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Synthesis and properties of thymidine dimers cross-linked between nucleobases using a
branched self-immolative linkers ('Sch. Life Sci. Tech., Science Tokyo.) ONarumi Habu,'
Kento Miyaji,' Kohji Seio,'

Prodrugs are utilized for selective delivery to target tissues and reducing adverse effects. In
this study, we aimed to temporarily inhibit the formation of duplex with target RNA by
introducing a branched self-immolative linker between nucleobases separated by several bases
in oligonucleotides and sterically controlling its structure. Furthermore, we designed it to be
activated in response to S-galactosidase by incorporating galactose at its terminus.

Toward the synthesis of cyclic oligonucleotides, we initially investigated the synthesis of
thymidine dimer phosphoramidite with a branched self-immolative linker crosslinking adjacent
thymine bases. Subsequently, the thymidine dimer was incorporated into oligonucleotides, and
its properties were evaluated. Moreover, we explored a method for introducing the branched
self-immolative linker after oligonucleotide synthesis. In this poster, we will present the details
of these studies.
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