[bookmark: _GoBack]S6 Table. PK parameters (Mean 1 SD) of clonazepam at speculated scenarios (N=14)
	PK Parameters
	Simulated a
	Simulated b
	Simulated c
	Simulated d

	AUC_po (ng∙h∙mL-1)
	523.71 ± 74.48
	543.52 ± 66.93
	378.62 ± 83.14
	709.89 ± 99.41

	Cmax (ng∙mL-1)
	15.96 ± 3.30
	15.12 ± 2.82
	15.67 ± 2.16
	15.49 ± 1.43

	Tmax (h) e
	1.50
	1.00
	1.25
	1.00

	Kel (h-1)
	0.018 ± 0.005
	0.017 ± 0.004
	0.034 ± 0.009
	0.01 ±0.005

	T1/2 (h)
	60.86 ± 18.12
	63.52 ± 19.11
	31.93 ± 9.87
	156.97 ± 96.46

	CL/F (L∙h-1)
	3.89 ± 0.55
	3.73 ± 0.45
	5.53 ± 1.22
	2.87 ± 0.43

	V/F (L)
	230.06 ± 46.81
	234.31 ± 64.50
	171.32 ± 48.89
	425.75 ± 222.20


[bookmark: _Hlk510136596]All the PK parameters are calculated based on smoothed (10 steps) simulated data.
a: Baseline values.
b: Retarded stomach flow by setting FLOWRATE in STOMACH to 1%.
c: Enhanced CYP activity by setting METABOLIZEPROB to 200%.
d: Reduced hepatic CYP amount by setting NUMCYP to 50%.
e: Median of Tmax is calculated instead of Mean 1 SD.











