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Supplementary Figure 1: Hepatic function parameters of untreated global Fxr”~ mice and effect
of APAP in hepatic FXR signaling. A-C, Serum ALT levels and AST levels of untreated control
global Fxr”- mice and WT mice. C, Liver H&E staining for untreated control WT mice and Fxr”
mice, scale bar 50 um. D-F. mRNA levels of genes, Fxr, Cyp7al , Abcb1l in APAP-treated livers;
D, Fxr mRNA levels in primary mouse hepatocytes treated with 0 (Control), 5 mM or 10 mM of
APAP. *P<0.05, **P<0.01 and ***P<0.005 compared with the control group. Abcbil, ATP
binding cassette subfamily B member 11.
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Supplementary Figure 2: Bile acid levels showed no significant difference between Fxr*M2° and

FxrVM mice after APAP dosing. A, serum-free bile acids after APAP dosing. B, serum-conjugated
bile acids after APAP dosing. N=5 mice per group. Data are presented as means + SEM. Full names
of abbreviated bile acids were listed in the Figure 4 legend.
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Supplementary Figure 3: Bile acid levels were more significantly accumulated in untreated
control global Fx7”- mice than in Fxr*H mice. A, basic serum free bile acids. B, basic serum
conjugated bile acids. N=5 mice per group. Data are presented as means + SEM. *P<0.05,
**#P<0.01 and ***P<0.005 compared with the WT group. #P<0.05, ##P<0.01 and ###P<0.005
compared with the Fxr*H group. Full names of abbreviated bile acids were listed in Figure 4
legend.



A

O Control @ GW4064 [0 APAP H GW4064+APAP
1.0

0.81

Serum levels (um)

0.067

0.03

0.61

0.41

0.2-

il

#

|

B HIHI

O

Serum levels (um)

B
O Control E GW4064 [ APAP Il GW4064+APAP

201
151
10-

5-'
2.5¢

2.0

1.5

1.0-

0.6¢

0.31

il

0.0

LS o

< /3§

0?'

Q Q X QO

Supplementary Figure 4: Bile acid levels were decreased in GW4064/APAP-treated WT mice.

A, serum free bile acids.

B, serum conjugated bile acids. N=5 mice per group. Data are presented

as means + SEM. *P<(.05, **P<0.01 and ***P<0.005 compared with the APAP group. #P<0.05,
##P<0.01 and ###P<0.005 compared with the control group. Full names of abbreviated bile acids
were listed in the Figure 4 legend.



Supplementary Table 1. List of primers:

Primers Forward 5°-3’ Reverse 5°-3°

Actb AAGTGCTTCTAGGCGGACTGTT TTTTCTGCGCAAGTTAGGTTTTG
Abcbll AAGGACAGCCACACCAACTC TGGATCAACAGCTCCTTCAA
Fxr CTGAGAACCCGCAGCATTTC GAGCGGGGTGAACTTGTGAT
Cyp7al GCTGTCCGGATATTCAAGGA AGCTCAGCTCTGGAGGGAAT
Tnfa CCACCACGCTCTTCTGTCTAC AGGGTCTGGGCCATAGAACT




