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Control of nucleic acid-protein complex formation through strain and relaxation
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i RNaseH-dependent antisense oligonucleotides (ASOs) are therapeutic agents
targeting RNA. However, safety concerns such as off-target effects hinder their broad use. In this

study, we identified important interactions between RNaseH and ASO complexes, aiming to avoid
off-target effects by utilizing strain through rigidifications to non-standard sugar moieties and
relaxation through systematic methylene insertions. These findings have enabled the development of a
methodology that selectively degrades only the perfectly matched duplex.
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MR EIED —D T b H IR %34 (RNaseH) KL T o T o ARZE(ASO)IE. mRNA A1)
ETHRMRDIGRIETH VY . 5% < DEERBRNITON TS, LavL, ASO (HESF - #t
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AT LTS5 DT 6 OB Th - T, [A—D mRNA FIZIERIC I DFES FTHE
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1 >HO#EN, RNaseH OUIWTEHHIEN A0 TH LR TH 5D, JRELRIZIZUIW &R 5
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ABFFETIE ASO MERISL D mRNA IZEHI T 247 2 —7 v FIROBRHI AT, ZHE TO
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BRIEKLIZOTH2E B D belT & LTEYZ B[33.0147 X ik, £/ 7 1320 ~7H
VEREO 4 BREICEBRIBEA LS 72K Lc, SRS HI T L T o AL T
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725-E R AT NS-TAFFIVUBLN3-E FEXF U AT AI-TAEXF VT IV UH
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CHERBEOEREOLZFH L CTNEAT 2 2 L CRILZEZ L, TOBRRE~EELZOBIC
KERET R Y U LAEBINT S Z & TRILEITWD, RO L2 R Lz, 7V AEDOTH—l
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VBEARIZOWT, BLFEFFEIC X OREERRIT L2 & 2 A, 04 -endo tE IR T= T2, DTz
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RNA & “HEHA R SO HIZ RNase H #{E ¥ T RNA 22Ul L7z, Bon=EmE s
NVESRIKENC X - CTHBfE L. YINED OIERE) D EA R E LM L, ZOE, v
7 a33.014 7 Z Bk EROF IV UBERIITILZEY . B2 B30T X o EKO
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