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Adverse drug reactions (ADRs) are inevitable risk factors associated with anticancer
chemotherapy leading to toxic side effects and low efficacy. Prodrug therapy provides an
alternative approach using a less cytotoxic form of anticancer drugs. We recently discovered
1,3-dipolar cycloaddition between aryl azide and acrolein to give a-diazocarbonyl derivative.
The reaction proceeds with high reactivity and selectivity even under physiological conditions.
We have successfully utilized the reaction as a simple and robust method for detecting and
visualizing acrolein that highly generated by cancer tissues. Herein, we set out to utilize a
bioorthogonal prodrug activation reaction based on this in vivo 1,3-dipolar cycloaddition with
endogenous acrolein.
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