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Supplementary Table 1. Validation results for accuracy, precision and dilution integrity in rat plasma (n=6).
	Analyte
	Spiked concentration (ng/mL)
	Measured concentration

	
	
	Mean concentration± S.D. 
(ng/mL)
	Accuracy (bias, %)
	Precision
(CV, %)

	RSV
	4
	3.70 ± 0.16
	-7.50
	4.41

	
	160
	171.60 ± 3.78
	7.25
	2.20

	
	4000
	3910.00 ± 99.40
	-2.25
	2.54

	CP
	0.08
	0.08 ± 0.01
	-4.83
	8.04

	
	0.8
	0.72 ± 0.03
	-10.34
	3.64

	
	8
	7.82 ± 0.24
	-2.25
	3.02

	CPC
	4
	4.00 ± 0.29
	0.00
	7.32

	
	160
	152.80 ± 5.07
	-4.50
	3.32

	
	4000
	4086.67 ±129.25
	2.17
	3.16

	Analyte
	Spiked concentration (ng/mL)
	Dilution factor
	Measured and back-calculated concentration

	
	
	
	Mean concentration ± S.D. (ng/mL)
	Accuracy (bias, %)
	Precision
(CV, %)

	RSV
	50000
	1:20
	47433.33 ±1504.22
	-5.13
	3.17

	CP
	100
	1:20
	95.53 ± 4.62 
	-4.47
	4.84

	CPC
	50000
	1:20
	51400.00 ±1734.36
	2.80
	3.37





Supplementary Table 2. Pharmacokinetic parameters of hepatobiliary transport study in rats. (n= 3)  RSV CLuptake,liver and CLint,bile were calculated by integration plot methods.[1, 2]
	
	without DDI
	with DDI
	(with DDI/without DDI)%

	Plasma Cmax (ng/mL)
	62133.33 ± 24249.61
	56033.33 ± 9154.42
	90.18

	Plasma Tmax (min)
	0.31 ± 0.096
	0.36 ± 0.096
	116.13

	Plasma AUC0-5min (min*ng/mL)
	71284.17 ± 13097.20
	102459.72 ± 18047.77
	143.73

	Liver Cmax (ng/g)
	38866.67 ± 3503.67
	36840.00 ± 1304.15
	94.79

	Liver Tmax (min)
	2.00 ± 0.50
	1.72 ± 0.95
	86.00

	Liver AUC0-5min (min*ng/g)
	122384.16 ± 13075.60
	141196.71 ± 13631.53
	115.37

	Liver AUC0-5min/Plasma AUC0-5min (mL/g)
	1.72 ± 0.18
	1.38 ± 0.13
	80.23

	Bile0-5min (μg)
	257.57 ±104.42
	218.80 ± 138.59
	84.95

	Bile0-5min/Liver AUC0-5min (g/min)
	2.10 ± 0.85
	1.55 ± 0.98
	73.81

	CLuptake,liver (mL/min/g)
	0.84 ± 0.45
	0.40 ± 0.15
	47.62

	CLint,bile (g/min)
	2.96 ± 1.50
	1.80 ± 1.10
	60.81
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Supplementary Figure 1. Effects of tamoxifen on the viability of human primary hepatocytes (A).  AST (B) and LDH (C) levels in human primary hepatocytes after 96 h incubation in the presence and absence of CP.  CP and CPC concentration in hepatocytes in the presence of RSV and 100 μM CP (D).  
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