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Effect of replacing phosphorothioate finkage with
phosphodiester linkage in the SGLT2 ASO backbone Invivo

SGLTZ mRNAKD In mouse idney 5 days after a single doss 1.3 mpk
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Effect of replacing PS linkage with IMOP linkage on the ASO backbone in vivo

pap- SGLTZmRNAKD nmouse Kichey 5 days afer a sigle dose of 03 or 3.0 mpk

_________________________________________________

H
—
[y
<D

}
L}
1]

% Expression
[SGLT2/Pol] + SEN

LA ERE0 O 8
02?%3“9 &‘Na phosphorothinate
OINA 0

0 §Noe

GSka PN A A N SRS

FIG. 2

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2021/146488 PCT/US2021/013525

 mRNA Remaining

7
4

% SGLT

B 4 & M & X

3/8
Effect of replacing PS linkage with IMOP linkage or

IMeMOP linkage on the ASQ backbone in vivo

SGLT2 mRNAKD In mouse kidney 7 days after a single dose of 0.5 mpk
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Efiect of replacihg PS 1 na\agewl IMOP linkage or iMeMOP
linkage on the GAPZ position of the ASO backbone invivo
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ASO stabillty under enzyme digestion
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Efects of IMeMOP and IMOP incomoration on RNase HActivity
of ASO:RNA hybrids, All PS-ASQ is indluded for comparison

Time course of RNase H induced RNA cleavage
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* All ASOs were hybridized to 2 32mer complementary RNA ( RNAZ)
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