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Table S1. Molecular Structures and Inhibitory Activities (pIC50) for KDR Inhibitors
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Table S2 Ten Atomic Types and 55 Atomic Interactions in 3D-HoVAIF
No. Atomic type 1 2 3 4 5 6 7 8 9 10
1 H 1-1 1-2 1-3 1-4 1-5 1-6 1-7 1-8 1-9 1-10
2 C(sp3) 2-2 2-3 2-4 2-5 2-6 2-7 2-8 2-9 2-10
3 C(sp2) 3-3 3-4 3-5 3-6 3-7 3-8 3-9 3-10
4 C(sp) 44 45 46 47 48 49 410
5 N(sp3), P(sp3) 55 56 57 58 59 510
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Table S3. Molecular Structures of Designed Analogs
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Table S4. ADMET Properties Prediction of Designed Analogs
Compoun Absorptio Solubility = BBB CYD2D6 Hepatotoxici PPB AlogP9 PSA_2
d n 8 D
N3 3(good) 3(low 1(inhibito 1(toxic) 0(<90% 1.65 78.95
0(good) ) )
N12 0 1(possibl 3 0 2.94 79.49
e)
N13 2(low) 2 0 2.38 74.84
N15 1 0 2.22 76.70
N16 0 1 1(>90% 2.78 79.33
)
N17 1 2.07 88.78
N18 0 0 1.71 79.33
N22 1 2.13 78.32

Table S5. Molecular Structures of Potent KDR Inhibitors with High Inhibitory Activity
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Table S6. The Primary Targets of Potent Inhibitors Identified from Reverse Screening

Approaches
NO 1 2 3 4 5
10 Androgen Vascular Beta-secretase 1 Vascular Dihydroorotat
receptor endothelial endothelial e
growth factor growth factor dehydrogenas
receptor 2 receptor 2 e
mitochondrial
12  Beta-secretase Dihydroorotate Androgen Vascular Cathepsin K
1 dehydrogenase receptor endothelial
mitochondrial growth factor
receptor 2
14 Vitamin D3 Androgen Dihydroorotate Vascular Beta-secretase
receptor receptor dehydrogenase endothelial 1
mitochondrial growth factor
receptor 2
30 Cellular Androgen transthyretin Cell division GTPase HRas
retinoic acid- receptor protein kinase 2

binding
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Fig S1. Binding conformations of compound 10 from MD simulated(purple) and the co-
crystallized compound 10(cyan) at the active sites of KDR.

Fig S2. The average structures from 0 to 75ns(magenta, a) , 75 to 85 ns(cyan, b), 85 to 88
ns(purple, c) and 88 to 100 ns(pink, d) MD trajectories of compound 10. (e) Superimposition of
the four average structures.
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Fig S3. The residue interaction spectrum for potent KDR inhibitors.



