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Synthesis of Water-Soluble 3-Acyl-2-alkoxyindolizines for Red Light-Induced Release of
Bioactive Carboxylic Acids ('RIKEN Center for Biosystems Dynamics Research (BDR),
2Institute of Biomaterials and Bioengineering, Tokyo Medical and Dental University)

OKenji Watanabe,! Nodoka Terao,' Takashi Niwa,' Takamitsu Hosoyal’2

We recently reported an efficient method for uncaging of carboxylic acids from 3-acyl-2-
methoxyindolizines by irradiation of biopermeable red light."! To enhance the utility of this
method, we have developed a synthetic method for 3-acylindolidines from carboxylic acids
using a widely-used condensation reagent. The desired reaction proceeded efficiently under
mild conditions with a broad substrate scope. This method allowed for the synthesis of caged
compounds of an anticancer natural product and a peptide via 3-acylation of indolizine to afford
water-soluble photoreactive precursors having an intramolecular photosensitizer. Efficient
release of carboxylic acids from the precursors upon red light-irradiation was achieved in a
neutral aqueous buffered solution containing human serum albumin.
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