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Supporting Information

Table S1. Binding free energy contributions of key binding-site residues calculated
by the binding energy decomposition for three representative compounds( kcal/mol).

cmp 17j cmp 20

AE'vdw AE'ele AGGB AGSA AGbind AE‘vdw AE'ele AGGB AGSA A(;bind

Tyr612  -2.10 -1.32 1.50 -0.40 -232 -1.50 -1.16 1.32 -030 -1.64
Ile768 -1.68 -0.10 0.08 -0.14 -1.82 226 -0.14 0.08 -0.14 246
Val782  -4.06 -0.02 0.02 -0.32 -438 -5.18  -0.01 0.20 -0.50  -5.58
Phe786  -4.92 -0.50 1.46 -1.00 -496  -550 -0.86 1.64 -098  -5.70
Phe787  -2.12 -0.08 0.16 -0.02 -238 -092 -0.20 0.58 -0.06  -0.60
I1e813 -1.86 -0.50 0.68 -0.18 -1.86  -146  -0.18 0.28 -0.20  -1.58
Met816  -3.80 -0.48 0.70 -0.54 -4.12 -422  -0.10 0.48 -0.62 444
GIn817  -3.02 -5.64 4.78 -0.24 -4.14  -232  -236 2.76 -0.24 -2.18
Phe820 -7.74 -0.74 0.58 -0.78 =720 -5.78  -0.48 0.82 -0.78  -5.30

cmp 57 cmp 59

AE 4y AEg. AGgp AGsy  AGping AEww  AEg.  AGgs  AGspa  AGping

Tyr612  -1.98 -1.20 1.44 -026  -2.00 -144 -024 088 -022 -1.00
I1e768 -3.18 -0.46 0.30 -030  -3.62 -332 -0.08 0.02 -032 -3.64
Val782  -5.12 -0.20 0.06 -0.54  -552  -358 -020 0.12 -050 -4.18
Phe786  -5.66 -0.18 1.14 -0.54 526 -3.64 -0.38 1.10  -0.88  -3.80
Phe787  -1.40 -0.02 0.46 -0.14  -1.06 -134 -0.02 0.14 -0.08 -1.32
I1e813 -2.40 -0.20 0.24 -0.18  -250 -1.50 -032 040 -024 -1.66
Met816  -2.08 -0.12 0.40 -0.12  -194 356 -032 074 -056 -3.70
GIn817  -3.98 -4.30 4.30 -0.48 -446 -338 -394 432 -052 -3.50
Phe820 -7.18 -0.58 0.90 -0.58 -630 -582 -042 076 -090 -554




