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Synthesis of Sulfonamide linkage-Containing Oligonucleotides and Evaluation of antisense
activity

(‘Tokyo Institute of Technology, *JST,PRESTO)
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Antisense oligonucleotide (ASO) can bind to the mRNAs or pre-mRNAs having the
complementary sequence. This sequence-dependent binding of ASO can be used for the
inhibition of translation or regulation of the splicing process of pre-mRNAs. For the application
to in vivo study, it is necessary to introduce phosphorothioate modifications in the ASOs to
avoid the rapid digestion by nuclease. However, phosphorothioate modifications could have a
potential safety concerns due to the non-specific protein binding.

Here, we studied sulfonamide linkage as an alternative modification beyond phosphorothioate
modification. The deoxynucleotide derivative having sulfonamide linkage was synthesized.
The details will be discussed.
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