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The efficient RNAi mechanism of action results in deep and persistent Weight is a statistically significant covariate to influence APOC3 reductions, but its
reductions in serum APOC3 and TG at all doses studied, along with significant impact on reducing atherogenic lipids (non-HDL-C and ApoB) is not clinically

decreases in atherogenic lipids such as non-HDL-C and ApoB; the K-PD model important. No other intrinsic/extrinsic factors were identified as significant PD
estimates a high on-target pharmacological potency with IC50 dose of 54 ug covariates

per Kg of body weight in patients with mixed hyperlipidemia
Modeling result supports selecting 25 mg Q3M as the dose for Phase 3 trial to treat
Long and persistent PD activity of plozasiran is primarily attributed to its long ASCVD indication

elimination t1/2 in the liver estimated to be ~ 84 days in patients with mixed
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hyperlipidemia, and supports an infrequent (Q3M) dosing regimen for patient
convenience
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The efficient RNAi mechanism of action results in deep and persistent reductions in serum APOC3 and TG at all doses studied, g
along with significant decreases in atherogenic lipids such as non-HDL-C and ApoB; the K-PD model estimates a high on-target _
pharmacological potency with IC50 dose of 54 ug per Kg of body weight in patients with mixed hyperlipidemia. Modeling result
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