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    Abstract

        Human organic cation transporters (hOCTs) are expressed in organs of drug absorption and elimination and play an important role in the uptake and elimination of xenobiotics. The purpose of this study was to evaluate the substrate and inhibitory activity of the H2-receptor antagonists ranitidine and famotidine toward hOCTs and to determine the hOCT isoforms involved in the absorption and elimination of these compounds in humans. Inhibition and substrate specificity of hOCT1, hOCT2, and hOCT3 for ranitidine and famotidine were elucidated in cRNA-injected Xenopus laevis oocytes. Ranitidine and famotidine exhibited similarly potent inhibition of [3H]1-methyl-4-phenyl pyridinium uptake into hOCT1-expressing (IC50 = 33 and 28 μM, respectively) and hOCT2-expressing oocytes (IC50 = 76 and 114 μM, respectively). Famotidine exhibited potent inhibition of hOCT3; in contrast, ranitidine was a moderately weak inhibitor (IC50 = 6.7 and 290 μM, respectively). [3H]Ranitidine uptake was stimulated by hOCT1 (Km = 70 ± 9 μM) and to a much smaller extent by hOCT2. No stimulation of [3H]ranitidine uptake was observed in hOCT3-expressing oocytes. trans-Stimulation and electrophysiology studies suggested that famotidine also is an hOCT1 substrate and exhibits poor or no substrate activity toward hOCT2 and hOCT3. Thus, hOCT1, which is expressed in the intestine and liver, is likely to play a major role in the intestinal absorption and hepatic disposition of ranitidine and famotidine in humans, whereas hOCT2, the major isoform present in the kidney, may play only a minor role in their renal elimination. Famotidine seems to be one of the most potent inhibitors of hOCT3 yet identified.

      
Footnotes
	
        D.L.B. was supported by a Pharmaceutical Research and Manufacturers of America Foundation predoctoral fellowship in pharmaceutics.
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        ABBREVIATIONS: hOCT, human organic cation transporter; OCT, organic cation transporter; BL, basolateral; TEA, tetraethylammonium; MPP+, 1-methyl-4-phenyl pyridinium; OR-2, oocyte ringer's 2; CLup, uptake clearance.
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