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Cardiovascular diseases (CVDs), including coronary artery disease 
(CAD), are the leading cause of death globally. Preventive interventions 
by lifestyle, lipid and blood pressure management, and pharmacologic 
therapy have been shown to be effective to reduce the incidence of CVDs 
[1]. Currently, a risk-based prevention strategy is recommended by 
leading professional societies [2]. Adults are recommended to undergo 
10-year atherosclerotic cardiovascular disease (ASCVD) risk estimation. 
For subjects with borderline- or intermediate-ASCVD risk (5 % to < 20 
%), additional risk-enhancing factors should be considered to guide 
decisions about preventive interventions. While family history (FH) of 
premature ASCVD is a risk-enhancing factor [2], other more objective 
inherited risk measures such as SNP-based polygenic risk scores (PRSs) 
and monogenic mutations are not included as risk-enhancing factors. 
This status quo is in contrast to extensive evidence supporting the as-
sociation between CAD and monogenic/polygenic variants [3]. The 
objective of this study is to demonstrate that PRS is an informative risk- 
enhancing factor for subjects with borderline-/intermediate-ASCVD 
risk. 

A CAD incident cohort (N = 366,493) was derived from the UKB, a 
population-based study [4]. Criteria for defining CAD was described 

previously [5]. 10-year ASCVD risk at recruitment was estimated for 
subjects using pooled cohort equations (PCE) [6]. FH information of 
heart diseases (not limited to premature disease) among first-degree 
relatives was obtained. Genetic risk score (GRS), a well-established 
odds ratio (OR)-weighted and population-standardized polygenic risk 
score was calculated for CAD [7]. Specifically, GRSCAD was calculated 
based on 205 independent CAD risk-associated SNPs identified from 
genome-wide association studies (GWAS) of European ancestry (sTa-
ble 1). The overall reliability of GRSCAD is demonstrated in sFigure 1. 
Because GRSCAD is population-standardized PRS, its value can be 
considered as an individual’s relative risk compared to the general 
population. As such, subjects were categorized into four risk groups 
based on their relative risk to the general population: (GRSCAD < 0.5, 
0.5–1.49, 1.5–2.99, and ≥3). 

As of the last UKB accession date (January 5th, 2022), 23,753 (6.6 
%) subjects were diagnosed with incident CAD during an average of 
12.6 year of follow-up. Based on multivariable Cox regression analyses 
adjusting for age and genetic background (top 10 principal compo-
nents), each of the ASCVD risk factors was associated with CAD (sTa-
ble 2). In addition, both FH of heart disease and GRSCAD were 
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significantly associated with incident CAD risk. Per the 10-year ASCVD 
risk, 158,880 (44.12 %), 51,202 (14.22 %), 121,880 (33.85 %), and 
28,136 (7.81 %) subjects were classified as low-, borderline-, interme-
diate-, and high-ASCVD risk, respectively, with incident CAD rate at 
2.18 %, 5.65 %, 10.03 %, and 18.41 %, respectively, ptrend < 0.001 (the 
Cochran-Armitage test). 

For subjects with borderline-/intermediate-ASCVD risk (48 % in the 
cohort), their CAD risk was further stratified by FH and GRSCAD 
(Table 1). Using FH, subjects were stratified into two risk groups: with 
(47 %) and without FH (53 %). The incident CAD rate was moderately 
higher in those with FH (10.28 %) than without FH (7.37 %), p < 0.001. 
In contrast, GRSCAD was able to stratify subjects into four groups, <0.5 
(‘low’, 18 %), 0.5–1.49 (‘average’, 69 %), 1.5–2.99 (‘high’, 12 %) and ≥
3 (‘very high’, 1 %). Incident CAD rate differed substantially among the 
four GRSCAD groups: 5.93 %, 8.64 %, 12.81 %, and 17.9 %, respectively, 
ptrend < 0.001. Subjects with ‘very high’ GRSCAD had a CAD rate that was 
similar to that of high-ASCVD risk. It is also noted that 18 % of subjects 
with ‘low’ GRSCAD had significantly lower CAD risk compared to the 
entire cohort, hazard ratio (HR) was 0.90, 95 % confidence interval: 
0.86–0.94. 

Similar results were found from time to incident CAD analysis 
(Kaplan-Meier log-rank test) for four ASCVD risk groups in the entire 
cohort (Fig. 1a) as well as for subjects with borderline/intermediate- 
ASCVD risk by FH (Fig. 1b), GRSCAD (Fig. 1c), and combination of FH 
and GRSCAD (Fig. 1d). A similar result was found using different GRSCAD 
cutoff values (<0.5, 0.5–1.99, 2–3 and ≥ 3) (sFigure 2). 

