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Spectral Interpretation of the Synthesized Products (4-15)
2-(4-isobutylphenyl)-N'-4-(2-(2-4-nitrobenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)
propanehydrazide (4)

Off white Amorphous Solid: Yield: 90%, 118 mg; M.P: 185-187 °C; 'H-NMR (600 MHz,
CDCl;): 6 9.41 (br.s, 2H, 2-NH), 8.47 (s, 2H, 2-N=CH-), 8.24 (d, J = 9.0 Hz, 2H, Ar-H), 7.80-
7.73 (m, 4H, Ar-H), 7.27 (d, J = 8.4 Hz, 2H, Ar-H), 7.14-7.12 (m, 2H, Ar-H), 7.06 (d, J = 7.8
Hz, 2H, Ar-H), 4.68 (s, 2H, -CH,), 4.64-4.62 (m, 1H, -CH), 2.39 (d, J = 7.2 Hz, 2H -CH,), 1.80-
1.75 (m, 1H, -CH), 1.53 (d, J = 7.2 Hz, 3H, -CHj3), 0.84-0.82 (m, 6H, 2-CHj3). 3C-NMR (150
MHz, CDCl;): 6 176.9 (C=0), 170.2 (C=0), 148.4 (Ar-C-NO,), 141.3 (Ar-C), 140.4 (2-N=CH),
140.0 (Ar-C), 139.8 (Ar-C), 138.1 (Ar-C), 130.0 (2Ar-CH), 129.6 (2Ar-CH), 128.0 (2Ar-CH),
127.6 (2Ar-CH), 127.0 (Ar-C), 124.1 (2Ar-CH), 123.9 (2Ar-CH), 69.0 (-CH,), 45.0 (-CH;), 41.6
(-CH), 30.1 (-CH), 22.4 (2-CH3), 18.4 (-CH;3). HRMS (ESI"): 545.2675 [M+Na]" calcd for
CyoH31NsNaOs: 545.2724.
2-(4-isobutylphenyl)-N'-4-(2-(3-nitrobenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)
propanehydrazide (5)

Brownish Amorphous Solid: Yield: 88%, 116 mg; M.P: 163-165 °C; 'H-NMR (600 MHz,
CDCl5): 6 9.41 (br.s, 2H, 2-NH), 8.46 (s, 2H, 2-N=CH-), 8.21-8.17 (m, 2H, Ar-H), 7.87 (d, J =
7.2 Hz, 2H, Ar-H), 7.73 (br.s, 1H, Ar-H), 7.54 (t, J=7.8 Hz, 1H, Ar-H), 7.30 (d, /= 7.8 Hz, 2H,
Ar-H), 7.16-7.13 (m, 1H, Ar-H), 7.10 (d, J = 7.8 Hz, 3H, Ar-H), 4.68 (s, 2H, -CH,), 4.63-4.59
(m, 1H, -CH), 2.38 (d, /= 7.2 Hz, 2H -CH,), 1.83-1.75 (m, 1H, -CH), 1.53 (d, /= 7.2 Hz, 3H, -
CH3), 0.86-0.84 (m, 6H, 2-CHj;). 3C-NMR (150 MHz, CDCl;): ¢ 176.8 (C=0), 170.2 (C=0),
148.7 (Ar-C-NO»), 140.4 (Ar-C), 140.3 (2-N=CH), 137.4 (Ar-C), 134.6 (2Ar-C), 132.6 (Ar-CH),
129.8 (Ar-CH), 129.6 (2Ar-CH), 129.4 (2Ar-CH), 128.6 (Ar-C), 127.4 (2Ar-CH), 127.0 (2Ar-
CH), 124.3 (Ar-CH), 121.6 (Ar-CH), 69.0 (-CH,), 45.0 (-CH,), 41.8 (-CH), 30.1 (-CH), 22.3 (2-
CHs), 18.5 (-CH3). HRMS (ESI"): 551.2729 [M+Na]* caled for C,9H3;NaN5sOs: 551.2736.
N'-(4-(2-(2-(4-fluorobenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-(4-isobutylphen
y)propanehydrazide (6)

