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    Abstract

        The rapid and direct effects of nitric oxide (NO) donors sodium nitroprusside (SNP) and isosorbide dinitrate (ISDN) on the hepatic and biliary disposition of chlorzoxazone (CZX), a marker of CYP2E1, and dextromethorphan (DEM), a marker of CYP2D1, were studied in a single-pass isolated perfused rat liver model. Livers (n = 30) were perfused with constant concentrations of NO donors (0–120 min) in addition to infusion of CZX or DEM (60–120 min), and periodical outlet and bile samples were collected. Both ISDN and SNP significantly reduced (30 and 60%, respectively) the hepatic extraction ratio of CZX and decreased (50 and 70%, respectively) the recovery of the CYP2E1-mediated metabolite, 6-hydroxychlorzoxazone, in the outlet perfusate and bile. As for DEM, both NO donors increased (up to 3.5-fold) the recovery of the CYP2D1-mediated metabolite dextrorphan (DOR) in the outlet perfusate. However, this was associated with a simultaneous decrease (50–75%) in the excretion of the metabolite into the bile, thus resulting in no change in the overall recovery of DOR as a result of NO donor treatment. The decrease in the biliary excretion of DOR was caused by NO-induced simultaneous reductions in both the conjugation of DOR and biliary clearance of DOR conjugate. Additionally, both SNP and ISDN significantly reduced the metabolism of DEM to 3-hydroxymorphinan, which is mostly regulated by CYP3A2. These studies in an intact liver model confirm the selectivity of the inhibitory effects of NO donors on cytochrome P450 enzymes, which was recently reported in microsomal studies, and expand these inhibitory effects to conjugation pathways.

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

      
	
        doi:10.1124/dmd.105.009050.

      
	
        ABBREVIATIONS: P450, cytochrome P450; NO, nitric oxide; IPRL, isolated perfused rat liver(s); SNP, sodium nitroprusside; ISDN, isosorbide dinitrate; CZX, chlorzoxazone; DEM, dextromethorphan; HCZX, 6-hydroxychlorzoxazone; DOR, dextrorphan; MOM, 3-methoxymorphinan; HOM, 3-hydroxymorphinan; ALT, alanine aminotransferase; AST, aspartate aminotransferase; UDPGT, UDP glucuronosyl transferase; HPLC, high-performance liquid chromatography; AUCperfusate, area under the outlet perfusate-concentration time curve; E, hepatic extraction ratio; Cin, inlet concentration; Cout, outlet concentration; CLh, hepatic clearance; CLint, intrinsic clearance; Q, liver perfusion flow rate; CLbile, biliary clearance.
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