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Local drug-drug interaction of donepezil with cilostazol at BCRP transporter
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Clinical reports indicate that cardiotoxicity due to donepezil occurs after
co-administration with cilostazol. We speculated that the concentration of donepezil in heart tissue
might be increased by interaction with cilostazol at efflux transporter BCRP in heart. In this study,
donepezil was found as a substrate of BCRP. Cilostazol inhibited BCRP with IC50 of 130 nM, which is less
than clinically achievable unbound plasma cilostazol (about 200 nM). In in vivo rat study, we found that
cilostazol significantly increased the donepezil concentrations in heart and brain, where BCRP functions
as the blood-tissue barrier, whereas the plasma concentration of donepezil was unaffected. In addition,
in vitro accumulation of donepezil in heart tissue slices of rats was significantly increased by
cilostazol. Accordingly, donepezil-cilostazol interaction at BCRP may be clinically relevant in heart and
brain without any apparent change in plasma concentration, resulting in side effect of donepezil.
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