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Supplemental Methods

Mouse Fmo selectivity assay

The overexpression plasmids pcDNA3.1-Fmo1, pcDNA3.1-Fmo2,

pcDNA3.1-Fmo3, pcDNA3.1-Fmo4 and pcDNA3.1-Fmo5 were obtained from

Kaile Bio-Tech (Guangzhou, China). Five Fmo transiently transfected

HEK293T cells (named 293-Fmo1, 293-Fmo2, 293-Fmo3, 293-Fmo4 and

293-Fmo5, respectively) were established by transfection of each of five Fmo

genes with the cells for 24 h. The cells were collected and the cell lysate was

prepared as previously described (Quan et al., 2015). Metabolism of PTX by

the cell lysate was evaluated using the microsomal metabolism assay protocol

in the main text.
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Supplementary Figure S1 Representative extracted ion chromatograms for PTX (a)
and PTX-M (b). The inserts show chemical structures and/or MS/MS spectrum.
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Supplementary Figure S2 Specificity of Fmo5 in generating PTX-M from PTX
assessed by incubation of PTX (500 M) with Fmo-transfected or control cells. Data
are mean ± SD (n = 5).



Supplementary Figure S3 qPCR analyses of hepatic Rev-erbα, E4bp4, and Dbp
mRNA levels in Bmal1-/- mice. Data are presented as mean ± SD (n = 5).*p < 0.05
between different genotypes at individual time points (two-way ANOVA and Bonferroni
post hoc test). The dark phase (lights off) is indicated in grey. Rel, Relative.



Supplementary Figure S4 Schematic representation of E-box and D-box elements in
Fmo1-4 promoter regions.



Supplementary Figure S5 qPCR analyses of hepatic Fmo5 mRNA levels in Clock-/-

mice. Data are presented as mean ± SD (n = 5). *p < 0.05 between different
genotypes at individual time points (two-way ANOVA and Bonferroni post hoc test).
The dark phase (lights off) is indicated in grey. Rel, Relative.
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