Off white Amorphous Solid: Yield: 92%, 119 mg; M.P: 185-187 °C; 'H-NMR (600 MHz,
CDCl5): 0 9.41 (br.s, 2H, 2-NH), 8.84 (s, 2H, 2-N=CH), 7.59-7.57 (m, 4H, Ar-H), 7.29 (d, J =
7.8 Hz, 4H, Ar-H), 7.23-7.14 (m, 4H, Ar-H), 4.65-4.62 (m, 2H, -CH,), 3.69-3.62 (m, 1H, -CH),
2.39 (d, J = 6.6 Hz, 2H, -CH,), 1.83-1.76 (m, 1H, -CH), 1.52 (d, J = 7.2 Hz, 3H, -CH3), 0.88-



0.85 (m, 6H, 2-CH3;). 3C-NMR (150 MHz, CDCl;): ¢ 176.3 (C=0), 171.7 (C=0), 162.4 (Ar-C-
F), 147.3 (Ar-C), 141.7 (2-N=CH), 140.2 (Ar-C), 138.4 (Ar-C), 130.0 (Ar-C), 129.2 (4Ar-CH),
128.9 (2Ar-CH), 127.5 (2Ar-CH), 127.2 (2Ar-CH), 127.0 (Ar-C), 115.7 (2Ar-CH), 69.0 (-CH,),
45.0 (-CHp), 41.4 (-CH), 30.1 (-CH), 22.4 (2-CHj), 18.3 (-CH3). HRMS (ESI*): 520.2724
[M+NH,4]" caled for Cy9H35FNsO5: 520.3336.
N'-(4-(2-(2-(4-bromo-2-fluorobenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-(4-iso
butylphenyl)propanehydrazide (7)

Orange Amorphous Solid: Yield: 92%, 133 mg; M.P: 162-164 °C; 'H-NMR (600 MHz, CDCls):
o0 8.89 (s, 2H, 2-NH), 8.46 (br.s, 1H, -N=CH), 8.12 (br.s, 1H, -N=CH), 7.89 (br.s, 1H, Ar-H),
7.78 (s, 1H, Ar-H), 7.71 (t, J = 7.8 Hz, 1H, Ar-H), 7.32 (d, J = 8.4 Hz, 1H, Ar-H), 7.26-7.19 (m,
4H, Ar-H), 7.13 (d, J = 8.4 Hz, 1H, Ar-H), 7.05 (d, J = 7.8 Hz, 2H, Ar-H), 4.61-4.57 (m, 2H, -
CH,), 3.65-3.61 (m, 1H, -CH), 2.39 (d, /= 7.2 Hz, 2H -CH,), 1.80-1.76 (m, 1H, -CH), 1.51 (d, J
= 7.2 Hz, 3H, -CH3), 0.86-0.82 (m, 6H, 2-CHj3). *C-NMR (150 MHz, CDCls): 6 176.3 (C=0),
170.6 (C=0), 161.6 (Ar-C-F), 159.9 (Ar-C), 140.3 (-N=CH), 139.4 (Ar-C), 135.1 (-N=CH, Ar-
C), 130.0 (Ar-CH), 129.6 (2Ar-CH), 129.3 (2Ar-CH), 128.2 (Ar-C-Br), 128.0 (2Ar-CH), 127.4
(2Ar-CH), 127.3 (Ar-C), 127.0 (Ar-CH), 120.8 (Ar-C), 119.6 (Ar-CH), 69.0 (-CH,), 45.0 (-CH,),
41.6 (-CH), 30.1 (-CH), 22.4 (2-CHj3), 18.5 (-CH3). HRMS (ESI"): 598.1829 [M+NH4]" calcd for
Cy9H34BrFNs0O5: 599.3258.
N'-(4-(2-(2-(2,4-dichlorobenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-(4-isobutyl
phenyl)propanehydrazide (8)

