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    Abstract

        The bladder spasmolytics propiverine was shown to induce hepatic cytochrome  P450 (P450) and aminopyrine and aniline oxidation in rats. To characterize the  type of enzyme induction and its dose dependence, activities of seven hepatic  microsomal P450-dependent monooxygenases were measured in 72 male LEW1A albino  rats (body weight 236–295 g) after oral treatment with 0.5, 2, 6, and 60  mg/kg of propiverine hydrochloride for 5 days and compared with the effects of  40 mg/kg β-naphthoflavone, 10 mg/kg phenobarbital, and 20 mg/kg  dexamethasone (each group, n = 8). CYP2B expression was measured by  Western blotting. Furthermore, the inhibitory potency of propiverine on P450  enzymes was evaluated in competition assays with three most specific  monooxygenases. Results show that Propiverine induced several monooxygenases  and CYP2B expression dose dependently. The effects were well comparable with a  phenobarbital-type inducer with 60 mg/kg being equipotent to 10 mg/kg  phenobarbital. Furthermore, propiverine in low concentrations inhibited  pentylresorufin O-dealkylase (for CYP2B) in vitro. In conclusion,  propiverine is a phenobarbital-type inducer on hepatic P450 enzymes in rats in  doses about 100-times above the therapeutic doses in man.

      
Footnotes
	
          
          ↵
            1
           Abbreviations used are: propiverine, (2,2-diphenyl-2(1-propoxy) acetic acid  (1-methylpiperid-4-yl) ester; P450, cytochrome P450; EROD, ethylresorufin  O-dealkylase; PROD, pentylresorufin O-dealkylase; ECOD,  ethoxycoumarin O-deethylase; DNDM, diazepam N-demethylase;  DXDM, dextromethorphan O-demethylase; NPH, nitrophenolhydroxylase;  ERDM, erythromycin N-demethylase; CAR, constitutive androstane  receptor; RXRα, 9-cis-retinoic acid receptor α.
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