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We compared the 2013 American College of Cardiology/American Heart Association (ACC/AHA) and the 2016
European Society of Cardiology/European Atherosclerosis Society (ESC/EAS) guidelines on prevention of athero-
sclerotic cardiovascular disease (ASCVD) using different risk prediction models [US Pooled Cohort Equations (US-
PCE for any ASCVD) and European Systematic COronary Risk Evaluation system (European-SCORE for fatal
ASCVD)] and different statin eligibility criteria.

We examined 44 889 individuals aged 40—75 recruited in 2003-09 in the Copenhagen General Population Study,
all free of ASCVD, diabetes, and statin use at baseline. We detected 2217 any ASCVD events and 199 fatal
ASCVD events through 2014. The predicted-to-observed event ratio was 1.2 using US-PCE for any ASCVD and
5.0 using European-SCORE for fatal ASCVD. The US-PCE, but not the European-SCORE, was well-calibrated
around decision thresholds for statin therapy. For a Class | recommendation, 42% of individuals qualified for statins
using the ACC/AHA guidelines vs. 6% with the ESC/EAS guidelines. Using ACC/AHA- vs. ESC/EAS-defined statin
eligibility led to a substantial gain in sensitivity (+62% for any ASCVD and +76% for fatal ASCVD) with a smaller
loss in specificity (—35% for any ASCVD and —36% for fatal ASCVD). Similar differences between the ACC/AHA
and ESC/EAS guidelines were found for men and women separately, and for Class lla recommendations. The sensi-
tivity and specificity of a US-PCE risk of 5% were similar to those of a European-SCORE risk of 1.4%, whereas a
US-PCE risk of 7.5% was similar to a European-SCORE risk of 2.4%.

The ACC/AHA guidelines were superior to the ESC/EAS guidelines for primary prevention of ASCVD, that is, for
accurately assigning statin therapy to those who would benefit.
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Introduction

Atherosclerotic cardiovascular disease (ASCVD) is mainly caused by
modifiable risk factors and is preventable." Nevertheless, ASCVD
remains a leading cause of death, disability, and high healthcare costs
worldwide."? The first ASCVD presentation is often sudden and
unexpected death, in which major advances in secondary prevention
are of no help.® Thus, the only efficient approach to restrict this
undue loss of life, quality of life, and healthcare resources is primary
prevention. For this purpose, public health initiatives are impor‘tan‘c,4'5
but so is personalized prevention for those at the highest risk.®

The high risk strategy for primary prevention of ASCVD, including
treatment of high blood cholesterol with statins, was revised recently
in both the USA and Europe.”~'® These guidelines, issued by the
American College of Cardiology (ACC) jointly with the American
Heart Association (AHA) and by the European Society of Cardiology
(ESC) jointly with the European Atherosclerosis Society (EAS), are
all endorsing the principle of matching the intensity of preventive
efforts with the absolute ASCVD risk of the individual. However, dif-
ferent risk prediction models are provided to estimate such risk, and
different decision thresholds for, respectively, any ASCVD (ACC/
AHA\) and fatal ASCVD (ESC/EAS) are recommended for statin ther-
apy. The risk prediction model recommended in the USA by the
ACC and AHA is the newly introduced Pooled Cohort Equations
(US-PCE) to predict any ASCVD,”'® and in Europe by the ESC and
EAS is the Systematic COronary Risk Evaluation system (European-
SCORE) to predict fatal ASCVD.”®

Which risk prediction model to prefer for optimal primary preven-
tion of ASCVD is unknown because the US-PCE and European-
SCORE prediction models have not been compared head-to-head in
the target population. Despite this, a recent current opinion paper
discussed the potential implications of adopting the ACC/AHA guide-
lines in Europe and concluded that the ESC/EAS guidelines using the
European-SCORE model seem to be the most wide ranging, prag-
matic, and appropriate choice for European countries."’ However,
this conclusion was based on the opinion of experts, not a direct
head-to-head comparison of the clinical performance of the guide-
lines using different risk prediction models and Class | and lla recom-
mendations. This is what we are providing in this study based on a
large, contemporary, population-based European cohort.