Off white Amorphous Solid: Yield: 80%, 110 mg; M.P: 168-169 °C; 'H-NMR (600 MHz,
CDCls): 6 9.00 (s, 2H, 2-NH), 8.55 (s, 1H, -N=CH-), 8.29 (s, 1H, -N=CH-), 7.97 (s, 1H, Ar-H),
7.82 (d, J=9.0 Hz, 1H, Ar-H), 7.36 (s, 1H, Ar-H), 7.31 (br.s, 1H, Ar-H), 7.26-7.19 (m, 4H, Ar-
H), 7.13 (d, J = 7.8 Hz, 1H, Ar-H), 7.05 (d, J = 8.4 Hz, 2H, Ar-H), 4.60-4.56 (m, 2H, -CH,),
3.64-3.62 (m, 1H, -CH), 2.39 (d, /= 7.2 Hz, 2H -CH,), 1.82-1.76 (m, 1H, -CH), 1.51 (d, J=7.2
Hz, 3H, -CH3;), 0.84 (d, J = 6.6 Hz, 6H, 2-CH;). 3C-NMR (150 MHz, CDCl;): ¢ 176.2 (C=0),
170.6 (C=0), 142.6 (-N=CH), 141.3 (Ar-C), 140.3 (Ar-C), 138.4 (-N=CH), 137.3 (Ar-C), 130.5
(Ar-C-Cl), 130.3 (Ar-C), 130.2 (2Ar-CH), 129.9 (Ar-CH), 129.7 (Ar-CH), 129.3 (2Ar-CH),
128.6 (Ar-C-Cl), 128.0 (Ar-C), 127.8 (2Ar-CH), 127.6 (2Ar-CH), 127.4 (Ar-CH), 69.0 (-CH,),
45.0 (-CH,), 41.6 (-CH), 30.1 (-CH), 22.4 (2-CHj3), 18.5 (-CH3). HRMS (ESI"): 522.5970
[M+H]" calcd for C9H3¢Cl,N4O5: 522.5982.



N'-4-(2-(2-(2-hydroxy-3-methoxybenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-(4-
isobutylphenyl)propanehydrazide (9)

Pale Yellow Amorphous Solid: Yield: 90%, 119 mg; M.P: 171-172 °C; 'H-NMR (600 MHz,
CDCl3): 6 10.79 (br.s, 1H, -OH), 9.90 (s, 1H, -NH), 9.35 (s, 1H, -NH), 8.32 (s, 2H, 2-N=CH-),
7.28 (d, J = 7.8 Hz, 2H, Ar-H), 7.22 (d, J = 8.4 Hz, 1H, Ar-H), 7.13 (d, J = 7.8 Hz, 2H, Ar-H),
7.05 (d, J = 7.8 Hz, 2H, Ar-H), 6.91-6.90 (m, 1H, Ar-H), 6.84-6.83 (m, 2H, Ar-H), 6.78 (d, J =
7.2 Hz, 1H, Ar-H), 4.36-4.33 (m, 2H, -CH,), 3.90 (s, 3H, -OCHj3), 3.65-3.61 (m, 1H, -CH), 2.38
(d, J=7.2 Hz, 2H -CH,), 1.85-1.76 (m, 1H, -CH), 1.50 (d, J = 7.2 Hz, 3H, -CH3), 0.84 (d, J =
6.6 Hz, 6H, 2-CHj3). *C-NMR (150 MHz, CDCl3): d 175.6 (C=0), 170.3 (C=0), 148.2 (Ar-C-
OH), 147.1 (Ar-C-OCHj3), 150.7 (-N=CH), 146.3 (-N=CH), 141.3 (Ar-C), 140.6 (Ar-C), 137.2
(Ar-C), 129.9 (2Ar-CH), 129.5 (2Ar-CH), 127.4 (2Ar-CH), 127.3 (2Ar-CH), 124.5 (Ar-C), 122.3
(Ar-CH), 119.5 (Ar-CH), 119.1 (Ar-C), 113.6 (Ar-CH), 69.0 (-CH,), 56.2 (-OCH3;), 45.0 (-CH,),
41.8 (-CH), 30.1 (-CH), 22.4 (2-CH3;), 18.4 (-CH3). HRMS (ESI*): 530.3537 [M+H]" calcd for
C30H34N405: 530.3541.
N'-(4-(2-(2-(2-hydroxy-4-methoxybenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-(4-
isobutylphenyl)propanehydrazide (10)

