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Figure S1: Copies of 'TH-NMR and *C-NMR spectra for compounds 1, 2a-i and 3a-i.
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Figure S1.1: '"H- and *C-NMR spectra of 1 in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.3: 'H- and *C-NMR spectra of 2a in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.4: 'H- and *C-NMR spectra of 2b in DMSO-ds at 300 and 75 MHz, respectively.
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H- and ¥C-NMR spectra of 2¢ in DMSO-

Figure S1.5
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Figure S1.6: 'H- and *C-NMR spectra of 2d in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.7: 'H- and *C-NMR spectra of 2e in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.8: '"H- and *C-NMR spectra of 2f in DMSO-ds at 300 and 75 MHz, respectively.



H,CO O O

H,CO
i T o

‘—/Z_.GTS

= 1 T I T T T T I T T T T I
11 10 9 8 7 6 5 4
e L e I o
4.86 7.40 10.6%
% 4.26 4.83 11,56 82.43

3

!l||||||||l|||||l||||||||l|\||||

ppm

H E 3 Ei3

AR

| } {

_‘j £ J | )
L& X Y>3 -

Figure 51.9: '"H- and ®*C-NMR spectra of 2g in DMSO-ds at 300 and 75 MHz, respectively
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Figure 51.10: 'H- and *C-NMR spectra of 2h in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.11: 'H- and *C-NMR spectra of 2i in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.12: 'H- and *C-NMR spectra of 3a in DMSO-ds at 300 and 75 MHz, respectively.

12



CF;

O
Q
=z
aw

3.319

10.866
8.837
—7.279

B LU.M-AL Jo o

lll|IIllllllIIIII]lllllIIIIllllllllllllllllllIllll'l_l'|ll|l‘~
12 11 10 9 8 7 6 5 4 3 ppm

o Yooy Y

q EEEEEE

K 6 K ¢ §ars

W N "o

40574

180 1LEQ 140 120 ano 80

Figure S1.13: 'H- and ®C-NMR spectra of 3b in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.14: 'H- and ®C-NMR spectra of 3¢ in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.15: 'H- and *C-NMR spectra of 3d in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.16: 'H- and *C-NMR spectra of 3e in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.17: 'H- and *C-NMR spectra of 3f in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.18: 'H- and *C-NMR spectra of 3g in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.19: '"H- and ®C-NMR spectra of 3h in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S1.20: 'H- and *C-NMR spectra of 3i in DMSO-ds at 300 and 75 MHz, respectively.
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Lineweaver-Burk and Dixon plots of 2b, 2f, 3b, 3d and 3f against ACh.

Figure S2.1:
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Figure S2.1.1: Lineweaver-Burk plots for inhibition of AChE by 2b, 2f, 3b, 3d, 3f. Blue symbols and
fitted straight lines represent enzyme activity in the absence of inhibitor, while orange (2.5 uM), grey
(3.5 uM) and yellow (5 uM) represent various concentrations of inhibitor.
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Figure 52.1.2: Dixon plots for inhibition of AChE by 2b, 2f, 3b, 3d, 3f. Blue symbols and fitted straight
lines represent enzyme activity with 5 mM substrate, while orange (2.5 mM), grey (0.5 mM) and yellow
(0.1 mM) represent various concentrations of substrate.
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Figure 52.2:

2b

2f

3b

1/v

-15

300
250
200
150

100

-10 -5 0 5 10

350
300
250
200
150
100

0
-10 % 50 0 5 10

1/v

-15

-100
1/1s]

250
200
150

100

25

Lineweaver-Burk and Dixon plots of 2b, 2f, 3b, 3d and 3f against BChE.
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Figure S2.2.1: Lineweaver-Burk plots for inhibition of BChE by 2b, 2f, 3b, 3d, 3f. Blue symbols and
fitted straight lines represent enzyme activity in the absence of inhibitor, while orange (2.5 uM), grey
(3.5 uM) and yellow (5 uM) represent various concentrations of inhibitor.
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Figure 52.2.2: Dixon plots for inhibition of BChE by 2b, 2f, 3b, 3d, 3f. Blue symbols and fitted straight
lines represent enzyme activity with 5 mM substrate, while orange (2.5 mM), grey (0.5 mM) and yellow
(0.1 mM) represent various concentrations of substrate.
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Figure S2.3:  Lineweaver-Burk and Dixon plots of 2f against BACE-1.
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Figure S2.3.1: Lineweaver—Burk plots for inhibition of BACE-1 by 2f. Blue symbols and fitted straight
lines represent enzyme activity in the absence of inhibitor, while orange (2.5 uM), grey (3.5 uM) and
yellow (5 uM) represent various concentrations of inhibitor.
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Figure S2.3.2: Dixon plots for inhibition of BACE-1 by 2f. Blue symbols and fitted straight lines represent
enzyme activity in the presence of 450 nM substrate and orange and grey, 300 nM and 150 nM substrate,
respectively.
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Figure S3: Docking pose of donepezil showing interaction with AChE protein residues.
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Figure S4: Docking pose of donepezil showing interaction with BChE protein residues.
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Figure S5: Docking pose of quercetin showing interaction with BACE-1 protein residues.
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