Methods

Copenhagen General Population Study

The Copenhagen General Population Study (CGPS) is an ongoing pro-
spective cohort study of the Danish general population.'*”"® Enrolment
began in November 2003, and participants are randomly selected
through the Danish Civil Registration system to reflect the Danish popu-
lation aged 20100 years. All individuals aged 40+ years in Copenhagen
are invited along with a random selection of 25% of individuals aged 20—
39 years. The CGPS covers all regions of Copenhagen including sur-
rounding countryside, and both high- and low-income areas. Information
on baseline examination is provided in the Supplementary material online,
Supplementary material. For this study, we included individuals enrolled
between 2003 and 2009 to secure at least 5 years of follow-up for all indi-
viduals. Allindividuals were white and of Danish descent. In the main anal-
ysis we excluded individuals with diabetes, pre-existing ASCVD, statin

use or with missing information at baseline examination, resulting in 54
017 individuals available for this study (see Supplementary material online,
Figure ST). Statin users at baseline were excluded because both US-PCE
and European-SCORE were designed to predict the natural history of
ASCVD in the absence of intervention. The study was conducted in
accordance with the Declaration of Helsinki and approved by Herlev and
Gentofte Hospital. Written informed consent was obtained from all
individuals.

Predictors and recommended age range

The predictors used to estimate risk for a first any or fatal ASCVD event
included age, sex, smoking status, total cholesterol, HDL cholesterol, sys-
tolic blood pressure, and treatment for high blood pressure (only
required for risk estimated by US-PCE). US-PCE also includes diabetes,
but for the purpose of this study in which we wanted to compare risk
prediction of US-PCE and European-SCORE in the same population we
excluded individuals with diabetes because European-SCORE is not
applicable in individuals with diabetes.

US Pooled Cohort Equations and European-SCORE vary in the age
ranges to which they apply. European-SCORE is recommended for use in
the 40- to 65-year age range,'”'® and the ESC/EAS guidelines only pro-
vide SCORE-based guidance in this age range.”® The electronic version of
SCORE, HeartScore," however, allows entry of age up to 100 years, but
the age-related fatal ASCVD risk does not increase beyond age 65. The
age range for US-PCE is 4079 years,'® but the ACC/AHA guidelines
only provide Class | and lla guidance based on US-PCE in the 40- to 75-
year age range.” Thus, in the main analysis we compared the clinical per-
formance of the ACC/AHA and ESC/EAS guidelines in individuals aged
40-75. To comply with real-life clinical use of the ESC/EAS guidelines, the
absolute fatal ASCVD risk for those aged 66—75 was corresponding to
the risk at age 65 when assessing calibration. In the sensitivity analysis, to
follow the ESC/EAS guidelines closely, the study population was limited
to those aged 40-65 (European-SCORE age-range).

Predicted outcomes

With European-SCORE, the predicted outcome is fatal cardiovascular
disease assumed to be caused by atherosclerosis (=fatal ASCVD)."” The
endpoint defined by US-PCE is first hard ASCVD event, including non-
fatal myocardial infarction, coronary death, and stroke (=any ASCVD)."°
How these outcomes were identified and ascertained for this study is
described in the Supplementary material online, Supplementary material.

Recommendations for statin therapy

The recommended USA and European indications for primary preven-
tion with statins or other lipid-lowering drugs applied in this study are
summarized in Table 1 and specified in the Supplementary material online,
Supplementary material.

