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Involvement of acyl-CoA thioester metabolite in drug-induced idiosyncratic liver
injury
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We focused on the acyl-CoA thiocester metabolites of NSAIDs (NSAID-CoAs) as
one of the cause of NSAID-induced idiosyncratic liver injury. Although we attempted to obtain
NSAID-CoAs to evaluate their chemical reactivity, we could not synthesized NSAID-CoAs successfully
by performing both biological and chemical experiments. On the other hand, NSAIDs inhibited acyl-CoA

synthase activity quite weakly. In addition to NSAID-CoA, we also investigated contribution of acyl
glucuronide metabolite of NSAIDs (NASID-AGs) to development of NSAID-induced idiosyncratic liver
injury.
Wejclgrified that the rate constant of enzymatic degradation of NSAID-AGs in rat liver microsomes
well concern with the incidence of idiosyncratic toxicity of parent NSAIDs. Moreover, we
demonstrated contribution of macrophage to NSAIDs-induced toxicity through AG generation in
hepatocyte.
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Involvement of diclofenac acyl-B -d-glucuronide in diclofenac-induced cytotoxicity in 2019
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Impact of Ca2+ and Mg2+ depletion on glucuronidation of diclofenac
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