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    Abstract

        For the elimination of environmental toxins and metabolic waste products, the body is equipped with a range of broad-specificity transporters that are generally present in the liver, kidney, and intestine. The polyspecific organic cation transporters OCT1, 2, and 3 (SLC22A1-3) mediate the facilitated transport of a variety of structurally diverse organic cations, including many drugs, toxins, and endogenous compounds. OCT1 and OCT2 are found in the basolateral membrane of hepatocytes, enterocytes, and renal proximal tubular cells. OCT3 has a more widespread tissue distribution and is considered to be the major component of the extraneuronal monoamine transport system (or uptake-2), which is responsible for the peripheral elimination of monoamine neurotransmitters. Studies with knockout mouse models have directly demonstrated that these transporters can have a major impact on the pharmacological behavior of various substrate organic cations. The recent identification of polymorphic genetic variants of human OCT1 and OCT2 that severely affect transport activity thus suggests that some of the interpatient differences in response and sensitivity to cationic drugs may be caused by variable activity of these transporters.
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        DOI: 10.1124/jpet.103.053298.

      
	
        ABBREVIATIONS: SLC, solute carrier superfamily; OCT, organic cation transporter in human and rat; TMD, transmembrane domain; EMT, extraneuronal monoamine transporter; TEA, tetraethylammonium; MPP+, 1-methyl-4-phenylpyridinium; RT-PCR, reverse transcription-polymerase chain reaction; Oct, organic cation transporter in mice.
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