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Advances in research on the reactive metabolites
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Abstract: Most drugs are changed to inactive metabolites in vivo and then excreted, while some drugs are
transformed into active metabolites and reactive metabolites through metabolite enzymes’ bioactivation.
The reactive metabolites can covalently modify proteins, which is considered as an initial step that may
lead to drug-induced organ toxicity. So characterization of reactive metabolites is critical for designing
new drug candidates with improved toxicological profiles and clinical applications. In this review, a brief
description of reactive metabolites is followed by a discussion on the active metabolite-induced toxicity.
Experimental approaches employed for high-throughput screening and characterization of reactive metabo-
lite formation are also described, along with strategies for dealing with reactive metabolites in drug devel-
opment and clinical treatment. In conclusion, the challenges and future needs in this field of research are
discussed.
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