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Development of novel siRNA that can reach the brain and control genes through
systemic administration

Asami, Yutaro
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In this study, we aimed to create blood-brain barrier-crossing siRNA that
can suppress brain RNA through systemic administration. Based on the applicant™s achievements in
DNA/DNA duplex oligonucleotide therapeutics and our laboratory®s knowledge and literature, we
generated multiple candidate structures of blood-brain barrier-crossing DNA/DNA-siRNA. As a result,
we found specific structures that significantly reached the brain parenchyma after intravenous
administration. By modulating nucleic acid structures, including the position of phosphorothioate
linkages, we identified several structures that did not adversely affect the target gene
suppression. Moving forward, we will examine the brain penetration and target gene suppression
efficacy of these structures in vivo, optimize their design, and evaluate their dynamic
characteristics.
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