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Summary Large Multimers have Enhanced Serum Half-lives and Bioactivity wrt Monomers

Modulating gene expression using therapeutic oligonucleotides has the potential to improve Se ru m H a If-l IVES: B | Oa Cthlty

disease treatment and in vivo studies of complex biological processes. However, it remains
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result into a particular cell or tissue type.
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more such events, resulting in a synergistic enhancement in activity such that a single siRNA
unit in a hexamer delivered via IV exceeded the reported activity of the same siRNA in
monomeric form delivered via SC.

Here we present data obtained using a triantennary GalNAc ligand and three siRNAs targeting
FVII, ApoB and TTR as a model system. All the methods described are compatible with a wide
range of targeting ligands such as peptides, carbohydrates and aptamers, and can be used to
deliver any combination of siRNAs, shRNAs, micro-RNAs, and ASOs.
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targeting FVII, TTR and ApoB were injected subcutaneously (0.1 mL volume) at a concentration of 50 mg/kg total RNA for the trimers and 17 mg/kg for each of the monomeric conjugates. Group sizes were
n=4 mice/treatment group and n=5 for saline controls. Blood as collected 1 day prior to treatment and at 1, 3 and 7 days post-treatment, and serum levels of FVII, ApoB and TTR measured.



