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Table S1 Material balance data of BFT and its metabolite in HLM. 

	       Compound (%)

Time (min)
	5-HBFT
	BFT
	Sum

	0
	0
	99.5
	99.5

	30
	11.1392
	88.0247
	99.1639

	60 
	24.5928 
	73.5708
	98.1636


Table S2 BF 5β-hydroxylation related parameters derived from the molecular modeling of BF with the crystal complex of CYP3A4 and CYP3A5, respectively.

	Compound
	BF

	Parameters
	CYP3A4 
	CYP3A5

	Hammerhead score
	-35.46 
	-28.96

	Site-heme distance
	4.05 Å
	5.46 Å 


Table S3 Kinetic parameters of BF 5β-hydroxylation determined in different enzyme resources.
	Enzyme Source
	 Vmax
	Km
	 Vmax /Km

	HLMs
CYP3A4
	2.62 ± 0.04

17.33 ± 0.29
	8.00 ± 0.52

10.17 ± 0.67
	327.50

1704.03

	CYP3A5
	0.25± 0.02
	>150
	<1.67


Km values are μM, Vmax values were in nmol/min/mg protein for liver microsomes, or in nmol/min/nmol CYP for CYP3A. The range of substrate concentrations was 1 to 150 μM. Each value was the mean ± S.D. of three determinations performed in duplicate.
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Fig. S1 Chemical structures of BF and BFT.
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Fig. S2 UFLC-UV profile of BFT and its metabolite in HLM.
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Fig. S3 Isozyme specificity of BF (100 μM) 5β-hydroxylation.
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Fig. S4 The stereo views of docking simulations of BF into the active cavity of both CYP3A4 (A) and CYP3A5 (B). The detailed views of the binding areas showed that BF on CYP3A4 (C) and CYP3A5 (D).
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