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'H and ®C NMR spectra of the prepared compounds (Figure S1), ICso values of chalcones (2h, 2j, 2n & 2p) and
flavonols (3b, 3¢, 31 & 3p) against BACE-1 activity, docking poses of compounds 2a—p and 3a—p against the active
site of AChE (Figure 52) and BChE (Figure S3), respectively.

Figure S1. 'H- and ¥C-NMR spectra of compounds 1, 2a—p and 3a-p.
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Figure S1.1. 'H- and "®C-NMR spectra of 1a in CDCls at 300 and 75 MHz, respectively.
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Figure S1.2. 'H- and *C-NMR spectra of 1b in CDCls at 300 and 75 MHz, respectively.
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Figure S1.3. 'H- and ®*C-NMR spectra of 1c in CDCls at 300 and 75 MHz, respectively.
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Figure S1.4. 'H- and ®*C-NMR spectra of 1d in CDCls at 300 and 75 MHz, respectively.
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Figure S1.5. 'H- and "*C-NMR spectra of 2a in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.6. 'H- and "®*C-NMR spectra of 2b in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.7. 'H- and *C-NMR spectra of 2c in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.8. 'H- and '*C-NMR spectra of 2d in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.9. 'H- and "*C-NMR spectra of 2e in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.11: 'H- and ®*C-NMR spectra of 2g in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.12: 'H- and *C-NMR spectra of 2h in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.16: 'H- and ®*C-NMR spectra of 21 in DMSO-ds at 500 and 125 MHz, respectively.
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Figure 51.17: 'H- and ®*C-NMR spectra of 2m in DMSO-ds at 500 and 125 MHz, respectively.
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Figure 51.19:
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'H- and ®*C-NMR spectra of 20 in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.22: 'H- and C-NMR spectra of 3b in DMSO-ds at 500 and 125 MHz, respectively.
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Figure 51.24: 'H- and ®*C-NMR spectra of 3d in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.25: 'H- and ®C-NMR spectra of 3e in DMSO-ds at 500 and 125 MHz, respectively.
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Figure 51.32: 'H- and ®C-NMR spectra of 31 in DMSO-ds at 500 and 125 MHz, respectively.
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Figure 51.33: 'H- and BC-NMR spectra of 3m in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.34: 'H- and ®C-NMR spectra of 3n in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S1.36:

Table S1.  ICso values for BACE-1 inhibitory effect of 2h, 2j, 2n, 2p, 3b, 3¢, 31, 3p & quercetin.

Compound BACE-1
2h 13.82 +£0.03
2j 4.703 +0.06
2n 25.07 £0.1
2p 70.79 0.2
3b 32.18 +0.15
3c 19.69 +0.05
3l 15.74 £0.12
3p 22.44 +0.07

Quercetin 12.66 +0.02

Figure S2.

Docking poses of compounds 2a-p and 3a—p against the active site of AChE.
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'H- and C-NMR spectra of 3p in DMSO-ds at 500 and 125 MHz, respectively.
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Figure S2.1. 1f, 3b and donepezil docked into 1e66 (green) and 1GQR (red) to show their positions of
docking, Donepezil in purple, 1f in orange and 3b in blue. Protein is displayed in green.
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Figure S2.2. Docking pose of 2a into the active site of AChE (PDB 1E66).
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Figure S2.3. Docking pose of 2b into the active site of AChE (PDB 1E66).
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Figure S2.8. Docking pose of 2g into the active site of AChE (PDB 1E66).
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Docking pose of 2j into the active site of AChE (PDB 1E66).
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Figure S2.12: Docking pose of 2k into the active site of AChE (PDB 1E66).
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Docking pose of 2l into the active site of AChE (PDB 1E66)
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Figure 52.14: Docking pose of 2m into the active site of AChE (PDB 1E66).
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Figure 52.15: Docking pose of 2n into the active site of AChE (PDB 1E66).
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Docking pose of 20 into the active site of AChE (PDB 1E66).
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Figure 52.17: Docking pose of 2p into the active site of AChE (PDB 1E66).
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Figure 52.18: Docking pose of 3a into the active site of AChE (PDB 1E66).
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Figure 52.19: Docking pose of 3b into the active site of AChE (PDB 1E66).
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Figure S2.20: Docking pose of 3c into the active site of AChE (PDB 1E66).
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Docking pose of 3d into the active site of AChE (PDB 1E66).
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Docking pose of 3e into the active site of AChE (PDB 1E66).

LEU
A127

SER
A124

GLY.

Ay A123

VAL
A1

SER
A122  prRO
A:86

TYR
A:70
ASP
AT2 GLN
A9

R G
N

I 7 esndze
[ o
[ Pt

Docking pose of 3f into the active site of AChE (PDB 1E66).

