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Elucidation of reductases related with side effects of clinical drugs
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Enzyme responsible for reduction of nitrazepam, which causes hepatotoxicity

as a side effect, was purified from human liver, resulting in the isolation of aldehyde oxidase 1
(AOX1). Nitrazepam reductase activity was enhanced in the presence of N-methylnicotinamide, which is
an endogenous substrate of AOX1. In the process of reduction, nitrazepam was converted to
N-hydroxyl amine form, which has been accepted to related with several toxicity because of its
instability. This unstable intermediate may cause hepatotoxicity by nitrazepam. It was investigated
which compounds were reduced by AOX1 in human, resulting that some compounds reported to cause
hepatotoxicity as a side effect, including dantrolene and flutamide, were reduced by AOX1. Common
characteristics among them were to possess relatively electron-deficient nitro group.
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