Brownish Amorphous Solid: Yield: 88%, 116 mg; M.P: 169-171 °C; 'H-NMR (600 MHz,
CDCl,): 6 11.08 (br.s, 1H, -OH), 9.90 (s, 1H, -NH), 9.36 (s, 1H, -NH), 8.37 (br.s, 1H, -N=CH),
8.31 (br.s, 1H, -N=CH), 7.83 (s, 1H, Ar-H), 7.27 (d, J = 7.8 Hz, 2H, Ar-H), 7.16-7.08 (m, 4H,
Ar-H), 7.05 (d, J = 7.8 Hz, 2H, Ar-H), 6.95-6.94 (m, 2H, Ar-H), 4.68 (s, 2H, -CH,), 4.36-4.32
(m, 1H, -CH), 3.90 (s, 3H, -OCH3), 2.37 (d, J= 7.2 Hz, 2H -CH,), 1.83-1.75 (m, 1H, -CH), 1.50
(d, J = 6.6 Hz, 3H, -CH3), 0.83 (d, J = 6.6 Hz, 6H, 2-CHj3). 3C-NMR (150 MHz, CDCl3): ¢
175.6 (C=0), 164.8 (C=0), 150.7 (Ar-C-OH), 149.7 (Ar-C-OCH,), 148.3 (Ar-C), 146.2 (-
N=CH), 141.3 (Ar-C), 140.6 (-N=CH), 137.3 (Ar-C), 1299 (Ar-CH), 129.6 (Ar-CH), 129.5
(2Ar-CH), 127.3 (2Ar-CH), 127.0 (Ar-C), 124.5 (Ar-CH), 124.1 (Ar-CH), 122.3 (Ar-CH), 119.0
(Ar-C), 117.9 (Ar-CH), 115.2 (Ar-CH), 69.0 (-CH,), 56.2 (-OCHj;), 45.0 (-CH,), 41.8 (-CH),
30.1 (-CH), 22.4 (2-CHj3), 19.0 (-CH3). HRMS (ESI"): 530.0492 [M+H]* calcd for C30H34N4Os:
530.0505.
N'-(4-(2-(2-(3-hydroxy-4-methoxybenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-(4-
isobutylphenyl)propanehydrazide (11)



White Amorphous Solid: Yield: 78%, 103 mg; M.P: 110-113 °C; 'H-NMR (600 MHz, CDCl;): 6
9.81 (s, 2H, 2-NH), 8.87 (s, 1H, -N=CH), 7.54 (s, 1H, -N=CH), 7.41 (s, 2H, Ar-H), 7.30-7.29 (m,
3H, Ar-H), 7.15-7.07 (m, 2H, Ar-H), 7.04 (d, /= 7.8 Hz, 3H, Ar-H), 6.94 (d, /= 8.4 Hz, 1H, Ar-
H), 6.82 (d, /= 8.4 Hz, 1H, Ar-H), 4.77 (br.s, 2H, -CH,), 4.68-4.65 (m, 1H, -CH), 3.90 (s, 3H, -
OCH,), 2.38 (d, /= 7.2 Hz, 2H -CH,), 1.82-1.75 (m, 1H, -CH), 1.50 (d, J = 7.2 Hz, 3H, -CHj;),
0.83 (d, J = 6.0 Hz, 6H, 2-CHj3). BC-NMR (150 MHz, CDCl;): ¢ 176.4 (C=0), 171.7 (C=0),
152.1 (Ar-C-OCH3;), 148.3 (Ar-C-OH), 146.1 (Ar-C), 145.9 (-N=CH), 143.0 (-N=CH), 140.1
(Ar-C), 138.4 (Ar-C), 130.4 (Ar-C), 129.8 (Ar-CH), 129.6 (Ar-CH), 129.2 (2Ar-CH), 127.6
(2Ar-CH), 127.5 (Ar-CH), 127.0 (Ar-CH), 126.6 (Ar-C), 120.7 (Ar-CH), 114.1 (Ar-CH), 112.0
(Ar-CH), 69.0 (-CH,), 56.0 (-OCH3;), 45.0 (-CH,), 41.1 (-CH), 30.1 (-CH), 22.4 (2-CHj;), 18.2 (-
CH3;). HRMS (ESI*): 531.2607 [M+H]" calcd for C50H35N4Os5: 531.2659.
N'-(4-(2-(2-(2-hydroxybenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-(4-isobutyl
phenyl)propanehydrazide (12)

