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MRNA
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Argonaute2 (AGO2) cytoplasm

Target mRNA

nucleus

Fire, A. et al. Nature. 1998, 391, 806-811.



HKEENT-RNAIEZE

(/)Patlswan RIEE7ZIOARR) Za—O/N\F—AEE )
SiRNAD#E i
5 -
3. a2 e S S o0 ool
\_ Formulation: fE&E 4 /HiF W,
Adams, D. et al. New E. J. Med. 2018, 379, 11-21.
6)Givosiran: SEFERIL IV EERESE A
SIRNAD &1

> 90000000 000
;- 900000000000000000000

INA
\ Ga c /
‘ : 2’-OMef& A

Shen, X.; Corey, D. Nucleic Acids Res. 2018, 46, 1584-1600.



Duplex Type Major groove

width (A)
RNA/RNA A 7-14
DNA/RNA A 8-15
DNA/DNA B 13-18
PDB ID: 2KYD PDB ID 171D
RNA-RNA DNA-DNA
A-type duplex B-type duplex

RNA/RNA, DNA/RNA2KSR ZBEDIEWAOY—T IIL—T%ET 5
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Maeda, Y. et al. Bioorg. Med. Chem. 2013, 21, 1717-1723.
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hFA 41T $E(ODAGal4)

K, for FAM-r(CGCGAAUUCGCG), and T,, for (CGCGAAUUCGCG),
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NH3 NH3
Q 0
HOwp- 0 'CH3 HQOwup "'"O"CHS
H NH g
OH NHg |, [OH NHg |, |OH N [

a-oligodiaminoglucose (ODAGIc)

Ky =0.011 uM
AT,=+4.1°C (1 equiv)

a-oligodiaminomannose (ODAMan)

Kqy=0.16 uM
AT,=+4.3 °C (1 equiv)

B-oligodiaminogalactose (ODAGal)

K4 <0.01 uM
ATn=+10.1 °C (1 equiv)

RNA —— PO4_ PO4_ PO4_ PO4_
6 A
bt b\
OH NH3 OH NH3 OH NH3 OH NH,
RNA or DNA - PO4_ PO4- PO4_ PO4-

dsRNA (12mer)-ODAGIc4 complex

Hara,R.l.; Maeda, Y.; Sakamoto, T.; Wada, T. Org. Biomol. Chem. 2017, 15, 1710-1717.
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(target: Hypoxanthine-guanine phosphoribosyltransferase1 HPRT1)
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Conditions:

siRNAs were treated in 10% mouse serum in the absence or presence of ODAGal4 (4 equiv)
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Conditions: a0 >
siRNA was transfected with RNAi max to Hep3B cell for 4 h and incubated for 2 days at 37 °C
in the absence or presence of ODAGal4 (4 equiv to siRNA)
RRMEFRESHRFAEDLFE AR EFH FEF A :PCT/JP2019/034105

Irie, A.; Sato, K.; Hara, R. |.; Wada, T.; Shibasaki, F. Sci. Rep. 2020, 10, 14845.
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