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SUPPORTING FILE

1) IR, ESI-MS, 'H and "*C- NMR SPECTRA OF THE COMPOUNDS (p 2-43)
2) DOSE-RESPONSE CURVES OF 3F AND 3G (p 44-45)
3) INHIBITION OF SELF-MEDIATED AB4_42 AGGREGATION at 10 uM (p 46)
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1) IR, ESI-MS, 'H and 3C- NMR SPECTRA OF THE COMPOUNDS

1-(5-(4-(1H-1,2,4-Triazol-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3a)
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3A 4 (0.407) Cn (Cen,2, 80.00, Ht) Scan ES+
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3A

Sample Nama:
4a
Data Collected on:
mercury400-marcury400
Archive directory:
/home /vnmr1/vnmrsys,/data
Sample directery:
4a 20190325 02
FidFile: current

Pulse Sequence: CARBON (sZpul)
Solvent: dmso
Data collected on: Mar 25 2019

Temp. 25.0 C / 298.1 K
operator: vnmrl

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 1.304 sec

Width 25125.6 Hz

1280 repetitions

OBSERVE €13, 100.6243855 MHz
DECOUPLE H1, 400.1779555 MHz
Power 18 dB

continucusly cn

WALTZ-16 modulated
DATA PROCESSING

Line brecadening 0.5 Hz

FT size 65536

Total time 1 hr, 20 min

Agilent Technologies
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1-(5-(4-(1H-Imidazol-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3b)
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Synthesis Product

3B
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1(0.517) Cn (Cen,2, 80.00, Ht)
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3B

Agilent Technologies

Sample Name:
4b
Data collected on:
mercury400-mercury400
Archive directory:
/home/vomrl /vomrsys/data
Sample directory:
4b 201%0325_01
FidFile: current

Pulse Sequence: CARBON (s2pul)
solvent: dmso
Data collected on: Mar 25 201%

Temp. 25.0 ¢ / 298.1 K
operator: vnmrl

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.304 sec

wWidth 25125.6 Hz

128 repetitiomns
OBSERVE €13, 100.6243863 MHzZ
DECOUPLE H1, 400.177%555 MHzZ
Power 38 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz

FT size 65536

Total time 1 hr, 20 min

__.__.J_.uuum._...bl_l__
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1-(5-(4-(1H-Benzo|d]imidazol-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3c)

80 4

75 3

70 4

65 |

60 J

35

50

45 |

349

351208

164284

1514 89

1237.73

62188

105290

26630
B16.36

M348

765 56

102417

40000

3600

3200

2E00

2400 2000 1200 1600 1400 1200
cm-1

1000 200 600.0

10



Synthesis Product
3¢ 1(0.517) Cn (Cen,2, 80.00, Ht)
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3C

Sample Name:
4c

Data Collected on:
mercury400-mercury400

Archive directory:
Jhome/vnmrl /vnmrsys,/data

Sample directory:
4e_20190325_01

FidFile: CARBON 01

Pulse Segquence: CARBON (s2pul)
Solvent: dmso
Data collected on: Mar 26 201%

Temp. 25.0 € / 298.1 K
Operator: vomrl

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 1.304 sec

width 25125.6 Hz

2000 repetiticns

OBSERVE €13, 100.6243855 MHz
DECOUPLE H1, 400.177%555 MHz
Power 38 4B

continuously on

WALTZ-16 modulated

DATR PROCESSING

Line broadening 0.5 Hz

FT size 65536

Total time 1 hr, 20 min

Agilent Technologies
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1-(5-(4-(4-Benzylpiperazin-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3d)
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3D
(0.480) Cn (Cen,2, 80.00, Ht) Scan ES+
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aD

Sample Name:
4d
Data Collected om:
mercury400-mercury400
Archive directory:
Jhome /vomrl /vomrsys,/data
Sample directery:
4d 20190401_02
FidFile: CARBON 01

Pulse Sequence: CARBON (sZpul)

Solvent: dmso

Data collected on: Apr 1 2019

Temp. 25.0 ¢ / 298.1 K
operator: vomrl

Relax. delay 1.000 sec
Fulse 45.0 degrees
Acg. time 1.550 sec
wWidth 21141.6 Hz

4512 repetitions

OBSERVE €13, 100.6243861 MHzZ
DECOUPLE H1, 400.1775555 MHz

Powar 18 4B
continuously on
WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT s8ize 65536

Total time 3 hr, 18 min

- Agilent Technologies

17



1-(5-(4-(4-Benzylpiperidin-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3e)
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Synthesis Product
| 38 1(0.517) Cn (Cen,2, 80.00, H1)
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1-(5-(4-(4-Methylpiperazin-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3f)
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Synthesis Product
1 (0.407) Cn (Cen,2, 80.00, Ht)
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3F

Sample Name:
4f
Data Collected on:
mercury400-mercury400
Archive directory:
Jhome /vonmr 1 /vomrsys/data
Sample directory:
4f 20190403 01
FidFile: current

Pulse Sequence: CARBON (s2pul)
Sclvent: dmso
Data collected on: Apr 3 2019

Temp. 25.0 € / 298.1 K
operator: vnmrl

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.304 sec

wWidth 25125.6 Hz

640 repetitions

OBSERVE C13, 100.6243870 MHz
DECOUPLE H1, 400.1779%555 MHz
Power 38 4B

continuecusly en

WALTZ-16 modulated
DATA PROCESSING

Line breadening 0.5 Hz

FT size 65536

Total time 4 hr, 3% min

- Agilent Technologies
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1-(5-(4-(4-Ethylpiperazin-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3g)
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Synthésis Product

