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Prodrugs are drug precursors which are designed to be activated through
enzymatic or chemical transformation in vivo microenvironment. Fast reaction kinetics of activation
reactions are required to exert maximum biological activity with fewer side effects. We have
proposed the sulfonate-based prodrug strategy: prodrugs with sulfonylester-based self-immolative
linkers release active drugs through enzymatic cleavage of trigger moieties and successive
intramolecular nucleophilic attack of terminal amino group to sulfonylester. In this strategy,
intramolecular cyclization had been revealed to be a rate limiting step.

In this study, various substituents were introduced on terminal amino group and/or alkyl chain of
sulfonylester-based linker and reaction Kinetics of intramolecular cyclization were evaluated. With

the results in hand, photo- and oxidation-sensitive prodrugs were designed and their properties were
examined.
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