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Figure S1. Time series of TriCa values of (a) G48-G49-150 and (b) G48’-G49’-150’ in WT HIV-1 PR

and its Flap+ and Act variants.
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Figure S2. Distribution of (a) 150-150°, (b) T80-150’, (c) D25-150°, (d) D25-150, (e) T80-T80’, and (f)

18

I150-T80 Ca atom distances of the apo WT HIV-1 PR and its Flap+ and Act variants.




Figure S3. Comparison of a slightly upward motioned conformation of the flaps in Act variant
observed in MD simulation to the closed conformation. The flaps in chains A and B in closed
conformation are shown with pink and yellow ribbons and the corresponding flaps in upward
motioned conformation are shown with purple and cyan ribbons. Direction of the motion of flap B is

highlighted by black arrow.
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Figure S4. Time series of the Ca atom distances of D25-150, D25’-150°, and 150-150" for (a-c) apo,

(d-f) APV-bound, and (g-i) DRV-bound WT HIV-1 PR and its Flap+ and Act variants, respectively.



Figure S5. Hydrogen bond formed between the hydroxyl group of the inhibitor (APV or DRV) and
the side-chain of D25 in HIV-1 PR. HIV-1 PR is showed with cartoon representation, the inhibitor

and the side-chain of D25 are showed with licorice representation, respectively.
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Figure S6. Time series of the distance between side-chain OD2 atom of D25 in HIV-1 PR and the

hydroxyl oxygen (O3) of (a) APV or (b) DRV.



Figure S7. Hydrogen bonds formed between (a) the O6 oxygen of the inhibitor and D30, (b) the O7
oxygen of the inhibitor and D29 of HIV-1 PR. HIV-1 PR is showed with cartoon representation, the

inhibitor and the backbone of D29 and D30 are showed with licorice representation, respectively.



Figure S8. Hydrogen bonds formed among the bridging water molecule, the 150/150” in flap tips of

HIV-1 PR, and APV/DRYV inhibitor.