Off white Amorphous Solid: Yield: 80%, 109 mg; M.P: 154-155 °C; 'H-NMR (600 MHz,
CDCly): 6 10.98 (s, IH, -OH), 9.93 (br.s, 1H, -NH), 9.87 (s, 1H, -NH), 8.42 (br.s, 1H, -N=CH),
8.22 (br.s, 1H, -N=CH), 7.79 (s, 1H, Ar-H), 7.54-7.48 (m, 2H, Ar-H), 7.36-7.20 (m, 4H, Ar-H),
7.15-7.12 (m, 4H, Ar-H), 6.93-6.86 (m, 1H, Ar-H), 4.30-4.27 (m, 2H, -CH,), 3.64 (br.s, 1H, -
CH), 2.38 (d, J= 6.6 Hz, 2H -CH,), 1.84-1.76 (m, 1H, -CH), 1.50 (d, /= 7.2 Hz, 3H, -CH3;), 0.83
(d, J = 7.2 Hz, 6H, 2-CHj3). BC-NMR (150 MHz, CDCl;): ¢ 175.3 (C=0), 164.7 (C=0), 161.6
(Ar-C), 158.5 (Ar-C-OH), 146.9 (-N=CH), 140.6 (Ar-C), 137.5 (Ar-C), 137.0 (-N=CH), 133.7
(Ar-CH), 130.0 (2Ar-CH), 129.6 (2Ar-CH), 127.4 (2Ar-CH), 127.1 (3Ar-CH), 120.7 (Ar-C),
119.8 (Ar-CH), 119.3 (Ar-C), 117.6 (Ar-CH), 69.0 (-CH,), 45.0 (-CH,), 42.2 (-CH), 30.1 (-CH),
22.4 (2-CH3;), 18.4 (-CH3). HRMS (ESI): 520.2801 [M+NH,4]" caled for C3;H4oN5Os5: 520.3327.
2-(4-isobutylphenyl)-N'-(4-(2-0x0-2-(2-(-3,4,5-trimethoxybenzylidene)hydrazinyl)ethoxy)
benzylidene)propanehydrazide (13)

Gray Amorphous Solid: Yield: 92%, 132 mg; M.P: 195-196 °C; 'H-NMR (600 MHz, CDCl3): ¢
9.41 (br.s, 2H, 2-NH), 8.77 (s, 1H, -N=CH), 8.30 (br.s, 1H, -N=CH-), 7.95 (br.s, 1H, Ar-H), 7.52
(s, 1H, Ar-H), 7.28 (d, J = 8.4 Hz, 2H, Ar-H), 7.14-7.08 (m, 2H, Ar-H), 7.04 (d, J = 8.4 Hz, 2H,
Ar-H), 6.82 (s, 2H, Ar-H), 4.72 (br.s, 2H, -CH,), 4.62-4.59 (m, 1H, -CH), 3.89 (s, 6H, -OCH,),
3.83 (s, 3H, -OCH3), 2.39 (d, /= 7.2 Hz, 2H -CH,), 1.84-1.76 (m, 1H, -CH), 1.51 (d, /= 7.2 Hz,
3H, -CHj3), 0.89-0.84 (m, 6H, 2-CH3). 3C-NMR (150 MHz, CDCl;): ¢ 176.1 (C=0), 171.7



(C=0), 153.5 (2Ar-C-OCHjs;), 142.5 (2-N=CH), 141.1 (Ar-C), 140.2 (Ar-C-OCH3;), 139.8 (Ar-C),
138.7 (Ar-C), 129.9 (2Ar-CH), 129.2 (2Ar-CH), 127.4 (2Ar-CH), 127.0 (2Ar-CH), 128.6 (Ar-C),
128.0 (Ar-C), 104.1 (2Ar-CH), 69.0 (-CH,), 61.0 (-OCHj3), 56.2 (2-OCH3;), 45.0 (-CH,), 41.8 (-
CH), 30.2 (-CH), 22.4 (2-CH;), 18.4 (-CH3). HRMS (ESI"): 593.3078 [M+NHy]" calcd for
C3,H4oN50¢: 593.3086.
N'-(4-(2-(2-(2,4-dimethoxybenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-(4-isobutyl
phenyl)propanehydrazide (14)