32 0f 48



Int. J. Mol. Sci. 2018, 19, 4112 33 of 48

ASN
A:85
GLY TRP.
A:123  gep A:279
A:122 TYR
GL A121
BT e
A118 o 5
GLU N/
A'199
TY, — L
Ao . B
W TYR
' pHE A:70
1 A330 Asp
TRP A:72
N A:84
A:441 TYR
HIS !
A420 g3
P
5] o
=iy
Figure 52.24: Docking pose of 3g into the active site of AChE (PDB 1E66).
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Figure S2.25: Docking pose of 3h into the active site of AChE (PDB 1E66).
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Figure S2.26: Docking pose of 3i into the active site of AChE (PDB 1E66).
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Figure 52.28: Docking pose of 3k into the active site of AChE (PDB 1E66).
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Figure S2.29:

Docking pose of 3j into the active site of AChE (PDB 1E66).

Docking pose of 31 into the active site of AChE (PDB 1E66).
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Figure 52.32:
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Docking pose of 3m into the active site of AChE (PDB 1E66).
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Docking pose of 3n into the active site of AChE (PDB 1E66).
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Docking pose of 30 into the active site of AChE (PDB 1E66).
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Figure 52.33: Docking pose of 3p into the active site of AChE (PDB 1E66).

Figures S3. Docking poses of compounds 2a-p and 3a—p against the active site of BChE.
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Figure S3.2. Docking pose of 2a into the active site of BChE (PDB 1P0I).
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Figure 53.3. Docking pose of 2b into the active site of BChE (PDB 1P0I).
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Figure S3.5. Docking pose of 2d into the active site of BChE (PDB 1P0I).
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Figure 53.6. Docking pose of 2e into the active site of BChE (PDB 1P0I).
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Figure S3.7. Docking pose of 2f into the active site of BChE (PDB 1P0I).
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Figure S3.8. Docking pose of 2g into the active site of BChE (PDB 1P0I).
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Figure 53.9. Docking pose of 2h into the active site of BChE (PDB 1P0I).
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Figure S3.10: Docking pose of 2i into the active site of BChE (PDB 1P0I).1P0I.
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Figure S3.11: Docking pose of 2j into the active site of BChE (PDB 1P0I).
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Figure S3.12: Docking pose of 2k into the active site of BChE (PDB 1P0I).
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Figure S3.13: Docking pose of 2l into the active site of BChE (PDB 1P0I).
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Figure S3.14: Docking pose of 2m into the active site of BChE (PDB 1P0I).
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Docking pose of 2n into the active site of BChE (PDB 1P0I).
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Figure S3.17:

Docking pose of 20 into the active site of BChE (PDB 1P0I).
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Docking pose of 2p into the active site of BChE (PDB 1P0I).
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Docking pose of 3a into the active site of BChE (PDB 1P0I).
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Figure S3.19: Docking pose of 3b into the active site of BChE (PDB 1P0I).
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Docking pose of 3c into the active site of BChE (PDB 1P0I).
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Figure 53.21:

I:I Alkyl
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Figure S3.22: Docking pose of 3e into the active site of BChE (PDB 1P0I).
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Figure 53.23:
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Docking pose of 3d into the active site of BChE (PDB 1P0I).
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Docking pose of 3f into the active site of BChE (PDB 1P0I).
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Figure 53.24: Docking pose of 3g into the active site of BChE (PDB 1P0I).
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Figure S3.25: Docking pose of 3h into the active site of BChE (PDB 1P0I).
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Figure S3.26: Docking pose of 3i into the active site of BChE (PDB 1P0I).
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Figure S3.27: Docking pose of 3j into the active site of BChE (PDB 1P0I).
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Figure S3.28: Docking pose of 3k into the active site of BChE (PDB 1P0I).
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Figure 53.29: Docking pose of 3l into the active site of BChE (PDB 1P0I).
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Docking pose of 3m into the active site of BChE (PDB 1P0I).
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Figure S3.31: Docking pose of 3n into the active site of BChE (PDB 1P0I).
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Figure S3.32:

Docking pose of 30 into the active site of BChE (PDB 1P0I).
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Figure S4. Docking poses of 2n, 2p, 3b and 3p into BACE-1.
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Figure S4.1. Docking pose of 2n into BACE-1 (PDB code: 4D8C).
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Figure S4.2. Docking pose of 2p into BACE-1 (PDB code: 4D8C).

Docking pose of 3p into the active site of BChE (PDB 1P0I).
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Figure S4.3. Docking pose of 3b into BACE-1 (PDB code: 4D8C)
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Figure S4.4. Docking pose of 3p into BACE-1 (PDB code: 4D8C).



