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Abstract: Drug metabolism is an important content in the development of
small molecule drug. In vitro and in vivo studies should be conducted at
different stage in drug development to establish its metabolic
characteristics in humans and animals. There may be significant
differences in metabolites between humans and animals due to metabolic
differences between species. The safety of drug metabolites may not be
fully identified and need to be determined in nonclinical studies because
these metabolites may either be identified only in humans or be present at
disproportionately higher levels in humans than in any animal species
used during standard nonclinical toxicology testing. Combined with work
practice and relevant technical guidelines this paper preliminarily
discusses the strategy of metabolites research in the development of small
molecule drugs defines which metabolites may cause safety concerns
provides recommendations to industry on when and how to identify and
characterize drug metabolites that may cause safety concerns and how to
evaluate the nonclinical safety of these metabolites so as to provide
references for investigators provide reference for researchers and
regulators.
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