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Development of prodrugs using the Diels-Alder reaction in vivo ('School of Materials and
Chemical Technology, Tokyo Institute of Technology, *Biofunctional Synthetic Chemistry
Laboratory, Cluster for Pioneering Research, RIKEN) OXKaito Hattori,' Hiroyuki Michiba,'
Ambara R. Pradipta,' Katsunori Tanaka'*

A method that can deliver anticancer drugs specifically to cancer tissues without inducing side
effects is highly demanded. Previously, we found that acrolein is overexpressed in cancer cells
and negligible in normal cells.” Moreover, we have succeeded in developing a prodrug using the
reaction between an azide and endogenous acrolein.? In this study, to expand the applicability of
the prodrug, we design molecules that could release anticancer drugs selectively in cancer through
the Diels-Alder reaction with endogenous acrolein.
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