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    Abstract

        The pregnane X receptor (PXR, NR1I2) is widely regarded as a central factor in the body's response to changes in the fluxome, the overall metabolite profile in the body. PXR expression is regulated by a number of chemicals at the transcriptional level; the majority of these chemicals are ligands for PXR and substrates for PXR target genes. However, transcriptional activators of PXR, such as clofibrate, do not seem to be PXR ligands or substrates for its target genes. Understanding the molecular mechanisms underlying both these expected and, more importantly, unexpected transcriptional activations is central to fully understanding the roles of PXR in the human body. We have carried out an in silico analysis of the human PXR proximal promoter, identifying putative protein/DNA interaction sites within the 2 kilobases (kb) 5′ to the putative transcription start site. These sites included several for liver-enriched transcription factors, such as the hepatic nuclear factors and CAAT-enhancer binding protein α, and chicken ovalbumin upstream promoter transcription factor, commensurate with the high expression of PXR in liver. Furthermore, we identified putative binding sites for a number of ligand-activated transcription factors, suggesting that these factors may regulate PXR gene expression. Further analysis of this regulatory region has shown that transcriptional activation of PXR by peroxisome proliferator-activated receptor α (PPARα) is via a binding site located approximately 1.3 kb upstream of the putative transcription start site, with ablation of this site preventing PPARα-mediated activation of PXR gene expression. We present a model of how regulation of PXR gene expression by ligand-activated transcription factors may play a central role in the body's response to xenobiotic exposure.

      
Footnotes
	
        Article, publication date, and citation information can be found at http://dmd.aspetjournals.org.

      
	
        doi:10.1124/dmd.105.006064.

      
	
        ABBREVIATIONS: LATF, ligand-activated transcription factor; PXR, pregnane X receptor; GRα, glucocorticoid receptor α; PPARα, peroxisome proliferator-activated receptor α; kb, kilobase(s); CAR, constitutive active receptor; VDR, vitamin D receptor binding element; Wy-14,643, 4-chloro-6-(2,3-xylidino)-2-pyrimidinyl)thioacetic acid (pirinixic acid); SEAP, secretory alkaline phosphatase; PCR, polymerase chain reaction; PPRE, PPARα binding site; DTT, dithiothreitol; EMSA, electromobility shift assay; bp, base pair(s); HNF, hepatic nuclear factor; C/EBPα, CAAT-enhancer binding protein α; ANOVA, analysis of variance.
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