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    Abstract

        Cytochrome P450 (P450) is the superfamily of enzymes responsible for biotransformation of endobiotics and xenobiotics. However, their large isoform multiplicity, inducibility, diverse structure, widespread distribution, polymorphic expression, and broad overlapping substrate specificity make it difficult to measure the precise role of each individual P450 to the metabolism of drugs (or carcinogens) and hamper the understanding of the relationship between the genetic/environmental factors that regulate P450 phenotype and the responses of the individual P450s to drugs. The antibodies against P450s have been useful tools for the quantitative determination of expression level and contribution of the epitope-specific P450 to the metabolism of a drug or carcinogen substrate in tissues containing multiple P450 isoforms and for implications in pharmacogenetics and human risk assessment. In particular, the inhibitory antibodies are uniquely suited for reaction phenotyping that helps to predict human pharmacokinetics for clinical drug-drug interaction potential in drug discovery and development.

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

      
	
        doi:10.1124/dmd.108.025718.

      
	
        ABBREVIATIONS: P450, cytochrome P450; fm, fraction of drug metabolized; DDI, drug-drug interaction; ADME, absorption, distribution, metabolism, and elimination; 3MC, 3-methylcholantheren; PB, phenobarbital; PCN, pregnenolone-16α-carbonitrile; MAb, monoclonal antibody; ELISA, enzyme-linked immunosorbent assay; RIA, radioimmunoassay; HLM, human liver microsomes; GST, glutathione S-transferase; PMNs, polymorphic neutrophils; AFB1, aflatoxin B1; NHBE, normal human bronchial epithelial.
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