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Figure S1. Superimpositions of ten initial conformations extracted from the first 100-ns MD
simulations: (A) the 8NS-BD1 complex, (B) the 8NS-BD2 complex, (C) the 82Y-BDI1
complex, (D) the 82Y-BD2 complex, (E) the 837-BD1 complex, (F) the 837-BD2 complex.
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Figure S2. Root-mean-square deviations (RMSDs) of backbone atoms in six systems calculated by
using MSMD trajectories of ten replicas: (A) the 8NS-BD1 complex, (B) the 8NS-BD2 complex,
(C) the 82Y-BD1 complex, (D) the 82Y-BD2 complex, (E) the 837-BD1 complex, (F) the 837-
BD2 complex.
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Figure S3. The function of eigenvalues versus eigenvector index stemming from PC analysis on
the single joined MSMD trajectory: (A) BDI1 and (B) BD2 complexed with three inhibitors 8NS,
82Y, and 837.



Figure S4. Snapshots of hydrogen bonds formed between important waters and inhibitor 82Y and
residues of BD1 or BD2 at different times: (A) the 82Y-BD1 complex at 200 ns, (B) the 82Y-BD1
complex at 300 ns, (C) the 82Y-BD1 complex at 500 ns, (D) the 82Y-BD2 complex at 200 ns, (E)
the 82Y-BD2 complex at 300 ns, (F) the 82Y-BD2 complex at 500 ns. Inhibitor 82Y and residues
are shown in stick representation, and waters are displayed with the sphere mode.



Figure S5. Snapshots of hydrogen bonds formed between important waters and inhibitor 837 and
residues of BD1 or BD2 at different times: (A) the 837-BD1 complex at 200 ns, (B) the 837-BD1
complex at 300 ns, (C) the 837-BD1 complex at 500 ns, (D) the 837-BD2 complex at 200 ns, (E)
the 837-BD2 complex at 300 ns, (F) the 837-BD2 complex at 500 ns. Inhibitor 82Y and residues

are shown in stick representation, and waters are displayed with the sphere mode.



