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Development of hydroxyl group deprotection mechanism triggered by endogenous acrolein
(‘School of Materials and Chemical Technology, Tokyo Institute of Technology, *Biofunctional
Synthetic Chemistry Laboratory, Cluster for Pioneering Research, RIKEN) O Yuria
Takahashi,' Kazuki Terashima,' Ambara R. Pradipta,’ Katsunori Tanaka'*?

Previously, we demonstrated that phenyl azide could selectively react with endogenous
acrolein generated in cancer cells.” Based on this azide-acrolein reactivity, we designed a
prodrug that could be activated selectively by acrolein in cancer cells.? In this study, we modify
the prodrug to be adapted to a wider range of drugs. The prodrug reacts with endogenous
acrolein generated by cancer cells to give a diazo compound, which triggers a spontaneous
cleavage of the linker portion and releases the active drug 3 only in the cancer area. We have
evaluated the efficiency of this prodrug in xenograft-bearing mouse models, and the details will
be discussed at the symposium.
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