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3D-quantitative structure-activity relationship and molecular docking studies on 2-indolinones as VEGF recep-

tor 2 inhibitors
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molecular field analysis) #1 CoMSIA (comparative of molecu- lar similarity index analysis) %I
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N1 6 A ~N1
H H
A B
R2 1Cs0 B FT
4t 2k f R1 = 7 It ICso pICso Coi/[ F/‘; i )COJI\/[{HSIA
1 A H -CH,CH,COOH -CH; H 0.02 1.70 1.64 1.71
2 A 4-CH; -CH,CH,COOH -CH; H 0. 20 0. 70 0.89 0.64
3 A 5-Br -CH,CH,COOH -CH; H 0.35 0.46 0.56 0.45
4 A 6-(3-OCH;phenyD  -CH,CH,COOH -CH; H 28.30  —1.45  —1.45  —1.38
5 A 6-(3-OC, Hs phenyl)  -CH,CH,COOH -CH; H 1.00 0. 00 0.27 0.13
6 A H -CH; -CH,CH,COOH H 2.14  —0.33  —0.16  —0.37
7 A 5-COOH -CHj -CH,CH,COOH H 0.24 0.62 0.72 0.66
8 A 5-S0, NH, -CHj -CH,CH,COOH H 0.92 0.04 0.04 0.10
9 A 6-OCH; “CH; -CH,CH,COOH H .35 —0.13  —0.13  —0.20
10 A 6-phenyl ~CH; -CH,CH,COOH H 0.30 0.52 0.55 0.47
11 A 6-(3-OCH; phenyD) -CH; -CH,CH,COOH H 0.09 1.05 1.00 1.23
12 A 6-(2-OCH; phenyD) -CH; -CH,CH,COOH H 147  —0.17 0.03  —0.15
13 A 6-(4-OCH; phenyD) -CH; -CH,CH,COOH H 0.45 0.35 0.54 0.39
14 A H -CH; H -CH; 0. 70 0.15 0.17 0.08
15 A H -CH; “CH,CH,COOH  -CH; 2.43  —0.39  —0.33  —0.27
16 A 5-Br -CH; -CH,CH,COOH  -CH; .73 —0.24  —0.35  —0.12
17 A 5-COOH ~CH; “CH,CH,COOH  -CH; 0.07 1.15 1. 64 1.03
18 A 5-SO,NH, ~CH; “CH,CH,COOH  -CH; 1.26  —0.10  —0.22  —0.23
19 A 6-OCH; -CH; -CH,CH,COOH  -CH; 8.29  —0.92  —0.78  —0.81
20 A 6-phenyl “CH; “CH,CH,COOH  -CH; 0.14 0.85 0.77 1.07
21 A 6-(3-OCH; phenyD) “CH; “CH,CH,COOH  -CH; 0. 30 0.52 0.39 0.31
22 A 6-(2-OCH; phenyD) ~CH; -CH,CH,COOH  -CHj 437  —0.64  —0.42  —0.55
23 A 6-(4-OCH; phenyD) -CH; “CH,CH,COOH  -CH; 0.52 0.28 0.17 0.22
24 B H H 0.48 0.32 0.32 0.48
25 B 5-Br H 0.07 1.15 0.92 0.87
26 B 5-SO, NH, H 0.03 1.52 1. 44 1.33
27 B 5-COOH H 0.02 1.70 1.88 1.56
28 B 6-OCH; H 12.10  —1.08  —0.77  —0.92
29 B 6-(2-OCH; phenyD) H 20,00 —1.30 —1.22  —1.01
30 B H -CH,CH,COOH 0. 09 1.05 1.03 1.17
31 B 5-Br -CH,CH,COOH 0.03 1.52 1. 60 1.43
32 B 5-SO, NH, -CH,CH,COOH 0. 60 0.22 0.22 0.35
33 B 5-COOH -CH,CH,COOH 0.004 2. 40 2.05 2.61
34 B 6-OCH; -CH,CH,COOH 0.38 0.42 0.38 0.66
35 B 6-phenyl -CH,CH,COOH 0.05 1. 30 1.17 1. 29
36 B 6-(3-OCH; phenyD  -CH,CH,COOH 0.07 1.15 1.08 1.17
37 B 6-(2-OCH; phenyD  -CH,CH,COOH 0.06 1. 22 1. 21 1.04
38 B 6-(4-OCH; phenyD)  -CH,CH,COOH 0.03 1.52 1.48 1.48

pICso = —1g(1Cs0)
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