Ash white Amorphous Solid: Yield: 88%, 117 mg; M.P: 156-158 °C; 'H-NMR (600 MHz,
CDCl5): 0 9.90 (s, 1H, -NH), 9.35 (s, 1H, -NH), 8.40 (s, 1H, -N=CH-), 7.92 (s, 1H, -N=CH-),
7.78 (d, J = 8.4 Hz, 1H, Ar-H), 7.30 (d, J = 7.8 Hz, 2H, Ar-H), 7.11 (d, J = 8.4 Hz, 1H, Ar-H),
7.04 (d, J = 7.8 Hz, 3H, Ar-H), 6.53-6.52 (m, 2H, Ar-H), 6.40-6.38 (m, 2H, Ar-H), 4.77 (br.s,
2H, -CH,), 4.67-4.64 (m, 1H, -CH), 3.82 (s, 3H, -OCH3;), 3.78 (s, 3H, -OCHj3), 2.39 (d, J = 7.2
Hz, 2H -CH,), 1.82-1.78 (m, 1H, -CH), 1.50 (d, J = 7.2 Hz, 3H, -CHj;), 0.88-0.84 (m, 6H, 2-
CH;). BC-NMR (150 MHz, CDCly): ¢ 175.9 (C=0), 171.7 (C=0), 162.6 (Ar-C-OCHj;), 159.2
(Ar-C-OCHy), 141.1 (Ar-C), 140.1 (-N=CH), 139.0 (-N=CH, Ar-C), 138.7 (Ar-C), 133.0 (Ar-C),
130.8 (Ar-C), 129.6 (2Ar-CH), 129.2 (2Ar-CH), 127.6 (2Ar-CH), 127.3 (2Ar-CH), 115.3 (Ar-C),
105.8 (Ar-CH), 98.0 (Ar-CH), 69.0 (-CH,), 55.5 (2-OCH3;), 45.0 (-CH,), 41.3 (-CH), 30.1 (-CH),
22.4 (2-CHj;), 18.3 (-CH3). HRMS (ESI*): 545.2764 [M+H]" calcd for C31H37N40O5: 545.2724.
N'-(4-(2-(2-(3,5-dibromo-4-hydroxybenzylidene)hydrazinyl)-2-oxoethoxy)benzylidene)-2-
(4-isobutylphenyl)propanehydrazide (15)

Brownish Amorphous Solid: Yield: 92%, 151 mg; M.P: 138-140 °C; 'H-NMR (600 MHz,
CDCl): 0 9.54 (s, 1H, -OH), 9.27 (br.s, 2H, 2-NH), 7.97 (s, 2H, 2-N=CH), 7.72 (br.s, 1H, Ar-H),
7.65 (s, 2H, Ar-H), 7.51 (s, 1H, Ar-H), 7.26 (d, J = 8.4 Hz, 2H, Ar-H), 7.23-7.21 (m, 1H, Ar-H),
7.14-7.09 (m, 1H, Ar-H), 7.06 (d, J = 7.8 Hz, 2H, Ar-H), 4.59-4.56 (m, 2H, -CH,), 3.64 (br.s,
1H, -CH), 2.39 (d, /= 7.2 Hz, 2H -CH,), 1.59-1.55 (m, 1H, -CH), 1.50 (d, J = 7.2 Hz, 3H, -CH;),
0.83 (d, J = 6.6 Hz, 6H, 2-CH;). *C-NMR (150 MHz, CDCly): ¢ 176.8 (C=0), 170.6 (C=0),
150.6 (Ar-C-OH), 144.5 (Ar-C), 141.3 (Ar-C), 140.3 (-N=CH), 139.9 (-N=CH), 137.3 (Ar-O),
131.0 (Ar-C), 130.5 (2Ar-CH), 129.9 (2Ar-CH), 129.6 (2Ar-CH), 129.3 (2Ar-CH), 127.4 (2Ar-
CH), 127.0 (Ar-C), 110.3 (2Ar-C), 69.0 (-CH,), 45.0 (-CH,), 41.5 (-CH), 30.2 (-CH), 22.4 (2-
CHs;), 18.4 (-CH3). HRMS (ESI): 657.4634 [M+H]" calcd for Cy9H30Br,N4Oy4: 657.4650.
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Figure-S1: 'H-, BC-NMR and HR-ESI-MS spectrum of compound 4
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Figure-S2: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 5
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Figure-S3: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 6
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Figure-S4: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 7
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Figure-S5: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 8
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Figure-S6: 'H-, *C-NMR and HR-ESI-MS spectrum of compound 9
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Figure-S7: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 10
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Sample Name WA-S-14 Position Vial 44 Instrument Name Instrument 1

