S3 Table. Approximated conformational and vibrational entropy (kcal/mol) for P1-P14, C1, N1 and D1.
	No.
	-TΔSconfig
	-TΔSconf
	- TΔSvib

	P1
	30.1
	3.68
	26.5

	P2
	28.6
	3.16
	25.5

	P3
	27.5
	3.53
	24.0

	P4
	25.6
	3.44
	22.2

	P5
	27.0
	3.87
	23.2

	P6
	28.0
	3.37
	24.6

	P7
	25.0
	3.50
	21.5

	P8
	25.2
	3.84
	21.4

	P9
	25.7
	3.43
	22.3

	P10
	27.8
	3.47
	24.3

	P11
	25.9
	3.69
	22.2

	P12
	26.2
	3.32
	22.9

	P13
	27.0
	3.37
	23.6

	P14
	28.5
	3.30
	25.2

	C1
	23.8
	3.88a
	20.0

	N1
	28.3
	3.25
	25.1

	D1
	24.8
	3.55a
	21.2


The conformational entropy penalty is approximated through RTln M (M is the number of conformations within 10RT of most stable free ligand conformation from Table S2). The vibrational entropy penalty was computed by -T∆Svib=-T∆Sconfig + T∆Sconf.
a For C1 and D1, they have at least three distinct bound conformations (Fig 5 and S13), so the conformational entropy penalty of C1 and D1 is approximated through RTln (M/3).

