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Toxicological significance of novel esterases involved in the hydrolysis of acyl-glu
curonides
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In general, drugs containing carboxylic acid are metabolized to acyl-glucuronide (
AG) forms, which are considered to cause various toxicities including hepatotoxicity and anaphylaxis, in b
ody. Therefore, it is conceivable that the enzymes hydrolyzing AG can attenuate the drug-induced toxicitie
s. In this study, the enzyme responsible for AG hydrolysis was identified and its function was clarified.
By the purification from human livers, alpha/beta hydrolase domain containing 10 (ABHD10) was identified a
s an AG hydrolase. ABHD10 could hydrolyze various kinds of AG such as AGs of mycophenolic acid, probenecid
, and diclofenac. For in vivo study, mice pre-treated with an ABHD10 inhibitor showed the significantly hi
gher AG plasma concentration compared with non-treated mice after an oral administration of diclofenac. T
hus, i1t was clarified in vivo that ABHD10 can affect the plasma concentration of AGs. ABHD10 may play imp
ortant roles for attenuation of the AGs-induced toxicity.
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