The ASCVD model reproduces inclisiran/alirocumab effects on LDL-C
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Model validation is a critical step to establish reliability of predictions.

DISCUSSION
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e In silico specificities: 95% PPl obtained with 100 bootstrap
repetitions of 808 and 9,462 patients sampled among the 10,479 and

84,046 virtual patients for ORION-11 and ODYSSEY-OUTCOMES
VPop respectively. No p-value since there are no sampling fluctuation.

on CV death for longer follow-up durations.

The model simulates time to first occurrence of fatal or nonfatal Ml, fatal or nonfatal IS, MALE, CV

death and 3P-MACE defined as the first occurrence of CV death, nonfatal M| or nonfatal IS. It does
not simulate unstable angina as clinical outcome nor as prior medical history due to model o | N
architecture and calibration. Nonetheless, due to lack of perfectly comparable data, observed The ASCVD model credibility assessment demonstrated its ability to reproduce a

MACE (coronary heart disease (CHD) death, nonfatal MI, fatal and nonfatal IS and unstable angina wide range of qualitative and quantitative behaviors in terms of effect of standard
requiring hospitalization) of ODYSSEY-OUTCOMES are compared to simulated 3P-MACE and LLT (statin/ezetimibe) and PCSK9 inhibitors (inclisiran/alirocumab) on lipoproteins
observed CHD death and nonfatal Ml are compared to simulated fatal or nonfatal Ml. and on incidence of CV events, allowing its use to conduct the SIRIUS study.
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RESULTS

The model adequately predicted:

e impact of alirocumab vs. placebo on CV events observed in
ODYSSEY-OUTCOMES at 2.8 yrs, related to the correct LDL-C

decrease (central panel) For detailed information on
: : . SIRIUS in silico study on
o correllatllons between CV risk factors.(.eg. age, sex and diabetes) ClinicalTrials.gov, scan the ®
and incidence of CV events and clinical impact of treatments QR code (NCT05974345).

depending on CV risk factors observed in ODYSSEY-OUTCOMES,
IMPROVE-IT and CANTOS RCT (results not shown).



