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Induction of drug metabolizing enzymes
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Effects on drug therapy and toxicity



Intracellular localization of CAR
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In vivo expression of fluorescent protein-tagged CAR and CCRP

YFP-CCRP CFP-hCAR Merge

YFP-tubulin CFP-hCAR Merge

494aa

TPR motif domain

J domain

Domains of CCRP

Hsp90

CCRP CAR

CAR
CAR ?

PP2A
Nuclear translocation

PB

Kobayashi et al., 2003



Reporter gene assay
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Identification of statins as human CAR activators



Effects of barbiturates on hPXR activation
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Amino acid sequence of PXR-LBD

434

Effects of amino acid mutation on the PXR activation
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Involvement of HNF4α in transcriptional regulation of human PXR gene
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2C19   -405 ************A**************************************A********T**************G****:-326

.         . .         .         .         .         .         .
2C9    CTTCAGTGCTCTCAATTATGATGGTGCATTAGAACCATCTGGGTTAACATTTGTTT...TTTATTACCAATACCTAGGCT:-244
2C19   *********************C********G******CT*************T***GTT*********************:-246
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2C19   T*****T******A******CA***************G**C***G***********************************:-166
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Expression and induction of drug metabolizing enzymes

HNF4αCAR PXR
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Outline of our studies
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