3G 1(0.517) Cn (Cen,2, 80.00, Ht) Scan ES+
3 191.07 2.74e8
100
i
=
.
; 437.07
| 469.05
| |
| |
i 393.04
|
' i 205.01 383.04 |
438.07 460.05
‘ ' issa,ns i ‘
. 172.99 - | 473.03
| i7478 |102.77 20601 24701 275.07 297.04 377.02 I405 03415.03 ||| 477.08
0 lu ’ A L 152 0o I | . | g | 31? 03 341 {}9 s . JI |!l iy || | il ||. L || m.‘.-z

60 80 100 120 140 160 180 200 230

24{] 260 280 300 320 340 360 380 400 420 440 460 480 500

26



3G

-
1

A

E—— 0 S——

s
|

[_'EPII

9g"

€0°

99°
80"

3% 6L"
T s%-

.00~

A

-t

- g5-
~ EL”

27



3G

Sample MName:
4g
Data Collected on:
mercury400-mercury400
Archive directory:
Jhome /vnmrl /vnmrsys /data
Sample directory:
4g_20190401_01
FidFile: CARBON 02

rulse Sequence: CARBON (s2pul)
Solvent: dmso
Data ceollected on: Apr 2 2019

Temp. 25.0 ¢ / 298.1 K
operator: vomrl

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.550 sec

Width 21141.6 Hz

5512 repetitions

OBSERVE Cl13, 100.6243788 MHz
DECOUPLE H1, 400.1779555 MHzZ
Power 38 4B

continucusly on

WALTZ-16 modulated
DATE PROCESSING

Line breoadening 0.5 Hz

FT size 65536

Total time 4 hr, 3 min

Agilent Technologies

28



1-(5-(4-(4-methylpiperidin-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3h)
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| 3H  1(0.517) Cn (Cen,2, 80.00, Ht) —
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3H

Sample Name:
4H
Data collected on:
mercury400-mercury400
Archive directory:
Shome /vnmrl /[vnmrsys /data
Sample directery:
4H 20190326_01
FidFile: current

Pulse Sequence: CARBON (sZpul)
Solvent: dmso
Data collected on: Mar 26 2019

Temp. 25.0 ¢ / 298.1 K
cperator: vomrl

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.304 sec

wWidth 25125.6 Hz

64 repetitions

OBSERVE C13, 100.6243863 MHz
DECOUPLE H1, 400.1779555 MHz
Power 38 dB

continucusly om

WALTZ-16 modulated
DATAR PROCESSING

Line broadening 0.5 Hz

FT size 65536

Total time 1 hr, 40 min

Agilent Technologies
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1-(5-(4-(4-Phenylpiperazin-1-yl)phenyl)-3-(3,4-dimethoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3i)
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Synthesis Product

31 1(0.517) Cn (Cen,2, 80.00, Ht) Scan ES+
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1-(5-(4-(4-Benzylpiperazin-1-yl)phenyl)-3-(4-methoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3j)
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Synthesis Product

3) 1(0.517) Cn (Cen,2, 80.00, Ht) Scan ES+
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3)

Sample Wame:
3d
Data Collected on:
mercury400-mercury400
Archive directory:
Jhome /vomrl /fvnmrays/data
Sample directory:
3d_2019%0326_01
FidFile: current

Pulse Sequence: CAREON (s2pul)
Solvent: dmso
Data ceollected on: Mar 26 2018

Temp. 25.0 ¢ / 298.1 K
operator: vomrl

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.304 sec

width 25125.6 Hz

64 repetitions

OBSERVE C13, 100.6243870 MHz
DECOUPLE H1, 400.1779%555 MHz
Power 38 dB

continuously cn

WALTZ-16 modulated
DATR PROCESSING

Line broadening 0.5 Hz

FT size 65536

Total time 1 hr, 40 min

Agilent Technologies
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1-(5-(4-(4-Ethylpiperazin-1-yl)phenyl)-3-(4-methoxyphenyl)-4,5-dihydro-1H-pyrazol-1-yl)ethanone (3k)
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%

3K 1(0.143) Cn (Cen,2, 80.00, Ht)
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3K

Sample Name:
ie
Data Collected on:
mercury400-mercury400
Archive directory:
Shome /vnmrl /vomrsys,/data
Sample directory:
3c 20150403 01
FidFile: current

Pulse Sequence: CARBON (sZpul)
solvent: dmso
Data collected on: Apr 3 2019

Temp. 25.0 € / 298.1 K
Operator: vomrl

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.304 sec

wWidth 25125.6 Hz

4800 repetiticns

OBSERVE €13, 100.6243863 MHZ
DECOUPLE H1, 400.1779%555 MHzZ
Power 38 dB

continueusly cmn

WALTZ-16 modulated

DATA PROCESSING

Line brecadening 0.5 Hz

FT size 65536

Total time 3 hr, 1% min

Agilent Technologies
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Dose-response curve of 3F for AChE

% Inhibition

2) DOSE-RESPONSE CURVES OF 3F AND 3G
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Dose-response curve of 3F for BChE Dose-response curve of 3G for BChE
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3) INHIBITION OF SELF-MEDIATED AB1-s2 AGGREGATION at 10 uM

Table S1. In vitro effects on self-mediated AB1_42 aggregation at 10 yM

AB1-s2
Compound aggregation
(%)+SEM
3d 93.00+£2.96
3e 82.21+6.69*
3f 88.04+9.69
39 91.4244.01
3h 80.58+1.70**
Control? 100
Donepezil 64.75+1.63***

a For each assay, the control was a non-treated sample.
*p <0.05 *p<0.01,** p<0.001