Statistical analyses

Calibration of the equations used to estimate predicted risk (US-PCE and
European-SCORE) was assessed by the predicted-to-observed (P/O)
event ratio. As the CGPS has not yet completed 10 years of follow-up for
all individuals, and as all were followed for at least 5 years, we calculated
5-year predicted and observed any ASCVD event rates when assessing
calibration of US-PCE, using the 5-year equations provided by the
REGARDS study.*° Similarly, when assessing calibration of the European-
SCORE equations we calculated the predicted 5-year risk of fatal
ASCVD, and compared predicted with observed 5-year fatal ASCVD
event rates. In the subpopulation recruited in 2004 with complete 10
years of follow-up, we also assessed calibration of US-PCE and
European-SCORE using the 10-year equations. The observed number of
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Table |

Guideline recommendations for primary prevention with statins based on total and low-density lipoprotein

cholesterol concentrations and estimated 10-year risk of atherosclerotic cardiovascular disease used in this study

Recommendation ACC/AHA guidelines

Class | Lipid-based:

LDL-C > 190 mg/dL (4.9 mmol/L)

Age > 21 years
Class | Risk-based:

LDL-C 70-189 mg/dL (1.8-4.9 mmol/L)

US-PCE > 7.5%
Age 40-75 years

Class lla Risk-based:

LDL-C 70-189 mg/dL (1.8—4.9 mmol/L)

US-PCE 5% to < 7.5%
Age 40-75 years

ESC/EAS guidelines

Lipid-based:

LDL-C >6 mmol/L (232 mg/dL)

or TC > 8mmol/L (309 mg/dL)
Risk-based:

LDL-C > 4.0 mmol/L (155 mg/dL)
European-SCORE 5% to < 10% (high risk)
Age 40-65 years

LDL-C > 2.5 mmol/L (100 mg/dL)
European-SCORE > 10% (very high risk)
Age 40-65 years

Risk-based:

LDL-C < 4.0 mmol/L (155 mg/dL)
European-SCORE 5% to < 10% (high risk)
Age 40-65 years

LDL-C <2.5 mmol/L (100 mg/dL)
European-SCORE > 10% (very high risk)
Age 40-65 years

TC, total cholesterol; LDL-C, low-density lipoprotein cholesterol; PCE, pooled cohort equations; SCORE, Systematic COronary Risk Evaluation.

any and fatal ASCVD events at 5 and 10 years was adjusted for variable
follow-up time using the Kaplan—Meier estimate, when assessing calibra-
tion. All other analysis was performed using total number of events.

The discriminative power of the US-PCE and European-SCORE equa-
tions was compared with Harrell’s c-statistics, which takes into account
the timing of events.

The proportion of individuals in the CGPS eligible for statin treatment
by the ACC/AHA and ESC/EAS guidelines was calculated using the Class
| and Ila recommendations for primary prevention with statins. These rec-
ommendations are shown in Table 1.

To compare the clinical performance of the guidelines, we calculated
sensitivity, specificity, and the binary net reclassification index (NRI)
across the guideline-defined treatment threshold when comparing the
ACC/AHA and ESC/EAS guidelines. Differences in sensitivity and specific-
ity were statistically compared with the McNemar test. The binary NRl is
the sum of Asensitivity and Aspecificity and the theoretical range is —2
1022122

Additional information on statistics is provided in the Supplementary
material online, Supplementary material. Analyses were performed using
Stata version 13.1 SE (StataCorp LP, College Station, TX, USA).

Results

Baseline characteristics and observed events among the 44 889 indi-
viduals aged 40—75 from the CGPS are shown in Table 2; 57% were
women. There were 10 and 14 times more any ASCVD events (used
in US-PCE) than fatal ASCVD events (used in European-SCORE) in
men and women. Supplementary material online, Figure S2 depicts
any and fatal ASCVD event rates stratified by 5-year age groups.

