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Figure S5: Docking pose of quercetin showing interaction with BACE-1 protein residues.

Figure S6: Evaluation of toxicity of 3b and 3e in Hek293-T cells.



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



3.336

9.007

FLE
3 k\l i3
I AL J
T l T T T T I T T T T I T T T T I T T T T I T T T T I T T T T I T T T T I T T T T ] T T T T l T T T II
12 11 10 9 8 7 6 5 4 3 ppm
o o W
6.44 29.87 35.93
_8.45 19.30
223
W
g3 s‘j ggg2iy
£ 333 ] BHESTE
: ] s L T 3
I | N T , “
-n-rrn—rpn:||uqlr-u-....-|nn|..n||nlluul|nx[nu|-nn|u|||u..nTvTTnu|rr--|.|--|-n.l..u|||..|.|||||.u|--n|..

220 200 180 160 140 120 100 80 60 40 20 0 ppm

Figure S2:  'H- and '*C-NMR spectra of 2a in DMSO-ds at 300 and 75 MHz, respectively.
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NMR spectra of 2b in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S4:

'H- and 3C-NMR spectra of 2¢ in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S5:  'H- and '>*C-NMR spectra of 2d in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S6:  'H- and '>*C-NMR spectra of 2e in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S7:  'H- and '>*C-NMR spectra of 2f in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S8:  'H- and '*C-NMR spectra of 2g in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S9:  'H- and '>*C-NMR spectra of 2h in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S10: 'H- and *C-NMR spectra of 2i in DMSO-ds at 300 and 75 MHz, respectively
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Figure S11: 'H- and '3*C-NMR spectra of 3a in DMSO-ds at 300 and 75 MHz, respectively
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Figure S12: 'H- and '*C-NMR spectra of 3b in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S13: 'H- and *C-NMR spectra of 3¢ in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S14: 'H- and >C-NMR spectra of 3d in DMSO-ds at 300 and 75 MHz, respectively
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Figure S16: 'H- and *C-NMR spectra of 3e in DMSO-ds at 300 and 75 MHz, respective
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Figure S1.17: 'H- and '3C-NMR spectra of 3f in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S18: '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 S1.19: 'H- and '>*C-NMR spectra of 3i in DMSO-ds at 300 and 75 MHz, respectively.
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Figure S2: Lineweaver-Burk and Dixon plots of 3b and 3e against AChE activity.
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Figure S2.1: Lineweaver—Burk plots for inhibition of AChE by 3b and 3e. 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.

21



200

3b
150
>
S~
i
0
12 - - 6 -4 2 2 4 6
-50
-100
[INHIBITOR]
200
3e
150
100
>
S~
i
50

-50
[INHIBITOR]

Figure S2.2: Dixon plots for inhibition of AChE by 3b and 3e. Blue symbols and fitted straight
lines represent enzyme activity in the presence of SmM 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 S3: Lineweaver-Burk and Dixon plots of 3b and 3e against BChE activity
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Figure S3.1: Lineweaver—Burk plots for inhibition of BChE by 3b and 3e. 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 S3.2: Dixon plots for inhibition of BChE by 3b and 3e. Blue symbols and fitted straight

lines represent enzyme activity in the presence of SmM 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 S4: Lineweaver-Burk and Dixon plots of 3b and 3e against BACE-1 activity.
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Figure S4.1: Lineweaver—Burk plots for inhibition of BACE-1 by 3b and 3e. Blue symbols
and fitted straight lines represent enzyme activity in the absence of inhibitor, while orange (4

uM), grey (8 M) and yellow (16 pM) represent various concentrations of inhibitor.
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Figure S4.2: Dixon plots for inhibition of BACE-1 by 3b and 3e. 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 S5: Docking pose of donepezil showing interaction with BChE protein residues. . Bright

green represents conventional hydrogen bonds, very light green carbon hydrogen bonds and orange-

pi-anion or cation interactions.
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Figure S6: Docking pose of quercetin showing interaction with BACE-1 protein residues. Bright

green represents conventional hydrogen bonds very light green carbon hydrogen bonds and orange-
pi-anion or cation interactions.

27



120

100

80

60

40

CELL VIABILITY

20

0 DMSO
Doxorubicin hydrochloride 3b

CONCENTRATION (50 pM)

(2)

120
100
80
60

40

CELL VIABILITY

20

DMSO Doxorubicin hydrochloride 3e
CONCENTRATION (50 pM)

(b)

Figure S7: Evaluation of toxicity of 3b (a) and 3e (b) in Hek293-T cells.
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