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ABSTRACT FINDINGS: MONKEY DATA
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ligand for the hepatocyte-specific asialoglycoprotein receptor (ASGPR). When conjugated to 2'-MOE antisense oligonucleotides (ASOs) the GN3 ligand has been previously shown to enhance = Animals were dosed twice a week for the first two weeks and weekly thereafter in Monkeys to Pharmacologic Activity
the potency to multiple targets by 6- to 10-fold in mice and monkeys, and up to 30-fold in humans. Toxicity and pharmacologic activity of ISIS 702843 were evaluated in a chronic toxicology b PRSI 69-83% ¥ 68-83% ¥ Liver Kidney
B o [aa y subcutaneous administration Mean(TRANS SATURATION (%)) vs. Study Wesk. 10-25% ¥ 1-28% ¥ o
study in cynomolgus monkeys at doses up to 30 mg/kg/week for 13 weeks, or up to 12 mg/kg/wk for 39 weeks. A decrease in liver TMPRSS6 mRNA was observed, and was = NS A— i, NSRRI (i .
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= Tmprss6 ASO treatment can be effectively combined with iron chelators for the mice compared to the parent ASO 2 at 30 mg/kg/wk after 13 weeks and at 12 ma/kg/wk after 39 weeks s CONCLUSIONS & PATH FORWARD
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= Targeting TMPRSS6 provides a potential therapy for hereditary hemochromatosis = Including a 3-month treatment arm at a high dose = Minimal to marked granular macrophages at > 2 mg/kg/wk after 13 and subcutaneous dosing regimen in the clinic

and B-thalassemia in humans 39 weeks = |ONIS-TMPRSS6-Ly, is a GalNAc-conjugated ASO that is potent and well
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with no major tox findings
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