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    Abstract

        Expression of Cyp1a1 and its related enzyme activity have long been used as a biomarker for aryl hydrocarbon receptor (AhR) activation and a warning of dioxin-like toxicity. As a result, induction of Cyp1a1 by pharmaceutical drug candidates or environmental contaminants raises significant concern in risk assessment. The current study evaluates the specificity of Cyp1a1 induction as a marker for AhR affinity and activation and provides context to assess the relevancy of AhR activation to risk assessment. In vivo experiments examined the expression of Cyp1a1 and other AhR-regulated genes in liver, kidney, and heart in response to 596 compounds. From this data set, a subset of 147 compounds was then evaluated for their ability to activate or bind to the AhR using a combination of gel shift, reporter gene, and competitive receptor binding assays. Whereas in vivo Cyp1a1 mRNA expression is a sensitive marker for AhR activation, it lacks specificity, because 81 (59%) of 137 compounds were found to significantly induce Cyp1a1 in vivo but were not verified to bind or activate the AhR in vitro. Combining in vivo and in vitro findings, we identified nine AhR agonists, six of which are marketed therapeutics and have been approved by the U.S. Food and Drug Administration, including leflunomide, flutamide, and nimodipine. These drugs do not produce dioxin-like toxicity in rats or in humans. These data demonstrate that induction of Cyp1a1 is a nonspecific biomarker of direct AhR affinity and activation and lend further support to the hypothesis that Cyp1a1 induction and/or AhR activation is not synonymous with dioxin-like toxicity.

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

      
	
        doi:10.1124/mol.106.032748.

      
	
        ABBREVIATIONS: AhR, aryl hydrocarbon receptor; DRE, dioxin-response element; HAH, halogenated aromatic hydrocarbon; TCDD, 2,3,7,8-tetrachlorodibenzo-p-dioxin; Cyp1a1, cytochrome P4501a1; Cyp1a2, cytochrome P4501a2; Ugt1a1, UDP-glucuronosyltransferase 1a1; Nqo1, NAD(P)H:quinone oxidoreductase 1; 3-MC, 3-methylcholanthrene; BNF, β-naphthoflavone; EMSA, electrophoretic mobility shift assay; HEDG buffer, HEPES/EDTA/dithiothreitol/glycerol; DMSO, dimethyl sulfoxide; FDA, Food and Drug Administration; PGC-1, peroxisome proliferator activated receptor-γ coactivator; PPAR, peroxisome proliferator-activated receptor; 5-HT2B, 5-hydroxytryptamine-2B; BW-723C86, 1-[5-(2-thienylmethoxy)-1H-3-indolyl]propan-2-amine HCl.
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