A Polygenic Risk Score to Identify Risk of
Incident Stroke and Benefit from Primary
Prevention Statin Therapy

Daniel J McClintick?!, Frederick K Kamanu?, Georgio EM Mellonil, Marc S Sabatine?, Christian T

Ruff?, Paul M Ridker3, Daniel | Chasman#, Nicholas A Marston?"

1. Dept of Medicine, Brigham & Women’s Hosp/Harvard Medical School, 2. TIMI Study Group, Brigham and Women’s
Hosp/Harvard Medical School, 3. Division of Cardiology, Brigham and Women’s Hosp., 4. Center for Cardiovascular
Disease Prevention, Brigham and Women’s Hosp/Harvard Medical School; * = co-senior author

A JES: . e[ Moo
MrE cientific

ESSionS November 16-18, 2024

Chicago, IL




FINANCIAL DISCLOSURE —

Presenter: Daniel J McClintick
No Disclosures

Co-authors: The TIMI Study Group has received institutional grant support
through BWH from: Abbott, Amgen, Anthos Therapeutics, ARCA
Biopharma, AstraZeneca, Boehringer Ingelheim, Daiichi-Sankyo, lonis,
Merck, Novartis, Pfizer, Regeneron Pharmaceuticals, Roche, Saghmos
Therapeutics, Siemens Healthcare Diagnostics, Softcell Medical Limited,
Verve Therapeutics, and Zora Biosciences. Dr. Paul Ridker has received
grant support through BWH from: Novartis, Amarin, Pfizer, Esperion,
NovoNordisk, as well as consulting fees from Novartis, Flame, Agepha,
Ardelyx, Arrowhead, AstraZeneca, CSL Behring, Janssen, GSK, Socar,
NovoNordisk, Montai Health, Eli Lilly, New Amsterdam, RTI, Cytoinetics,
Horizon Therapeutics, Cardio Therapeutics. Daniel Chasman has no
disclosures.



BACKGROUND & OBJECTIVES —

- Primary prevention statin use can significantly reduce incidence of stroke

- Widely used clinical risk scores for statin eligibility do not specifically
predict risk of stroke, particularly in primary prevention

- Polygenic risk scores (PRS) may identify individuals at high risk of stroke
and select those more likely to benefit from statin therapy

We aimed to determine:

- whether a novel PRS predict stroke in a primary prevention clinical
trial population

- If those with higher PRS achieve greater benefit with primary
prevention statin therapy




METHODS —

JUPITER tested rosuvastatin in primary prevention and [ 17,802 pts enrolled in JUPITER )
enrolled pts with LDL-C <130 mg/dL and hsCRP > 2 mg/L

A

-
Randomized to rosuvastatin 20mg vs
placebo

Primary outcome was occurrence of stroke

A

Stroke rate was modeled per 1-SD increase in PRS, and [ SIS (DU A R EE e
hazard ratios calculated for intermediate & high-risk groups
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We also tested for a PRS by statin interaction, to determine -

if those at high PRS derive greater benefit - ‘
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BASELINE CHARACTERISTICS -

Baseline Demographics by PRS Subgroup

Q1 Q2-Q4 Q5
- n=1750 n=5250 n=1749 p-value

<0.001
Male 31% 33% 32% 0.18
| Hypertension 41% 65% 69% <0.001 |
Atrial Fibrillation 2% 2.9% 3.3% 0.06
Smoking 11% 13% 15% 0.001
LDL-C, mean
(mg/dL) 110 110 110 0.71
eGFR, mean
(mi/min/1.73m2) 12 73 /3 0.12
AECIRE, GEE 3.9 4.0 4.2 0.13

(mg/L)



RESULTS —

2-Yr Risk of Stroke as a Function of PRS Percentile in Placebo Arm
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RESULTS —

Treatment Effect of Rosuvastatin on Rate of Stroke by PRS Category
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CONCLUSION —

 The GIGASTROKE PRS can prospectively identify JUPITER patients with
European ancestry with 2 to 4-fold increased risk of stroke

« Among those with high PRS, this risk may be offset by statin therapy,
suggesting this tool may have clinical utility in primary prevention of stroke
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