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Development of biomimetic cocktail reagent to screen potential risks of drugs
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Background Aim: Reactive metabolites of drugs result in adverse drug reactions
through the formation of covalent biding to biological macromolecules. Therefore, trapping assays, such
as glutathione trapping method, are widely performed together with LC-MS for the screening. However, the
current strategy still has problems: ex. low throughput, structural gap between trapping reagents and
biological macromolecules, and metabolic degradation of the reagents. We therefore aimed to develop a
high-throughput/hybrid screening system to solve the problems. Outcome: 1) Using simple motif of each
nucleophilic site followed by mixing as a cocktail, the structural gap and metabolic degradation were
avoided. I1) Concomitant use of the stable isotope labeled motifs facilitated the screening because of
the characteristic doublet peaks. I11) Isotope pattern dependent scanning enabled the automated MS/MS
analysis using the characteristic doublet peaks.
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