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P= ERG

Analysis of pimozide hERG inhibition by complex drug interactions via
P-glycoprotein.
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Pimozide, an antipsychotic drug, is an inhibitor of the hERG channel. A
death has been reported in a boy who received pimozide together with sertraline and aripiprazole. In
this study, we investigated the relationships between transporter-mediated intracellular
accumulation and the hERG inhibitory effect of pimozide. The accumulation of pimozide in
cardiomyocyte-derived AC16 cells was increased by sertraline and aripiprazole, which are thought to
have a P glycoprotein (P-gp) inhibitory effect, and under siRNA conditions. These results suggest
P-gp inhibition increases pimozide accumulation in AC16 cells. We investigated the
concentration-dependent hERG inhibitory effect of pimozide from within AC16 cells. Addition of
pimozide inhibited the hERG current with concentration dependence. This indicate P-gp-mediated
interactions increases pimozide accumulation in AC16 cells, and the elevated pimozide levels within
the cells may result in an increased risk of hERG channel inhibition.
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P-gp-mediated drug-drug interaction promotes gastrointestinal absorption and myocardial accumulation of pimozide causing
hERG channel inhibition
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