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Figure S1. The primary human ChEs IR(%) screening of test compounds under 10 uM (A and B); The
dose-dependent inhibition of hits against human BChE (C) and human AChE (D), respectively.



Table S1. The apparent Vmax and Km values for compounds 8 and 18 in kinetic studies.

Concentration (uM) Vmax (UM min1) K (uM)
8 against BChE
0 0.35+0.01 160.8 +7.9
0.5 0.34+0.01 254.3+10.9
1 0.27 +0.01 262.6+19.3
1.5 0.25+0.01 304.4+23.1
2 0.24+0.01 359.8 +30.0
18 against BChE
0 0.57+£0.01 2241 +12.6
0.5 0.49 +0.01 257.9+14.0
1 0.42 +0.02 291.3+33.2
15 0.39+0.01 481.5+27.9
2 0.28 +0.02 381.3+76.1

Data are shown as the mean + SD of three experiments.
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Figure S2. Time dependencies of RMSDs for the heavy atoms (Ca, C and N) of proteins and ligands.

(A) 8-hBChE; (B) 18-1BChE.

(A) (B)
SER TH
8198 o585
PHE 73 SER
B':zkgisu =3 Sty Sy 10
8:116 a’; 3
88 . 5
Mot s 81117
91 ron
H) LY
8 4?8 Al 8117
£ Sty © 2 THR
. o - i
: 8:3
8439 . S5 5 98 i
" T ASN }
83 ) 5B ok
W
3 §385 ATA 8
p B8 Ry B9
) i oih &
28 :
% o e g

Figure S3. Schematic representation of interaction between ligands (compounds 8 and 18) and BChE
before the MD simulation. HOH806, HOH765, HOH749, HOH761, and HOH715 were conserved as
structural water molecules. (A) 8; (B) 18.
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Figure S4. The binding modes of ligands (compounds 8 and 18) with BChE (PDB ID: 5DYW). Protein
models were taken from the last frame of the MD simulation. (A) 8; (B) 18. Compounds are shown in
grey stick mode; key residues are shown in yellow line modes; m-nt stacking is depicted in pink dot
line; H-bond is in green dot; m-anion is in orange dot line.



