

(C) (D) 
Figure S2. Concentration-response curve (CRC, IC50) of Nicotinamide N-methyltransferase (hNNMT) 

enzymatic modulation using LC/MS assay via monitoring S-adenosyl-L-homocysteine SAH production; for (A) 

4a, (B) 4c, (C) 4f and (D) 4h.
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(A) (B) 

(C) 

Figure S3. Cell viability assay, the percentage growth inhibition of basal-HEK293 cells for (A) compound 4a, 

(B) compound 4c, and (C) compound 4f. 
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Table S2. Interactions between hNNMT (6CHH) and MS2734, MvH45 and 4a-n.

Compound 3D interaction surface 3D interactions 2D interactions

MX2734 in 
6CHH

Re-docked 
MS2734

MvH45
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Table S2. Interactions between hNNMT (6CHH) and MS2734, MvH45 and 4a-n.

Compound 3D interaction surface 3D interactions 2D interactions

4a

4b

4c
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Table S2 (cont). Interactions between hNNMT (6CHH) and MS2734, MvH45 and 4a-n.

Compound 3D interaction surface 3D interactions 2D interactions

4d

4e

4f
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Table S2 (cont). Interactions between hNNMT (6CHH) and MS2734, MvH45 and 4a-n.

Compound 3D interaction surface 3D interactions 2D interactions

4g

4h

4i
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Table S2 (con.). Interactions between hNNMT (6CHH) and MS2734, MvH45 and 4a-n.

Compound 3D interaction surface 3D interactions 2D interactions

4j

4k

4l
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Table S2 (cont.). Interactions between hNNMT (6CHH) and MS2734, MvH45 and 4a-n.

Compound 3D interaction surface 3D interactions 2D interactions

4m

4n
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