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Elucidation of the molecular mechanism of drug interaction in the deconjugation
mechanism of enterohepatic circulation
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The effect of inhibitors on B -glucuronidase-mediated deconjugation of
glucuronide was investigated. Amoxapine, a tricyclic antidepressant, and mefloquine, an antimalarial
drug with a piperazine skeleton, were strongly inhibited because of deconjugation reaction using
glucuronide conjugate of irinotecan. A study using glucuronide conjugate of mycophenolic acid showed
significant inhibition of SN38G and glucuronide conjugates of ezetimibe, a drug for the treatment
of hyperlipidemia, but weak inhibition compared with amoxapine. Compounds having no glucuronic acid
structure showed non-competitive or mixed inhibition in the deconjugation reaction. Therefore,
caution is required when they are used in combination with drugs that greatly contribute to
intestinal circulation.
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