Calibration and discrimination

First, we assessed how accurate the predicted events matched the
observed events (=calibration). The overall P/O event ratio was 1.2
using US-PCE for any ASCVD compared with 5.0 using European-
SCORE for fatal ASCVD (Figure 1). The US-PCE was well calibrated
around the guideline-defined decision thresholds for statin therapy of
7.5% and 5% (P/O ratio=1.0-1.1), but overestimated risk slightly
when the predicted risk was high (>10%, P/O ratio=1.4). In con-
trast, the European-SCORE overestimated risk markedly across all
categories and deciles of predicted risk, with overestimation around
both the high-risk (5%, P/O ratio = 3.6-5.4) and very-high-risk (10%,
P/O ratio = 5.4) thresholds for statin therapy (Figure 7). In the 6802
individuals with 10 years of follow-up, we observed similar results
using the 10-year prediction models (see Supplementary material
online, Figure S3).

Next, we assessed the ability of US-PCE and European-SCORE to
discriminate between those who developed events defined by US-
PCE (any ASCVD) and European-SCORE (fatal ASCVD) and those
who did not, after calculating 10-year risk for each individual. For all
comparisons, US-PCE discriminated as well or better than European-
SCORE between cases and non-cases with c-statistics ranging from
0.71 to 0.85 for US-PCE compared with 0.69-0.84 for European-
SCORE (Table 3).

Eligibility for statin therapy

Then, we assessed the proportion of individuals who at baseline
examination would have been eligible for statin therapy according to
the ACC/AHA and ESC/EAS guidelines. We compared correspond-
ing Class | and lla recommendations as shown in Table 1. For a Class |
recommendation, 42% of individuals qualified for statins using the
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Table 2 Baseline characteristics and observed events in individuals in the Copenhagen General Population Study

Characteristics

Age 40-75 years

Individuals, n

Age, years

Systolic blood pressure, mmHg

Total cholesterol, mmol/L

High-density lipoprotein cholesterol, mmol/L
Low-density lipoprotein cholesterol, mmol/L
Current smokers, %

US-PCE 10-year any ASCVD risk, %
European-SCORE 10-year fatal ASCVD risk, %
US-PCE-defined any ASCVD events, n
European-SCORE-defined fatal ASCVD events, n

Al Men Women
44 889 19383 25 506
56(48-64) 56(48-64) 56(48-64)
138(125-152) 140(130-155) 135(122-150)
5.7(5.1-6.5) 5.7(5.1-6.4) 5.8(5.1-6.5)
1.6(1.3-2.0) 14(1.1-1.7) 1.8(1.4-2.1)
3.3(2.8-4.0) 3.4(2.8-4.0) 3.3(2.7-3.9)
22 23 21
5.3(1.9-12.3) 9.4(4.2-17.5) 3.1(1.1-7.7)
1.6(0.5-4.2) 2.7(1.0-6.0) 0.9(0.2-2.9)
2217 1205 1012

199 126 73

Continuous values are shown as median (interquartile range).

PCE, pooled cohort equations; SCORE, Systematic COronary Risk Evaluation; ASCVD, atherosclerotic cardiovascular disease.

ACC/AHA guidelines vs. 6% with the ESC/EAS guidelines (Figure 2).
Baseline characteristics of these individuals are shown in the
Supplementary material online, Table S1. All who qualified for statin
therapy by the ESC/EAS guidelines also did so with the ACC/AHA
guidelines; in consequence, 36% of all individuals in the CGPS were
furthermore eligible for statin therapy based on Class | recommenda-
tions with the ACC/AHA guidelines, but not with the ESC/EAS
guidelines.

A similar difference between ACC/AHA and ESC/EAS guidelines
was found for men and women separately, and for Class lla recom-
mendations (Figure 7).

Sensitivity, specificity, and net
reclassification

To compare the ability of ACC/AHA and ESC/EAS guidelines to allo-
cate statin therapy to individuals who later developed any or fatal
ASCVD events, we calculated sensitivity, specificity, and binary NRI
based on Class | recommendations for statin therapy (Table 3 and see
Supplementary material online, Table S2). The ACC/AHA compared
with ESC/EAS guidelines increased the eligibility for statin therapy
both among those who developed any ASCVD (increase in sensitivity
from 10% to 72%) and those who did not develop any ASCVD
(decrease in specificity from 95% to 60%), together yielding a positive
NRI of 0.27. Likewise, the ACC/AHA compared with ESC/EAS guide-
lines increased the eligibility for statin therapy among those who
developed fatal ASCVD (increase in sensitivity from 11% to 87%) and
those who did not develop fatal ASCVD (decrease in specificity from
94% to 59%), yielding a positive NRI of 0.40. Similar results were
seen for men and women separately.

