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Figure S1: 'H-NMR (500 MHz, DMSO-dg) of Compound 4a.

a o amnbowCAnMEMAAADG Tnorumnmen ca
a 2 NHCERsnonarnawon Z085a0aamo X
S i SSSESBRRRRRRANGE GahsAnaeds 34
= I P e o e e Ao
g |\ NV N LR
Current Data Parameters
Apoorva Malik
EXPRO 572
PROCHO 1
F2 - Acquisition Parameters
Date_ 20220711
NH o Time 22.14
INSTRUM spect
/o) PROBHD 5 mm PABEO BB/
PULFROG zg30
™ 66560
SOLVENT DHSO
Hs 24
o] Ds 2
SWH 10000.000
FIDRES 0.150240
M 3.3280001
RG 1
bH 50.000
o N DE €.50
H TE 294.3 K
01 1.00000000 sec
4a DO 1
messsses CHANNEL f]l ssssssse
SFO1 500.3025015 MHz
wuc1 i
Pl 14.15 usec
PLW1 15.00000000 W
F2 - Processing paramsters
81 65536
s 500.3000028 Miz
woH B
358 o
1B 0.20 Hz
6B 0
pC 1.00
T T T T T T T T T T T
10 a 8 7 6 5 4 3 2 1 FPm
(=] = | evl | =r| | - o =~
=1 o [mf|o| |ofo]o @ | |
i o | =4 Of wl| | - o
H .13 d f d
Figure S2: °C-NMR (125 MHz, DMSO-dg) of Compound 4a.
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Figure $3: 'H-NMR (500 MHz, DMSO-dg) of Compound 4b.
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Figure S4: *>*C-NMR (125 MHz, DMSO-dg) of Compound 4b.
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Figure S5: 'TH-NMR (500 MHz, DMSO-dg) of Compound 4c.
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Figure S6: °C-NMR (125 MHz, DMSO-d¢) of Compound 4c.
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Figure S7: 'H-NMR (500 MHz, DMSO-dg) of Compound 4d.
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Figure $8: 13C-NMR (125 MHz, DMSO-dg) of Compound 4d.
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Figure $9: 'H-NMR (500 MHz, DMSO-ds) of Compound 4e.
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Figure $10: 13C-NMR (125 MHz, DMSO-dg) of Compound 4e.
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gure $11: 'H-NMR (500 MHz, DMSO-dg) of Compound 4f.
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Figure $12: 13C-NMR (125 MHz, DMSO-d¢) of Compound 4f.
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Figure $13: TH-NMR (500 MHz, DMSO-dg) of Compound 4g.
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Figure S14: 13C-NMR (125 MHz, DMSO-dg) of Compound 4g.
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Figure $15: 'H-NMR (500 MHz, DMSO-dg) of Compound 4h.
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Figure $16: 13C-NMR (125 MHz, DMSO-dg) of Compound 4h.
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Figure $17: TH-NMR (500 MHz, DMSO-dg) of Compound 4i.
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Figure $18: >*C-NMR (125 MHz, DMSO-dg) of Compound 4i.
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Figure $19: 'H-NMR (500 MHz, DMSO-dg) of Compound 4j.
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Figure $20: 13C-NMR (125 MHz, DMSO-dg) of Compound 4;j.
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Figure $21: TH-NMR (500 MHz, DMSO-dg) of Compound 4k.

