Supporting Information
Fig. S1 RMSD of the backbone Cα atoms with respect to the first snapshot as a function of time.
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Table. S1 Binding free energy contributions of key binding-site residues calculated by the binding energy decomposition for three representative compounds( kcal/mol).  
	
	
	
	Tadalafil
	
	
	
	
	Z283
	
	

	
	ΔEvdw
	ΔEele
	ΔGGB
	ΔGSA
	ΔGbind
	ΔEvdw
	ΔEele
	ΔGGB
	ΔGSA
	ΔGbind

	Y612
	-1.34
	-0.26
	0.98
	-0.16
	-0.78
	-3.08
	-0.02
	1.34
	-0.56
	-2.30

	L681
	-0.02
	-0.01
	0.02
	-0.02
	-0.02
	-0.78
	-0.86
	0.72
	-0.10
	-2.06

	T723
	-0.04
	-0.02
	0.07
	-0.02
	-0.01
	-2.82
	0.52
	0.40
	-0.42
	-2.32

	L765
	-2.18
	-0.04
	0.16
	-0.34
	-2.40
	-1.92
	-0.04
	0.18
	-0.36
	-2.12

	I768
	-2.82
	-0.26
	0.26
	-0.20
	-3.02
	-1.28
	-0.02
	0.02
	-0.16
	-1.40

	V782
	-4.24
	-0.32
	0.14
	-0.44
	-4.86
	-2.42
	-0.10
	-0.04
	-0.26
	-2.82

	F786
	-4.42
	-0.16
	0.74
	-0.62
	-4.48
	-1.68
	-0.22
	0.48
	-0.30
	-1.74

	L804
	-4.48
	-0.86
	1.10
	-0.62
	-4.86
	-1.28
	-0.08
	0.16
	-0.24
	-1.44

	I813
	-2.40
	-0.36
	0.28
	-0.12
	-2.60
	-0.54
	-0.26
	0.26
	-0.04
	-0.58

	M816
	-2.06
	-0.24
	0.24
	-0.12
	-1.70
	-1.50
	-0.08
	0.60
	-0.22
	-1.18

	G817
	-4.40
	-5.24
	4.80
	-0.38
	-5.22
	-4.58
	-1.38
	2.56
	-0.54
	-3.94

	G819
	-0.12
	-0.04
	0.07
	-0.01
	-0.10
	-0.08
	-0.16
	0.20
	-0.01
	-0.04

	F820
	-6.94
	-0.42
	0.70
	-0.66
	-7.32
	-4.50
	-0.82
	0.62
	-0.58
	-5.28


	
	
	
	Z171
	
	

	
	ΔEvdw
	ΔEele
	ΔGGB
	ΔGSA
	ΔGbind

	Y612
	-1.24
	-0.26
	0.74
	-0.20
	-0.96

	L681
	0.00
	0.00
	0.00
	0.00
	0.00

	T723
	-0.02
	-0.02
	0.04
	0.00
	0.00

	L765
	-0.72
	-0.04
	0.12
	-0.08
	-0.70

	I768
	-2.28
	-0.06
	-0.02
	-0.14
	-2.52

	V782
	-4.64
	-0.08
	0.01
	-0.70
	-5.42

	F786
	-4.92
	-0.60
	1.32
	-0.78
	-4.96

	L804
	-1.66
	-0.04
	0.10
	-0.36
	-1.86

	I813
	-2.62
	-0.10
	-0.08
	-0.20
	-2.80

	M816
	-7.66
	-0.66
	1.48
	-0.80
	-7.64

	G817
	-3.24
	-4.42
	2.58
	-0.30
	-5.38

	G819
	-2.24
	-0.10
	0.26
	-0.34
	-2.40

	F820
	-9.40
	-0.46
	1.24
	-0.94
	-9.56


