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BACKGROUND Figure 4. 10-year cumulative incidence of CAD among individuals

identified as borderline or intermediate risk using ASCVD-PCE and

those reclassified into high and low risk group by IRS (see also the
CAD often develops over decades; symptoms may go unnoticed until a corresponding Table 1 below).

significant blockage causes problems or a heart attack occurs.

Coronary Artery Disease (CAD) is the leading cause of death worldwide.

Mid ASCVD-PCE risk group reclassification with IRS
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Pooled Cohort Equation (PCE) is widely used to predict 10-year risk of
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CAD; it is also used as a tool to guide decision for statin treatment o
initiation. It includes age, race, sex, systolic blood pressure, total S
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Genome-wide association studies (GWAS) for CAD have identified many 9
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Polygenic risk scores (PRS) weight these variants and aggregate them into g
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redisposition. . . . . <
P P The caPRS was significantly associated with 10-year CAD risk across all 3 0,000 emiimmm——
Most PRS for CAD are derived from mainly European cohorts; their validity validation cohorts: UK biobank (UKB), Atherosclerosis Risk in : Owi : 3 4 : : : : : -
in individuals of other ancestries is unclear. Communities (ARIC) and Multi-Ethnic Study of Atherosclerosis (MESA); Years from initial exam

and ancestry groups (Figure 2).
OBJECTIVE . Table 1. 10-year CAD incidence rates among individuals

The IRS model outperformed the baseline ASCVD-PCE model across all identified as borderline or intermediate risk using ASCVD-PCE

population groups with largest improvements in South Asian and and those reclassified into high and low risk group by IRS.
European ancestry groups (Figure 3).

To develop and validate:
a PRS for prediction of CAD in individuals of diverse ancestries (CAD caPRS).

a screening tool that combines the CAD caPRS with ASCVD-PCE to identify

ASCVD-PCE IRS N (%) CAD incidence  Cohort

The IRS model identified additional individuals at high risk of CAD among

high risk individuals who are invisible to traditional risk assessments for CAD. those classified as borderline/intermediate risk by the ASCVD-PCE model — _ 53161 (100%) 3 54 UKB
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prospective, observational study of participants at
risk of CAD.
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