Using the Class lla recommendations for ACC/AHA compared
with ESC/EAS guidelines, we also observed a large gain in sensitivity
and a positive NRI for both any and fatal ASCVD (see Supplementary
material online, Table S3).

Thresholds of European-SCORE
corresponding to decision thresholds of
US-PCE

Predicted 10-year risk calculated by US-PCE and European-SCORE
correlated strongly (spearman 0.95, P <0.0001) and linearly
(Figure 3). The sensitivity and specificity of a US-PCE risk of 5% were
similar to those of a European-SCORE risk of 1.4%, while a US-PCE
risk of 7.5% was similar to a European-SCORE risk of 2.4% (Table 4).

Sensitivity analysis

In sensitivity analysis we limited the study population to individuals
aged 40-65 to fully comply with the European-SCORE age-range,
and re-assessed risk prediction and clinical performance of ACC/
AHA and ESC/EAS guidelines. In this age group consisting of 36 482
individuals (see Supplementary material online, Table $4), the US-
PCE likewise were better calibrated than the European-SCORE (P/O
ratio of 1.1 vs. 5.2; see Supplementary material online, Figure $4).
Similar results were observed using the 10-year prediction models
among the 5595 individuals with 10 years of follow-up (see
Supplementary material online, Figure S3). For a Class | recommenda-
tion, 30% of individuals qualified for statins using the ACC/AHA
guidelines vs. 6% with the ESC/EAS guidelines (see Supplementary
material online, Figure S5). The ACC/AHA guidelines increased the
sensitivity for both any and fatal ASCVD events considerably, accom-
panied by smaller decreases in specificity (see Supplementary mate
rial online, Table S5). Thus, for individuals aged 40-65 the ACC/AHA
compared with ESC/EAS guidelines yielded positive NRI of 0.16 for
any ASCVD and of 0.23 for fatal ASCVD. Similar results were
observed in men and women separately, and for Class lla recommen-
dations (see Supplementary material online, Figure S5 and Table S6).
In a second sensitivity analysis, we included diabetic patients (free of
ASCVD at baseline) resulting in a study population of 46 656 individu-
als [1767(4%) with diabetes]. For a Class | recommendation, 43%
qualified for statins using the ACC/AHA guidelines vs. 9% with the
ESC/EAS guidelines yielding similar clinical performance as in the
main analysis (see Supplementary material online, Table S7). Finally,
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Figure | Calibration comparing observed and predicted events in 40- to 75-year-old individuals in the Copenhagen General Population Study. US
PCE performed well below 10% any atherosclerotic cardiovascular disease 10-year risk, with good calibration around the guideline-defined decision
thresholds of 5% and 7.5% for statin therapy (left panel). In contrast, European SCORE overestimated risk across all deciles and categories of fatal
atherosclerotic cardiovascular disease 10-year predicted risk, with substantial overestimation around both the high-risk (5%) and very-high-risk
(10%) thresholds for statin therapy (right panel). Observed events were Kaplan—Meier adjusted. Error bars indicate 95% confidence interval. PCE,
pooled cohort equations; SCORE, Systematic COronary Risk Evaluation.

including statin users (7% of the population) at baseline examination
did not explain the observed mismatch between the predicted and
observed event rates (see Supplementary material online, Figure S6),
and did not change the clinical performance of guidelines (see
Supplementary material online, Table S8).

