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    Abstract

        The pregnane X receptor (PXR) is a transcriptional regulator of xenobiotic metabolizing enzymes, including cytochrome P450 3A (CYP3A), and transporters. Pretreatment of mice and rats with inducers of CYP3A increases acetaminophen (APAP) hepatotoxicity. In untreated mice, the amount of hepatic CYP3A11 mRNA is 4-fold greater in PXR(–/–) mice compared to wild-type mice (Guo et al., 2003), a finding anticipated to increase APAP hepatotoxicity in PXR(–/–) mice. We investigated APAP hepatotoxicity in wild-type and PXR(–/–) mice in a C57BL/6 background, with APAP administered by gavage. Despite a 2.5-fold higher level of total hepatic CYP3A protein and a 3.6-fold higher level of CYP3A activity compared to wild-type mice, PXR(–/–) mice were less sensitive to APAP hepatotoxicity. Hepatic levels of CYP2E1 were identical in the two mouse lines, but hepatic CYP1A2 levels were 3-fold greater in wild-type mice compared to PXR(–/–) mice. Caffeine, an inhibitor of CYP1A2 activity and an enhancer of CYP3A activity, decreased APAP hepatotoxicity in wild-type mice. APAP uptake was 1.5-fold greater in wild-type mice compared to PXR(–/–) mice. No significant differences in the formation of APAP glucuronide and sulfate-conjugated metabolites were observed between wild-type and PXR(–/–) mice. Glutathione levels were similar in the two mouse lines and were transiently decreased to similar amounts after APAP administration. Our finding that APAP hepatotoxicity was decreased in PXR(–/–) mice indicates that PXR is an important modulator of APAP hepatotoxicity, through positive modulation of constitutive CYP1A2 expression and possibly through increased APAP absorption.
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        ABBREVIATIONS: APAP, acetaminophen; 4-HNE, 4-hydroxynonenal; APAP-Gluc, glucuronide-conjugated metabolite of APAP; APAP-SG, glutathione adduct of APAP; APAP-SO4, sulfate-conjugated metabolite of APAP; AUC, area under the curve; bp, base pair(s); CAR, constitutive androstane receptor; P450, cytochrome P450; Dex, dexamethasone; GPx, glutathione peroxidase; GRed, glutathione reductase; GSH, glutathione; HPLC, high-performance liquid chromatography; i.g., intragastric; MDR/mdr, human and mouse multidrug resistance protein, respectively; MROD, methoxyresorufin O-deethylase; NAPQI, N-acetyl-p-benzoquinone imine; PCR, polymerase chain reaction; PNPH, p-nitrophenol O-hydroxylation; PXR, pregnane X receptor; RXR, retinoid X receptor.
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