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Pharmacodynamic study of ARO-DM1 and S-ARO-DM1 in cynomolgus
monkeys

Overview:

+ Pathogenesis of type | myotonic dystrophy (DM1) is driven
by an expanded CUG trinucleotide repeat in the 3'-
untranslated region of DMPK transcripts.
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* In NHPs, DMPK mRNA expression in quadriceps and triceps
was substantially decreased after two IV doses of ARO-
DM1 or S-ARO-DMI, respectively.

+ In the TREDT960i/HSA-rtTA mouse model of DM1 harboring
a pathogenic DMPK transgene (DMPK-CUG), S-ARO-DM1:
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« Corrected the spliceopathies caused by overexpression
of DMPK-CUP transgene
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Conclusions

* ARO-DM1 and S-ARO-DM1 are
potent RNAI therapeutics that
silence skeletal muscle DMPK
MRNA
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Analysis of Spliceopathies in the TREDT940i/HSA-ITA mice treated with S-ARO-DM1
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« Spliceopathies were analyzed by 2 different assays
using the mRNA from the gastrocnemius of DMPK-
CUG and NCAR mice: ddPCR-based competitive
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