Discussion

In this large, contemporary, population-based European cohort, the
US-PCE recommended by the ACC/AHA guidelines was better cali-
brated around decision thresholds for statin therapy than the

European-SCORE model recommended by the ESC/EAS guidelines.
Further, the ACC/AHA guidelines were superior to the ESC/EAS
guidelines for primary prevention of ASCVD, that is, for assigning sta-
tin therapy to those who would benefit the most. Thus, based on the
CGPS, these results suggest that the US guidelines have favourable
effects on ASCVD prevention compared with the European
guidelines.

The European perspective

In individuals aged 4075, recruited from the general population
and free of ASCVD, diabetes and statin use at baseline, <10%
qualified for a Class | or Ila recommendation for statin therapy by
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Table 3 Sensitivity, specificity, and net reclassification based on Class | recommendations for statin eligibility among
individuals aged 40-75 years in the Copenhagen General Population Study

Model comparison Sensitivity Specificity ASensitivity ASpecificity (%) NRI c-Statistics® P/O
) ) )
All
Any ASCVD
ESC/EAS 10 95 Ref Ref Ref 0.70
ACC/AHA 72 60 62 (P < 0.0001)  —35 (P < 0.0001) 0.27 (P < 0.0001)  0.72 (P < 0.0001) 1.2
Fatal ASCVD
ESC/EAS 11 94 Ref Ref Ref 0.80 5.0
ACC/AHA 87 59 76 (P < 0.0001)  —36 (P < 0.0001) 0.40 (P < 0.0001)  0.82 (P = 0.007)
Men
Any ASCVD
ESC/EAS 14 92 Ref Ref Ref 0.69
ACC/AHA 83 43 70 (P < 0.0001)  —49 (P < 0.0001) 0.21 (P < 0.0001)  0.71 (P < 0.0001) 14
Fatal ASCVD
ESC/EAS 13 92 Ref Ref Ref 0.75 5.1
ACC/AHA 89 41 75 (P < 0.0001)  —50 (P < 0.0001) 0.26 (P =0.001) 0.77 (P =0.01)
Women
Any ASCVD
ESC/EAS 6 97 Ref Ref Ref 0.70
ACC/AHA 58 73 52 (P < 0.0001)  —24 (P < 0.0001) 0.28 (P < 0.0001)  0.71 (P < 0.0001) 0.9
Fatal ASCVD
ESC/EAS 7 97 Ref Ref Ref 0.84 4.0
ACC/AHA 84 72 77 (P < 0.0001)  —25 (P < 0.0001) 0.52 (P =0.0001)  0.85 (P =0.18)

“c-Statistics for discrimination between events and non-events using US-PCE and European-SCORE.
NRI, net reclassification index; ESC/EAS, European Society of Cardiology/European Atherosclerosis Society; ACC/AHA, American College of Cardiology/American Heart
Association; ASCVD, atherosclerotic cardiovascular disease; P/O, predicted/observed events using European-SCORE and US-PCE.

B LDL-C 24.9 mmol/L (class I) B LDLC >6 or TC >8 mmol/L (class )
"m [ US-PCE 27.5% and LDL-C 1.84.9 mmol/L (class T) %s[ [ European-SCORE-based (class 1, see Table 1 for description)

[] US-PCE 5.0-7.5% and LDL-C 1.8-4.9 mmol/L (class Tla) [ European-SCORE-based (class Tla, see Table 1 for description)

ACC/AHA

ACC/AHA

0 20 40 60 80
Proportion of 40-75 year olds eligible for statins in primary prevention, %

Figure 2 Eligibility for statin therapy using ACC/AHA and ESC/EAS guidelines in individuals aged 40-75 years in the Copenhagen General
Population Study. Proportion of individuals who qualified for primary prevention with statins based on Class | and lla recommendations as shown in
Table 1. A larger proportion of individuals qualified for statins with the ACC/AHA guidelines compared with the ESC/EAS guidelines. For conversion
of cholesterol values in mmol/L to mg/dL, multiply by 38.6. ACC/AHA, American College of Cardiology/American Heart Association; ESC/EAS,
European Society of Cardiology/European Atherosclerosis Society; PCE, pooled cohort equations; SCORE, Systematic COronary Risk Evaluation;
LDL-C, Low-density lipoprotein cholesterol; TC, Total cholesterol.
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Men  [SCORE=PCEx041-065R2=077]

