Supplementary Table S1    Inputting parameters used for the PBPK models of CYP3A4 and CYP1A2 perpetrators in DDI simulations
	Property
	Values

	
	Ketoconazolea
	Itraconazole/ Hydroxy-itraconazoleb
	Fluconazolea
	Fluvoxaminea
	Rifampicina
	Efavirenza
	Cimetidinec
	Enoxacind

	MW(g·mol-1)
	531.4
	705.6/721.7
	306.3
	318.34
	822.94
	315.68
	252.34
	320.32

	pKa
	6.51(base)
	3.7/2.53,4.91(base)
	2.03(neutral)
	-
	1.7(acid), 7.9(base)
	10.1(acid)
	6.9(base)
	6.3（acid），8.7（base）

	Log P
	2.67(@pH7.4)
	4.2/3.5
	0.83
	3.57
	2.3
	3.44
	2.0
	1.9

	Solubility(μg/mL)
	6.93(@pH6.5)
	5.4(@pH1.2)/-
	6900
	14660
	2.8(@pH7.5)
	39.9
	-
	-

	Peff (10-5 cms-1)
	1.24
	-
	21.3
	0.046
	1.24
	2.97
	-
	1.5

	Papp (10-6 cms-1)
	-
	57.1/-
	-
	-
	-
	-
	22.1
	-

	fup
	0.015
	0.016/0.021
	0.11
	0.23
	0.17
	0.0059
	0.836
	0.72

	Rbp
	0.59
	0.58/0.58
	0.85
	5.5
	0.89
	0.63
	1.0
	0.77

	CLH（mL/min/kg）
	-
	-
	-
	-
	-
	-
	3.0
	226.8

	UGT2B7 CLint（L/min）
	-
	-
	0.008
	-
	-
	-
	-
	-

	CYP3A4 Vmax (pmol/min/pmol)
	8.0
	0.65/0.05
	-
	-
	-
	0.16
	-
	-

	CYP3A4 Km (μM)
	15.0
	0.039/0.027
	-
	-
	-
	23.5
	-
	-

	CYP3A5 Vmax (pmol/min/pmol)
	-
	-
	-
	-
	-
	0.6
	-
	-

	CYP3A5 Km (μM)
	-
	-
	-
	-
	-
	19.1
	-
	-

	UGT1A1 Vmax (pmol/min/pmol)
	9.37
	-
	-
	-
	-
	-
	-
	-

	UGT1A1 Km (μM)
	22.3
	-
	-
	-
	-
	-
	-
	-

	CYP1A2 CLint (pmol/min/mg)
	-
	-
	-
	2.0
	-
	-
	-
	-

	CYP1A2 Vmax (pmol/min/pmol)
	-
	-
	-
	-
	-
	0.60
	-
	-

	CYP1A2 Km (μM)
	-
	-
	-
	-
	-
	8.3
	-
	-

	CYP2A6 Vmax (pmol/min/pmol)
	-
	-
	-
	-
	-
	1.0
	-
	-

	CYP2A6Km (μM)
	-
	-
	-
	-
	-
	7.7
	-
	-

	CYP2B6 Vmax (pmol/min/pmol)
	-
	-
	-
	-
	-
	3.5
	-
	-

	CYP2B6Km (μM)
	-
	-
	-
	-
	-
	6.4
	-
	-

	CYP2D6 Vmax (pmol/min/pmol)
	-
	-
	-
	0.10
	-
	-
	-
	-

	CYP2D6Km (μM)
	-
	-
	-
	76.3
	-
	-
	-
	-

	AADAC Vmax (μM/min)
	-
	-
	-
	-
	9.87
	-
	-
	-

	AADAC Km (μM)
	-
	-
	-
	-
	195.10
	-
	-
	-

	P-gp Vmax (μM/min)
	-
	-
	-
	-
	0.036
	-
	-
	-

	P-gp Km (μM)
	-
	-
	-
	-
	55.0
	-
	-
	-

	OATP1B1 Vmax (μM/min)
	-
	-
	-
	-
	0.086
	-
	-
	-

	OATP1B1Km (μM)
	-
	-
	-
	-
	1.5
	-
	-
	-

	CLR(L/h)
	-
	fupGFR
	

	GFR fraction
	-
	1.0
	0.2
	
	1.0
	1.0
	1.0
	1.0

	Kp scale
	-
	0.6/2.0
	-
	-
	3.0
	-
	-
	-

