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Supplemental Figure S1. PXR and p53 are active in the cell lines tested.

Flag-PXR (PXR) or empty vector control (Flag), CYP3A4-luc, and TK-Renilla luciferase plasmid were
transfected into A) 293T and B) HCT116 p53” cells for 48 h. Cells were treated with DMSO or the
indicated concentrations of rifampicin for 24 h after transfection. C) Wild-type p53 (p53 WT), luciferase
reporter plasmid with a p53 responsive promoter (PG13) or luciferase reporter with a mutation at the
promoter sequence (MG15) along with TK-Renilla were transfected into HCT116 p53™ cells for 48 h.
Firefly luciferase activity was measured and normalized to the Renilla luciferase reading and reported as

relative luciferase units (RLU).
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Supplemental Figure S2. Interactions between p53 and various PXR mutants.

Experiments were performed as described in Figure 4B.
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Supplemental Figure S3. PXR.1 but not PXR.2 is activated by rifampicin.

HepG2 cells were transfected with either A) full-length PXR.1 (PXR-WT) or B) PXR.2 (PXRA174-210),
CYP3A4-luc, TK-Renilla luciferase plasmid as a transfection control, and wild-type p53 (p53 WT) in the
amounts indicated for 48 h. Cells were treated with either DMSO or the indicated concentrations of
rifampicin for 24 h after transfection. Luciferase activity was measured and normalized to the Renilla

luciferase reading and reported as relative luciferase units (RLU).



PXR region

Conservation

0%

Homo sapiens

Pan troglodytes
Callithrix jacchus
Nomascus leucogenys
Pongo abelii

Pan paniscus

Macaca fuscata
Equus caballus
Macaca mulatta
Macaca fascicularis
Ailuropoda melanoleuca
Bos taurus

Sus scrofa

Otolemur garnettii
Canis lupus familiaris
Oryctolagus cuniculus
Mus musculus
Cricetulus griseus
Rattus norvegicus
Heterocephalus glaber

Sarcophilus harrisii

LPGVLSSGCELPESLQAPS -REEAAKWSQVRKDLCSLK

LPGVLSSGCELPESLQAPS-REEAAKWSQVRKDLCSLK
LPGVLSSGCELPESLQAPS-REEAAKWSQVRKDLCSLK
LPGVLSSGCEJPESLQAPS -REEAAKWSQVRKDLCSJK
LPGVLSSGCELPESLQAPS -REEAAKWSQVRKDLCS[K
LPGVLSSGCELPESLQAPS -REEAAKWSQVRKDLCS[K
LPGVLSSGEELPESLQAPS -REEAAKWSQVRKDLCSLK
LPGVLSSGCEJPESLQAPS -REEAAKWIIQVRKD LTSk
LPEvLssGCE[JPEsLQAPS -REEAARWSQIRKD LCS[K
LPGVLSSGCEJPESLQAPS -REEAAKWIJQVRKD LTIS[K
LPGVLSSGCEJPESL{JAPS -REEAAKWIJQVRKD LY sk
LPEALssGEENPESLALPY - BEEAAKWSQIREDLCSLK
LrEvLssGREOrPEELQlEs - REEAAKWREIARED LCSTK
LPEvLssEMeflrElLalir sSBREEAAKWSHARED LSk
LrEvLsscieflr@sLaAlls - Bee AAkwilQJEED L cEYK
LPAREs scRelr SAATLPY - SEEAAKWSQVREDLCSLK
LPEvLEscCcElrEsLAMY - BEE ARRWR IREE L Ll K
LPAVEEscceELPEFLARM - MeR@Apws oI ko RUEIK
LPAVENsccELPEFLQARM - MeFARwWSs ofIT ko ilELR
LPAVERsEceELPENLoARM - MelFAliws il ko ENETK
LPEVEssRceIPEsLUPE - DEREBKWEIRENGL EsTk
LpcVERsHRENPERENAASS - BeelaxwISHL«ER

PeEINsERALMeRNMNP s - R EENREWEQENKNL C

Sulfurospirillum deleyianum DSM 6946

Supplemental Figure S4. Amino acids 174-210 are unique to PXR protein.
PBLAST search shows that amino acids 174-210 of PXR are unique to PXR and highly conserved among
PXR proteins from different species. The top panel displays the percentage of conservation compared

with human PXR. Amino acids that differ from human PXR are highlighted in black.



