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Development of Bio-Labile Protecting Groups for oligonucleotides

(Faculty of Engineering, Kanagawa University, *School of Medicine, Shiga University of
Medical Science) o Akira Ono,' Takayuki Ohta,! Kodai Nakamura,' Hisao Saneyoshi?

Efficient delivery of these oligonucleotide-based drugs to their sites of action remains a major
challenge. A prodrug approach for oligonucleotides was proposed for improving cell
membrane permeability and nuclease resistance. This strategy employs biolabile protecting
groups for neutralizing the anionic charges of phosphodiester moieties. Here, we report two
types of bio-labile protecting groups for oligonucleotides. The protecting groups on the
phosphodiester moieties were cleaved in a buffer containing 10 mM glutathione, which was
used as a model of intracellular fluid. The bioreduction labile protecting group of the 2'-
hydroxyl group in RNA is deprotected by reduction of the nitro group.
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