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Development of prodrug-type siRNA reduced inflammatory adverse effect
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We developed 2"-O-methyldithiomethyl (MDTM)-siRNA as a prodrug-RNA. The
MDTM-siRNAs showed high stability under fetal bovine serum and knockdown activity equivalent to
native siRNAs. In this study, we succeeded synthesis of four nucleosides bearing 2"
-0-trimethoxylbenzylthiomethyl group and MDTM-RNA by post synthetic approach. The result of our RNAI
study using 2"-0-methyl modified siRNA contributed to decision of 2 -O-MDTM-modification sites.
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