20

10

European-SCORE,
10-year fatal ASCVD risk, %

0 10 20 30
US-PCE, 10-year any ASCVD risk, %

B o1 women [SCORE = PCE x 0.4 - 029, R?=0.86 |

20

10

European-SCORE,
10-year fatal ASCVD risk, %

0 10 20 30
US-PCE, 10-year any ASCVD risk, %

Figure 3 Correlation between European SCORE fatal atherosclerotic cardiovascular disease 10-year risk and US PCE any atherosclerotic cardio-
vascular disease 10-year risk. Risk estimated by European SCORE and US PCE correlated strongly in the decision interval of interest in both men (A)
and women (B). Analyses were by linear regression. The fitted regression lines include 95% confidence bands (too narrow to be seen). ASCVD, athe-
rosclerotic cardiovascular disease; PCE, pooled cohort equations; SCORE, Systematic COronary Risk Evaluation.

Table4 Thresholds of European Systematic COronary Risk Evaluation corresponding to decision thresholds of US

Pooled Cohort Equations and vice versa

Any ASCVD
Cut-point (10-year risk) Sensmwty (%)
................................................................... PCE/SCORE
US-PCE (%) European-SCORE (%)
All
14.6 5.0 47147
10.0 34 62/62
7.5 24 71171
5.0 14 81/81
Men
15.7 5.0 58/58
10.0 3.0 77177
7.5 21 84/84
5.0 13 92/92
Women
13.0 5.0 34/34
10.0 34 45/45
7.5 2.7 55/55
5.0 16 68/67

Fatal ASCVD
"""""" Specificity (%) Sensitivity (%)  Specificity (%)

PCE/SCORE PCE/SCORE PCE/SCORE

74175 68/67 79/80

70/71 80/80 69/70

62/62 88/86 61/61

50/49 94/94 48/49

7172 74171 70/71

54/55 86/84 53/54

44/45 92/90 42/43

31/32 96/97 30/31

87/88 59/54 87/87

83/81 71175 83/82

76/75 82/81 74174

64/64 89/89 63/62

SCORE, Systematic COronary Risk Evaluation; PCE, pooled cohort equations.

ESC/EAS guidelines. Because the recommended ‘low-risk’ SCORE
equations overestimated fatal ASCVD risk substantially in this
cohort, even fewer people would have qualified for statin therapy
if well-calibrated equations had been used as recommended.'
Equally troublesome, in people aged 40-75 <15% of those who
later developed a first any or fatal ASCVD event qualified at base-
line for a Class | recommendation for primary prevention with sta-
tin by ESC/EAS guidelines.

European-SCORE overestimated risk substantially in our study,
confirming results obtained recently in another ‘low-risk’ European
cohort, the Rotterdam Study.23 However, we could not confirm
the observed high eligibility for statin treatment by the ESC/
EAS guidelines, most likely because the applicable age range for
European-SCORE was violated in the Rotterdam Study of elderly
people (mean age 66 years), and because the weak Class Ilb recom-
mendation for statin therapy in elderly subjects’ was not complied
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with in the Rotterdam Study. In principle, beyond the age range
of 40-65 years for European-SCORE, the ESC/EAS guidelines only
provide Class | recommendations for statin therapy to patients
with well-defined medical conditions known to be associated with
high- or very-high risk, such as established ASCVD (secondary
prevention), diabetes, chronic kidney disease and familial