	Partition coefficients
	Rodgers and Rowland
	Schmitt
	Rodgers and Rowland

	Cellular permeabilities
	PK-Sim Standard
	PK-Sim Standard
	PK-Sim Standard

	Weibull time (min)
	120
	110
	120
	120
	10
	240
	120
	15

	Weibull shape
	0.92
	0.92
	0.92
	0.92
	0.92
	0.92
	0.92
	0.92


a: The modeling parameters were built in the OSP library of PK-Sim.
b: The modeling parameters were taken from the reference S1.
c: The modeling parameters were taken from the reference S2-S3.
d: The modeling parameters were taken from the reference S4-S7.
The clinical observed PK data were taken from the references S8(ketoconazole),S1 (itraconazole), S9(fluconazole), S10(Fluvoxamine),S11(rifampicin), S12 (efavirenz), S13(cimetidine), , S6(enoxacin).			
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[bookmark: _GoBack]Supplementary Table S2 The mean observed and predicted PK parameters for the eight perpetrators based on their respective PBPK model
	Perpetrators
	Parameters
	Predicted
	Observed
	Predicted/Observed

	Ketoconazole
	Cmax (μg·mL-1)
	7289.1
	6240.0
	1.17

	
	AUC0-48 (μg·h·mL-1)
	5235.9
	4687.2
	1.12

	
	Tmax (h)
	1.7
	1.5
	1.13

	Itraconazole
	Cmax (ng·mL-1)
	765.6
	556.0
	1.38

	
	AUC0-48 (ng·h·mL-1)
	5511.3
	4500.5
	1.22

	
	Tmax (h)
	1.9
	2.0
	0.95

	Hydroxy- Itraconazole
	Cmax (ng·mL-1)
	723.4
	639.0
	1.13

	
	AUC0-48 (ng·h·mL-1)
	11676.6
	13128.9
	0.89

	
	Tmax (h)
	3.5
	4.0
	0.88

	Fluconazole
	Cmax (ng·mL-1)
	2820
	2649
	1.06

	
	AUC0-48 (μg·h·mL-1)
	109.0
	106.5
	1.02

	
	Tmax (h)
	1.5
	2.5
	0.6

	Fluvoxamine
	Cmax (ng·mL-1)
	18.0
	18.5
	0.97

	
	AUC0-48 (ng·h·mL-1)
	389.4
	331.9
	1.17

	
	Tmax (h)
	3.75
	5.0
	0.75

	Rifampicin
	Cmax (ng·mL-1)
	10977.2
	9540.0
	1.15

	
	AUC0-24 (ng·h·mL-1)
	63191.4
	62861.3
	1.01

	
	Tmax (h)
	1.2
	1.5
	0.80

	Efavirenz
	Cmax (ng·mL-1)
	4791.4
	5240.0
	0.91

	
	AUC336-360 (ng·h·mL-1)
	11284.6
	11644.5
	0.97

	
	Tmax (h)
	340
	341
	1.00

	Cimetidine
	Cmax (ng·mL-1)
	884.8
	846.0
	1.05

	
	AUC0-24 (ng·h·mL-1)
	6488.2
	4676.2
	1.39

	
	Tmax (h)
	0.90
	1.0
	0.90

	Enoxacin
	Cmax (ng·mL-1)
	6.1
	5.9
	1.03

	
	AUC0-24 (μg·h·mL-1)
	14.5
	15.8
	0.92

	
	Tmax (h)
	0.75
	1.0
	0.75




