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Fig. S 1: Histogram of interaction energies partitioned with respect to the AChE amino acids in complex with compound 2.
The x-axis denotes the residue number of AChE, and the y-axis denotes the interaction energy between the compounds and
specific residue. The negative values and positive values are favorable or unfavorable to binding, respectively.

Fig. S 2: Molecular graph of the non-covalent interactions between the main residues of AChE with compound 2 (green
sticks). The elements of the electron density topology are shown. The bond paths connecting the nuclei are represented in
pink sticks and the bond critical points are shown as red spheres.
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Fig. S 3: The distances [A] for the center of mass of molecules 3 and 6 with respect to galantamine. The detail of the spatial
view of the compounds bonded in the binding pocket of AChE (PDB code: 1DX6). Compounds 3 (green) and 6 (light blue) are
superimposed on galantamine (magenta). The poses of compounds shown in Figure S3 were obtained from the MD

simulations.
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Fig. S 4: 'H NMR spectrum of compound 1
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Fig. S 5: 13C NMR spectrum of compound 1
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Fig. S 6: 'H NMR spectrum of compound 2
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Fig. S 7: 13C NMR spectrum of compound 2
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Fig. S 9: 13C NMR spectrum of compound 3
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Fig. S 10: *H NMR spectrum of compound 4
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Fig. S 11: 1H NMR spectrum of compound 5
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Fig. S 12: 1H NMR spectrum of compound 6
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Fig. S 14: *H NMR spectrum of compound 8
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Fig. S 15: 1H NMR spectrum of compound 9
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Fig. S 16: 1H NMR spectrum of compound 10
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Fig. S 17: 1H NMR spectrum of compound 11
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Fig. S 18: 1H NMR spectrum of compound 12
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Fig. S 19: 1H NMR spectrum of compound 13
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Fig. S 20: 1H NMR spectrum of compound 14
1e-MeProHCI-DMSO_Proton-1-1.esp M(’)g(|m)
Mo2(t)
©
N
1.0 l
0.9
MO1(t)
0.8 ~
~
> ©
G 07 T
£ MO9(m) MO7(@ 8|3
- 0.6 ~ © ‘_'\'F.
mogir - ’
g 05 22
£ 6o ©=
2 M10(s) e TN 2
044 " U S|8
S Yo
034 S -’
| [ee]
0.2 b
8| 3 :
0.1 ,‘i;"\ ~
0 JLjL_m I} '} LJ L
0.88 2.002.08 2.15 1.903.13 2.95
[ [
L o I o o e o o o e LR e o e o S ESansmmss
8 7 6 5 4 3

Chemical Shift (ppm)

Fig. S 21: 1H NMR spectrum of compound 15
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Fig. S 22: *H NMR spectrum of compound 16
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Fig. S 23: Graph of ICspdetermination for compound 1, inhibition of AChE.
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Fig. S 24: Graph of ICso determination for compound 2, inhibition of AChE.
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Fig. S 25: Graph of ICso determination for compound 3, inhibition of AChE.
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Fig. S 26: Graph of ICso determination for compound 11, inhibition of BuChE.
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Fig. S 27: Graph of ICso determination for compound 12, inhibition of BuChE.

Compound 16

60
< 404
o
£
=2
£
k]
® 20l

0 T T
0 50 100
concentration [UM]

Fig. S 28: Graph of ICso determination for compound 16, inhibition of AChE.
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Fig. S 29: Graph of ICsp determination for galantamine, inhibition of AChE.
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Fig. S 30: Graph of ICso determination for galantamine, inhibition of BuChE.
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