User Name: Inj Vol 10 InjPosition

Sample Type Sample IRM Calibration Status  Sucress Data Filename WA-S-14.d
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Figure-S8: 'H-, *C-NMR and HR-ESI-MS spectrum of compound 11



10.986
9,931
4,871
9.274
8.688
8.226
7.796
7.540

7.260
7.240

(>

oMM MO M T ONG D B N M N D DG N[ ) = D = [ 0 T O O 0 CHIFent Data Parameters
BN m o Oy D 5D B I ) = B O B ) 0 [ 1 o © ) B [ G 0 DA © ) [ o4 1w ) 0 NAME 24-Bug-2022_Dr. Ajmal
NRA 000N PN AN N REANT T TN ORRRRE DA T TN D DD DD gy 15
el o R T otV g s P e R G D S S P S P o) 1

N o

F? - Acquisition Parameters
te

. 20220825
[ Time 12.29
| INSTRUM apect
| PROBHD 5 mm PABBO BB/
PULPROG zg30
65536
SOLVENT cneLl
NS
D5 2
SWE 12019.230 Hz
FIDRES 0.183399 Hz
AQ 2.7262376 sec
RG 86.85
D 41.600 usec
DE 6.50 usec
TE 298,32
Dl 1.00000000 sec
TDO 1
CHANNEL f£1
sFOL 600.1537062 MHz
(| nuCcL 1H
{ | Pl 10.90 usec
I|I | PLWL 22.60000038 W
I S S | / )l /I st 85536
SF 600.1500266 MHz
WoH 22
SSE 0
LB 0.30 Hz
= 0
eC 1.00
B &k (o EherERE s SEE N (e els) afels ()
=) Sls 2] [BE[EEEEI2[wE]E]S]= ] 5] 218 8=k B
- -|s | |S|=|<]| ||| | ||| == = - o3|en| e | F o
=
f T T T T T T T T T T T T
11 10 9 8 7 6 5 4 3 2 1 PPmM
}  anwmesmeagnTemassesaanennens o, 2an aazne-  BRUKER
w T A OO MM N A A SOOI~ O ~o -+ -
= FLLWOO T TOME MMM O MO NN NN A A DS W SO @D CX)
b pi i ok fuk ok sy i e Qe i i i Qi i i e i i Sl S e o ol S S TTw MO
Current Data Parameters
3 24-Aug-2022 Dr. Ajmal
EXPHO 72
PROCHO 1
P2 - Rcguisition Parameters
Date_ 20220826
Time B.11
IHSTRUM =pact
PROBHD 5 mm PABBO BB/
PULPROG zgpg30
32768
SOLVENT coeLs
NS 2048
s 4
SWH 36057.691 Hz
FIDRES 1.100333 Bz
hQ 0.4543829 sec
RG 95.2
oW 13.867 usec
DE 6.50 usec
TE 2391 K
D1 2.00000000 sec
D11 0.03000000 sec
TDO 1
[— MNEL £1 m=m=====
SFO1 150.9229276
NOC1
Pl 11.60 usec
PLA1 83.00000000
- CHANNEL £2 =w=sw=m=
EFO2 £00.1524006
= 18
CPDPRG([2 waltzlé
BeeDz 70.00 usec
PLN2 2260000038 W
PLa1Z 052806002 W
PLW13 0.25874999 W
F2 - Processing parametezs
-3 4 32768
P 150.3078339
WDW EM
558 o
LB 1.00 Hz
ce o
BC 1.40
T T T T T T T T T T T
200 180 160 140 120 100 80 60 40 20 PpPmM



Sample Name WA-5-18 Position Vial 48 Instrument Name Instrument 1

User Name Inj Vol 10 InjPosition

Sample Type Sample IRM Calibration Status Sucress Data Filename WA-S-18.d
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Figure-S9: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 12
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Sample Name Position Vial 39 Instrument Name Instrument 1