b - R ——
- 5 EEEREEEER S
& ‘9 ANGIRRCEanAAD®
3 = EERE GG EE s wanne

NH o
/o

Br
N
H

BRUKER

Current Data Paramsters
NAME

EXPNO
PROCHO

Apoorva Malik
550
1

F2 - Acquisition Paramaters
Date_
ime

T
10 9 8 7 6 5
= o ol |olelon| | o] o|a|
i A lalalal [l alA

PPM

1.63
3
217

Figure $22: 13C-NMR (125 MHz, DMSO-d¢) of Compound 4k.
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Figure $23: 13C-NMR (125 MHz, DMSO-dg) of Compound 4l.
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Figure $24: 'H-NMR (500 MHz, DMSO-d;) of Compound 4m.
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Figure $25: 13C-NMR (125 MHz, DMSO-dg) of Compound 4m.
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Figure $26: 'H-NMR (500 MHz, DMSO-dg) of Compound 4n.
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gure $28: 'H-NMR (500 MHz, DMSO-dg) of Compound 4o.
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Figure $39: 13C-NMR (125 MHz, DMSO-dg) of Compound 4o.
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Figure $30: 'H-NMR (500 MHz, DMSO-dg) of Compound 4p.
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Figure $31: 13C-NMR (125 MHz, DMSO-dg) of Compound 4p.
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Figure $32: 'H-NMR (500 MHz, DMSO-d;) of Compound 4q.
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Figure $S33: 13C-NMR (125 MHz, DMSO-d¢) of Compound 4q.
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Figure $34: 1H-NMR (500 MHz, DMSO-dg) of Compound 4r.
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Figure S35: 13C- (125 MHz, DMSO-dg) of Compound 4r.
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Figure $36: H-NMR (500 MHz, DMSO-d;) of Compound 4s.
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Figure $37: 13C-NMR (125 MHz, DMSO-dg) of Compound 4s.
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Figure $38: H-NMR (500 MHz, DMSO-d;) of Compound 4t.
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Figure $39: 13C-NMR (125 MHz, DMSO-dg) of Compound 4t.
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Figure $40: 'H-NMR (500 MHz, DMSO-dg) of Compound 4u.
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Figure $41: 13C-NMR (125 MHz, DMSO-dg) of Compound 4u.
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Figure $42: H-NMR (500 MHz, DMSO-d;) of Compound 4v.
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Figure $43: >°C-NMR (125 MHz, DMSO-dg) of Compound 4v.
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Figure $44: 'H-NMR (500 MHz, DMSO-dg) of Compound 4w.
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Figure S45: 13C-NMR (125 MHz, DMSO-dg) of Compound 4w.
= o ® 6w o ow@n amocmana m
8 S B @ @nksa SARMAZA e B dendwnaw o
; g . . : LR S & Famusar~® @
@ - P v $n @ wo AES R @ o {
2 = H R R iR RN 2 ARRRRRA8 R BRUKER
Currant Data Paramaters
WAME  Apoorva Malik Sanples
zxeve 3
PROCND H
72 - Mequisition Parsnaters
Data_ 20230120
Time
INETRIM spect
PROBED 5 mm TBI 1a/13
NH O PULPROG z9pg:
™ 65535
o soLveRT buso
us 2018
o8 z
25761504 Hx
Frones 6.450131 iz
a0 1.1010043 smc
a5 103
oH 16.800 usac
e 6.50 usac
™ 2958 K
o1 1.00000000 sec
[ 0.03000000 sec
™0 1
N cHnmvEL 1
H 1258131
13c
21 15.00 usec
4w E0 12708535756 w
amssssss CHANNEL f2 ssmsmss=
500.3020012 WAz
e
CPBRRG[2 waltzl6
seen .00 usac
P12 1500000000 ¥
Fiui2 4.16446000 %
yiui3 6.05254200 u
¥2 = Processing paramevers
51 e
125.8006235 Wiz
=
o
1.00 B2
0
140
(]
T T T T T T T T T T 1
200 180 160 140 120 100 80 60 40 20 ppm

S24



Figure $46: 'H-NMR (500 MHz, DMSO-d;) of Compound 4x.
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Figure S47: >*C-NMR (125 MHz, DMSO-dg) of Compound 4x.
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Figure S48: HRMS of Compound 4a.
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Figure S49: HRMS of Compound 4b.
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Figure $50: HRMS of Compound 4c.
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Figure S51: HRMS of Compound 4d.
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Figure $52: HRMS of Compound 4e.
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Figure $53: HRMS of Compound 4f.
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Figure S54: HRMS of Compound 4g.
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Figure $55: HRMS of Compound 4h.
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Figure $56: HRMS of Compound 4i.
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Figure $57: HRMS of Compound 4j.
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Figure $58: HRMS of Compound 4k.
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Figure $59: HRMS of Compound 4l.
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Figure $60: HRMS of Compound 4m.
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Figure S61: HRMS of Compound 4n.
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Figure S62: HRMS of Compound 4o.
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Figure $63: HRMS of Compound 4p.
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Figure $64: HRMS of Compound 4gq.
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Figure $65: HRMS of Compound 4r.
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Figure $66: HRMS of Compound 4s.
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Figure $67: HRMS of Compound 4t.
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Figure S68: HRMS of Compound 4u.
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Figure $69: HRMS of Compound 4v.
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Figure $70: HRMS of Compound 4w.
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Figure $71: HRMS of Compound 4x.
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Table S1 ADMET properties of Compound 4a and 4v.

Sr. No. | Properties 4a 4v
Physicochemical properties
1 Molecular weight (g/mol) 388.42 376.36
2 Number of rotational bonds 0 1
3 Number of H-bond acceptors 4 5
4 Number of H-bond donors 2 2
5 Molar Refractivity 113.3 105.63
6 Topological Polar Surface Area 76.66 85.89
Lipophilicity
7 XLOGP3 2.92 1.70
8 WLOGP 2.58 1.56
9 MLOGP 2.40 1.44
Pharmacokinetics
10 Gastrointestinal absorption High High
11 BBB permanent Yes No
12 P-gp substrate Yes Yes
13 CYP1A2 inhibitor Yes No
14 CYP2C19 inhibitor Yes Yes
15 CYP2C9 inhibitor Yes Yes
16 CYP2D6 inhibitor Yes Yes
17 CYP3A4 inhibitor Yes Yes
Drug-likeness
18 Lipinski 0 0
19 Ghose 0 0
20 Veber 0 0
21 Egan 0 0
22 Muegge 0 0
23 Bioavailability Score 0.55 0.55
Medicinal Chemistry

24 PAINS alerts 0 0
25 Brenk alerts 0 0
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