A novel finding of this study is the demonstration of better perfor-
mance of GRSCAD than FH for stratifying CAD risk among subjects with 
borderline-/intermediate-ASCVD risk. Approximately 13 % and 18 % of 
these subjects can be further reclassified into higher (GRSCAD ≥ 1.5) or 
lower risk groups (GRSCAD < 0.5), respectively. These results, derived 
from a large population-based prospective cohort, provide a high level 
of evidence (Level II) to support GRSCAD as another risk-enhancing 
factor. 

Results from our study are generally consistent with previous studies 
on PRS of CAD [3,8], including those utilizing the UKB data [9–12]. 
However, our study differs from published studies in the objective, 
design, and methodology. Instead of developing a model that combines 
GRS with clinical variables in the entire cohort, we assessed added value 
of GRS in a key clinically defined group (borderline-/intermediate- 

ASCVD risk) where additional risk stratification tools are needed. 
Furthermore, because this is not a model development study, we did not 
use statistics commonly used for assessing the model performance such 
as C-statistic and net reclassification improvement (NRI). Rather, we 
used a simple and clinical meaningful statistic (incident CAD rate) to 
measure its performance. Finally, we used GRS as a PRS method of 
choice for several considerations, including 1) simple interpretation to 
facilitate clinical use (the value of GRS can be interpreted as relative risk 
to the general population regardless number of SNPs), 2) risk-associated 
SNPs are well established in prior studies, and 3) fewer number of SNPs 
for simplifying clinical laboratory regulation (compared with millions of 
SNPs in other PRSs). It is noted that the performance of various PRSs are 
similar for CAD and other diseases [8,13]. Our results, together with a 
newly published study demonstrating improved quality-adjusted life- 
years by implementing PRS [14], suggest PRS is a cost-effective risk- 
enhancing factor. 

A major limitation of the study is that only subjects of White ancestry 
were analyzed. It is critical to validate our finding in other ancestry 
groups. Another limitation is incomplete FH of heart disease in the UKB. 
More detailed FH information, especially about premature CVDs in first- 
and second-degree relatives, may improve the discriminative perfor-
mance of FH [15]. 

In conclusion, our study provides evidence for GRSCAD to be 
considered as a risk-enhancing factor among subjects of European 
ancestry with borderline-/intermediate-ASCVD risk. This result should 
be validated in other ancestry-specific populations. 
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Table 1 
Incident CAD rate by by family history and GRS in subjects with borderline-/intermediate-ASCVD risk: UKB, race of white.   

Subjects, No. (%) CAD, No. (%) HR (95 % CI)1 P-value1 

Total incidence cohort 360,098 (100) 23,753 (6.6) Ref  
Borderline-/intermediate-ASCVD risk 173,082 (48.07) 15,111 (8.73) 1.35 (1.32–1.37) 1.63E-179 
Family history of heart disease     
FH- 92,001 (53.15) 6,776 (7.37) 1.13 (1.10–1.16) 2.00E-18 
FH+ 81,081 (46.85) 8,335 (10.28) 1.60 (1.56–1.64) 3.71E-295 
GRSCAD     

≤ 0.5 31,748 (18.34) 1,883 (5.93) 0.90 (0.86–0.94) 1.26E-05 
0.5–1.5 118,963 (68.73) 10,279 (8.64) 1.33 (1.30–1.36) 1.14E-129 
1.5–3 20,740 (11.98) 2,657 (12.81) 2.02 (1.94–2.10) 7.53E-259 
≥ 3 1,631 (0.94) 292 (17.9) 2.91 (2.59–3.26) 2.26E-73 

Abbreviation: CAD, coronary artery disease; ASCVD, atherosclerotic cardiovascular disease; PCE, pooled cohort equations; FH, family history; GRS, genetic risk score; 
T2D, type 2 diabetes; HR, hazard ratio; 95 % CI, 95 % confidence interval. 

1 HR adjusted for genetic background, time to event (CAD) was year from study recruitment. 
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Fig. 1. Kaplan-Meier analysis for time to incident CAD from study recruitment in the UKB (White): a) four ASCVD risk groups in the entire cohort, b) with or without 
a family history (FH) of heart disease among subjects with borderline/intermediate-ASCVD risk, c) four GRSCAD risk groups (<0.5, 0.5–1.49, 1.5–3 and ≥ 3) among 
subjects with borderline/intermediate-ASCVD risk, and d) combination of FH status and GRSCAD risk groups. 
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