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Inactive EGFR (3W32)

Figure S1: Structure of EGFR showing the position of R776 and associated interactions in
active (2GS6) and inactive (3W32) states.



RMSD Plot of Active Monomer Simulation
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Figure S2: RMSD plot of active monomer simulation of WT (cyan) and R776H (red).



Coulombic Potential
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Figure S3: R776H loses the interaction with C-terminal tail of EGFR. a) Coulombic inter-
action energy profile between R776/H776 and the C-terminal tail tether. b) Van Der Waals
interaction energy profile between R776/H776 and the C-terminal tail tether.
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Figure S4: Coulombic interaction between R776/HT776 to residues in C-terminal tail tether
(D1012, A1013, D1014, E1015, Y1016, L1017, 11018, P1019)
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Figure S5: Van Der Waals interaction between R776/H776 to residues in C-terminal tail
tether (D1012, A1013, D1014, E1015, Y1016, L1017, 11018, P1019)
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Figure S6: Histogram plot showing the shortest distances between R776(NE,NH1,NH2) to
A767(0) between aC-helix “in” crystal structures and aC-helix “out” crystal structures.
The list of crystal structures and distances considered in this plot are in Table S1.



Table S1. List of crystal structures considered in Figure S6. aC-helix “in” and “out” are

classified manually based on the structural alignment with 2GS6(“in”) and 1XKK(“out”).

Table S2. Cancer mutations in the equivalent position of R776 in EGFR of other kinases.
Data Source: COSMIC database.



