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a. Validation of the accuracy of Docking for VEGFR-2 inhibitors
As cited in literature if the RMSD (root mean square deviation) of the best docked conformation is < 2.0 A from the bound ligand
in the experimental crystal, the used scoring function is successful. Therefore, the docked results were compared to the crystal
structure of the bound ligand—protein complex. The obtained success rates were highly excellent as cited in Table 1. The sorafenib
ligand was docked in VEGFR-2 receptor (pdb code: 4ASD). The RMSD of the docked sorafenib was 0.36 A as it seems exactly
superimposed on the co-crystallized native bound one (Figure 1s). These results indicated the high accuracy of the docking

simulation in comparison with the biological methods.
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Figure 1s: Superimposition of sorafenib on the co-crystallized native bound one with 4ASD.



b. Validation of the accuracy of Docking for EGFR inhibitors

T790M
The Erlotinib ligand was docked in EGFR receptor (pdb code: 3W20). The RMSD of the docked Erlotinib was 0.93 A
as it seems exactly superimposed on the co-crystallized native bound one (Figure 2s). These results indicated the high accuracy of

the docking simulation in comparison with the biological methods.

Figure 2s: Superimposition of Erlotinib on the co-crystallized native bound one with 3W20.



All synthesized derivatives were subjected to molecular docking and the highest binding compounds were provided in the figures
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Figure 3s: Superimposition of all docked compounds in the active site of VEGFR-2
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13CNMR of compound 4
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IR of compound 5
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13CNMR of compound 5
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IR of compound 6
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IHNMR of compound 6
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13CNMR of compound 6
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IHNMR of compound 7
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13CNMR of compound 7
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1HNMR of compound 8
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1HNMR of compound 10
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13CNMR of compound 10
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1HNMR of compound 11
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1HNMR of compound 12
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TDO 1

SFOl 400.2024712 MHz
NUC1 1H

PL 13.50 usec
PLIAL 13.00000000 W

- Processing parameters
65536
400.2000000 MHz




13CNMR of compound 12
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