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Drug-bile acid interaction study aiming to reduce the unexpected adverse effects
of drugs through the evaluation of OATP4AC1
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Patients with liver diseases experience not only the adverse effects of
liver metabolized drugs, but unexpected adverse effects of renal excretion drugs. We predicted that
the inhibition of 0ATP4Cl-mediated transport by bile acids is a potential mechanism of altered
pharmacokinetics of renal excretion drugs in patients with liver disease. To assess the effect of
bile acids on 0ATP4C1, we screened 45 bile acids and calculated IC50 and Ki values of bile acids
whose inhibitory effect on OATP4C1 was more than 50%. Next, we evaluated the bile acids-drug
interaction (BDI) indices to clarify whether the inhibition occur in clinical situation. Our
findings suggested that the dose adjustment of renal excreted drugs may be required not only in the
patients with renal failure but also in the patients with hepatic failure. We believe that our
findings provide essential information both for drug development and for the safety drug treatment
in clinics.
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