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    Abstract

        Various antiepileptic drugs were shown to be substrates for multidrug transporters at the level of the blood-brain barrier. These ATP-dependent efflux pumps actively limit brain accumulation of xenobiotics and drugs. Intrahippocampal oxcarbazepine perfusion in rat was previously shown to exert anticonvulsant effects associated with increases in extracellular dopamine and serotonin levels. In contrast, preliminary studies in our laboratory revealed that no anticonvulsant or monoaminergic effects could be obtained after systemic oxcarbazepine administration. The present in vivo microdialysis study was conducted to investigate the impact of the transport kinetics of oxcarbazepine across the blood-brain barrier on the observed treatment refractoriness. More precisely, the influence of intrahippocampal perfusion of verapamil, a P-glycoprotein inhibitor, and probenecid, a multidrug resistance protein inhibitor, on the blood-brain barrier passage and anticonvulsant properties of oxcarbazepine were investigated in the focal pilocarpine model for limbic seizures. Simultaneously, the effects on hippocampal monoamines were studied as pharmacodynamic markers for the anticonvulsant activity. Although systemic oxcarbazepine administration alone failed in preventing the animals from developing seizures, coadministration with verapamil or probenecid offered complete protection. Concomitantly, significant increases in extracellular hippocampal dopamine and serotonin levels were observed within our previously defined anticonvulsant monoamine range. The present data indicate that oxcarbazepine is a substrate for multidrug transporters at the blood-brain barrier. Coadministration with multidrug transporter inhibitors significantly potentiates the anticonvulsant activity of oxcarbazepine and offers opportunities for treatment of pharmacoresistant epilepsy.

      
Footnotes
	
        R.C. and I.S. are research and postdoctoral fellows, respectively, of the Fonds voor Wetenschappelijk Onderzoek-Vlaanderen.

      
	
        Article, publication date, and citation information can be found at http://jpet.aspetjournals.org.
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        ABBREVIATIONS: OXC, oxcarbazepine; CBZ, carbamazepine; DA, dopamine; 5-HT, 5-hydroxytryptamine (serotonin); EC, extracellular; AED, antiepileptic drug; MDT, multidrug transporter(s); BBB, blood-brain barrier; MRP, multidrug resistance protein; Pgp, P-glycoprotein; mCBZ; 2-methyl-5H-dibenz(b,f)azepine-5-carboxamide; SSS, seizure severity score; TSSS, total seizure severity score; LC, liquid chromatography; ANOVA, analysis of variance.
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