User Name Inj Vol 10 InjPosition

Sample Type Sample IRM Calibration Status Success Data Filename

ACQ Method DMSO POS.m Comment Acquired Time 08=0ct=22 3:20:25 PM
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Figure-S10: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 13
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Figure-S11: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 14
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Sample Name Position Vial 36 Instrument Name Instrument 1
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ACQ Method POSITIVE ION METHOD M5.m Comment Acquired Time 21-Aug-22 2:00:01 PM

x10 7

08
08
07
0.6

0.5

15817477

0.4

0.3

0.2

0.1

376.17003
T 40228295
72542136

|— 229.22367

- 109.04834
172,00972

F457 45158

657 46506

Vi57.44813

325.36030
& 346.34993

|

150 200 250 300 350 400 450
Counts vs. Mass-to-Charge (m/fz)

§ +— 502.29800

g §543.36158

600 it

=
=]
il
=]

50

o
=]

700 7

Figure-S12: 'H-, 3C-NMR and HR-ESI-MS spectrum of compound 15



Table S1. Comparative In Silico ADMET and Physicochemical Profile of Active Bis-Schiff Base Derivatives (9—14) and Acarbose

Parameter (Category) 13 12 14 10 9 11 Acarbose

Physicochemical Properties

Molecular Weight (MW) 574.28 544.27 544.27 530.25 530.25 530.25 645.25
cLogP 6.12 6.24 6.59 6.02 5.78 6.06 -2.88
Topological Polar Surface Area 119.84 110.61 110.61 121.61 121.61 121.61 321.17
(TPSA, A?)

Rotatable Bonds (nRot) 16 15 15 14 14 14 9

Solubility & Absorption

Predicted Solubility (LogS) -7.54 -7.65 -7.89 -5.90 -5.49 -6.68 -0.73
Gl Absorption High High High High High High Low
Caco-2 Permealbility (log Papp, -4.63 -4.65 -4.68 -4.90 -4.86 -4.69 -6.35
cm/s)

P-glycoprotein Inhibitor (Prob.) 0.998 0.997 0.995 0.991 0.992 0.506 0.000
P-glycoprotein Substrate (Prob.) 0.114 0.103 0.054 0.311 0.234 0.569 0.985
Distribution

Plasma Protein Binding (PPB, %) 104.56 105.51 105.61 102.88 103.32 104.95 23.91
Volume of Distribution (VDss, 0.509 0.970 0.962 0.603 0.461 0.649 0.159

L/kg)




Blood-Brain Barrier Penetration 0.020 0.017 0.015 0.021 0.041 0.008 0.331

(BBB Prob.)

Metabolism

CYP2C9 Inhibitor (Prob.) 0.634 0.647 0.777 0.807 0.870 0.707 0.000

CYP2C19 Inhibitor (Prob.) 0.562 0.539 0.594 0.624 0.662 0.576 0.010

CYP3A4 Inhibitor (Prob.) 0.444 0.373 0.596 0.345 0.290 0.321 0.005

Total Clearance (CL, mL/min/kg) 5.887 5.992 6.183 2.181 2.010 5.569 0.681

Half-Life (T1/2, h) 0.163 0.156 0.103 0.402 0.557 0.202 0.835

Toxicity

hERG Inhibition (Prob.) 0.075 0.047 0.038 0.051 0.037 0.036 0.199

Drug-Induced Liver Injury (DILI 0.973 0.975 0.974 0.968 0.972 0.977 0.977

Prob.)

Ames Mutagenicity (Prob.) 0.573 0.740 0.760 0.867 0.851 0.658 0.117

Carcinogenicity (Prob.) 0.103 0.368 0.414 0.789 0.805 0.416 0.044

Drug-likeness

Lipinski's Rule of 5 (# Violations) 2 (MW, 2 (MW, 2 (MW, 2 (MW, LogP) 2 (MW, LogP) 2 (MW, 3 (MW, HBD,
LogP) LogP) LogP) LogP) HBA)

Pfizer Rule Accepted Accepted Accepted Accepted Accepted Accepted Accepted

Synthetic Accessibility (Scale 1-10) 3.07 2.96 3.00 3.05 3.04 3.02 5.63




PAINS Alerts 0 0 0 1 1 0 0

Key Structural Alert None None None Chelator, Chelator, None None
PAINS PAINS