hypercholesterolaemia.”®

The US perspective

When treatment decisions are based on absolute risk for developing
any or fatal ASCVD, accurate estimation of absolute risk is essential
to treat people as intended by the guidelines. Since its introduction
with the 2013 ACC/AHA guidelines, the accuracy (calibration) of the
US PCE calculator®* has been questioned, being accused of overesti-
mating risk 23226 Others, however, have found PCE to be well cali-
brated.""*® In our contemporary European cohort of whites, US-
PCE was much better calibrated than the European-SCORE model.
Most importantly, and in contrast to European-SCORE, US-PCE was
reasonable well calibrated around the guideline-defined decision
thresholds for statin therapy and thus performed as intended clini-
cally. In our study, the PCE-based ACC/AHA recommendations
resulted in 5-6 times more individuals from the general population
being eligible for statin therapy compared with the SCORE-based
ESC/EAS recommendations. It should be noted that the ACC/AHA
guidelines recommend a clinician—patient discussion to consider
potential benefits and harms of statin therapy, which might lead to
decisions other than those indicated by the Class | and lla recommen-
dations, including withholding statins in individuals with favourable
risk factors.

Decision thresholds: to treat or not to
treat

Net reclassification index was introduced to evaluate the incremental
value of adding predictors and new biomarkers to established risk
prediction models,?” such as adding HDL-C to SCORE.*® However,
NRI may also be used to compare the clinical performance of differ-
ent risk prediction models,”® as done in this study. Using a clinically
meaningful reclassification approach reflecting the decision ‘to treat
or not to treat’ with statins, the binary NRI was positive and high for
both any and fatal ASCVD when we used the US-PCE-based ACC/
AHA guidelines rather than the European-SCORE-based ESC/EAS
guidelines. Interestingly, although US-PCE discriminated better than
European-SCORE between cases and non-cases the main reason for
the positive NRI was the higher sensitivity of the decision thresholds
defined by ACC/AHA compared with those defined by ESC/EAS.
Consistently, we found that the sensitivity and specificity of a US-PCE
risk of 7.5% were similar to a European-SCORE risk of 2.4%, that is,
well below the currently used 5% high-risk threshold. Interestingly,
we have recently demonstrated that a substantial gain in sensitivity
with a smaller loss in specificity is obtainable by lowering the SCORE-
based decision thresholds.”>*® In support of this, risk-benefit” and
cost-effectiveness analyses®" indicate that an ideal risk threshold for
primary prevention with statins is around 7.5% 10-year risk for any
ASCVD estimated with well-calibrated US-PCE. Recently, it was sug-
gested that an even lower threshold might also be cost-effective.>?

Strength and limitations

A potential limitation of our study is that we only studied white
Europeans, and extrapolation of our results to non-white populations
should be done cautiously. Also, as mean follow-up in the CGPS was
<10 years, we assessed calibration of US-PCE and European-SCORE
using 5-year models, assuming that the correlation of 5- to 10-year
ASCVD events in the CGPS is similar to that observed in the US-PCE
and European-SCORE cohorts. However, in the subpopulation of
individuals with 10 years of follow-up we observed similar calibration
results using 10-year models. Finally, we were not able to adjust for
prescription of preventive medication during follow-up, which might
have contributed to some of the mismatch between predicted and
observed event rates especially among those at higher risk.

A major strength of our study is that the results originate from a
contemporary, population-based, and large cohort with not a single
person lost to follow-up. Any and fatal ASCVD events were appro-
priately identified, which is essential for the assessment of calibration,
and the results are most likely generalizable to most other non-
Eastern European countries, the USA and similar countries. Finally,
our results were robust to several sensitivity analyses.

Conclusion

In this contemporary European cohort with no losses to follow-up,
the ACC/AHA US-PCE model was better calibrated than the ESC/
EAS European-SCORE model. Compared with the ESC/EAS guide-
lines, the ACC/AHA guidelines were superior for primary prevention
of ASCVD, that is, for assigning statin therapy to those who would
benefit the most. Our results thus suggest that the US guidelines have
favourable effects on ASCVD prevention compared with the
European guidelines.

Supplementary material

Supplementary material is available at European Heart Journal online.
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