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ApoB-siRNA for familial hypercholesterolemia was designed using the
originally developed prodrug-type RNA (REDUCT RNA) activated in a reducing environment. To design
modification sites with REDUCT RNA, identification of degradation hotspots of ApoB-siRNA in the
serum and mapping of sites that reduce the activity of ApoB-siRNA by non-prodrug type 2"-OMe
modification were performed. REDUCT ApoB-siRNA designed based on these results showed that REDUCT
modifications functioned effectively as a prodrug and showed a distinct superiority over 2"-OMe
modifications in vitro experiments.
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®3 HuH-7 cells were transfected with 5 nM siRNA in10 %FBS/ 9 mM CaCl,/DMEM (CEM method)at 37 °C for 24 h. Cells
were lysed and apoB mRNA were quantitated by RT-qPCR.
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