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19 Figure S1. Optimal docking models of the six complexes: compound (a) 8r-B, (b) 8r-A (c) 8p-B (d) 8p-
20 A (e) 8q-B and (f) 8q-A docked to EGFR™. Key residues and ligands are represented by stick models.
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22 Figure S2. Stability analyses for EGFR™_8r-B(red), EGFR™_8r-A(blue), EGFR™_8p-B(magenta),
23 EGFR™ 8p-A(olive), EGFR™ 8q-B(navy), EGFR™ 8q-A(violet) complexes during the 100ns

24 simulation. (a) RMSDs of the protein backbone, (b) Average RMSD values for the six systems.
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Figure S3. Cross-correlation matrix maps for the complex. (a) EGFR™-8r-B, (b) EGFR™-8r-A, (c)
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EGFR™-8p-B, (d) EGFR™-8p-A, () EGFR™-8q-B, and (f) EGFR™-8q-A.
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Figure S4. Comparison the differences of secondary structural differences between (a) 8p-B-bound,

(b) 8p-A-bound, (c) 8q-B-bound, (d) 8q-A-bound proteins.
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38
39 Figure S5. Structure based clustering analysis on equalized trajectory. Cluster centroids are shown
40 and labeled. The clusters are shown others which percentage population were lower than 2%. (a)
41 Complex EGFR™ 8r-B, (b) Complex EGFR™ 8r-A, (c¢) Complex EGFR™_8p-B, (d) Complex

42 EGFR™_8p-A, (e) Complex EGFR™_8¢g-B, (f) Complex EGFR™_8q-A.
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Figure S7. The comparison between the protein in 5EDP.pdb (green) and the optimized protein
(purple). Different for two structure show as red region.
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Figure S8. Comparison of secondary structure for constructed structure. H=a-helix, B=residue in
isolated p-bridge, E=extended strand, participates in p-ladder, G=3-helix (3/10helix), I=5-helix (pi
helix), T=hydrogen bonded turn, S=bend, Blank=loop or irregular.
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40

Figure S9. Redocking result for complex. (a) Overall comparison of crystal ligand CO-1686 (cyan
stick) and redocking model (green stick). The main contributing residues (red stick and surface) of
CO-1686-bound (b) and redocking model-bound (c) complexes during docking calculations.
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57
58 Figure S10. Docking grid for six inhibitors bound with EGFR™.
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