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Abstract

Key Points

IMPORTANCE Obesity is a global health challenge and a risk factor for atherosclerotic cardiovascular
disease (ASVCD). Performance of the pooled cohort equations (PCE) for ASCVD risk by body mass
index (BMI; calculated as weight in kilograms divided by height in meters squared) is unknown.

Question What is the performance of
the pooled cohort equations (PCE) for
estimation of atherosclerotic
cardiovascular disease (ASCVD) risk by
body mass index?

OBJECTIVE To assess performance of the PCE across clinical BMI categories.

Findings In this pooled analysis of 8

DESIGN, SETTING, AND PARTICIPANTS This cohort study used pooled individual-level data from 8

longitudinal cohort studies that included

community-based, prospective, longitudinal cohort studies with 10-year ASCVD event follow-up

37 311 adults, the PCE demonstrated

from 1996 to 2016. We included all adults ages 40 to 79 years without baseline ASCVD or statin use,

acceptable model discrimination but

resulting in a sample size of 37 311 participants. Data were analyzed from August 2017 to July 2020.

significantly overestimated risk of
atherosclerotic cardiovascular disease in

EXPOSURES Participant BMI category: underweight (<18.5), normal weight (18.5 to <25),

individuals with higher body mass index,

overweight (25 to <30), mild obesity (30 to <35), and moderate to severe obesity (ⱖ35).

with better calibration near clinical
decision thresholds and less optimal

MAIN OUTCOMES AND MEASURES Discrimination (Harrell C statistic) and calibration (Nam2

calibration for the groups at highest risk.

D'Agostino χ goodness-of-fit test) of the PCE across BMI categories. Improvement in discrimination

Incorporation of usual clinical measures

and net reclassification with addition of BMI, waist circumference, and high-sensitivity C-reactive

of obesity did not result in more

protein (hsCRP) to the PCE.

accurate risk estimation compared with
standard PCE.

RESULTS Among 37 311 participants (mean [SD] age, 58.6 [11.8] years; 21 897 [58.7%] women),
380 604 person-years of follow-up were conducted. Mean (SD) baseline BMI was 29.0 (6.2), and
360 individuals (1.0%) were in the underweight category, 9937 individuals (26.6%) were in the
normal weight category, 13 601 individuals (36.4%) were in the overweight category, 7783

Meaning These findings suggest that
the PCE could be used as a riskestimation tool to guide prevention and
treatment strategies in adults across

individuals (20.9%) were in the mild obesity category, and 5630 individuals (15.1%) were in the
moderate to severe obesity category. Median (interquartile range [IQR]) 10-year estimated ASCVD
risk was 7.1% (2.5%-15.4%), and 3709 individuals (9.9%) developed ASCVD over a median (IQR) 10.8
[8.5-12.6] years. The PCE overestimated ASCVD risk in the overall cohort (estimated/observed [E/O]

clinical BMI categories, but may
overestimate risk of ASCVD for
individuals in overweight and obese
categories.

risk ratio, 1.22; 95% CI, 1.18-1.26) and across all BMI categories except the underweight category.
Calibration was better near the clinical decision threshold in all BMI groups but worse among
individuals with moderate or severe obesity (E/O risk ratio, 1.36; 95% CI, 1.25-1.47) and among those
with the highest estimated ASCVD risk ⱖ20%. The PCE C statistic overall was 0.760 (95% CI,
0.753-0.767), with lower discrimination in the moderate or severe obesity group (C statistic, 0.742;
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95% CI, 0.721-0.763) compared with the normal-range BMI group (C statistic, 0.785; 95% CI, 0.7720.798). Waist circumference (hazard ratio, 1.07 per 1-SD increase; 95% CI, 1.03-1.11) and hsCRP
(hazard ratio, 1.07 per 1-SD increase; 95% CI, 1.05-1.09), but not BMI, were associated with increased
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Abstract (continued)

ASCVD risk when added to the PCE. However, these factors did not improve model performance (C
statistic, 0.760; 95% CI, 0.753-0.767) with or without added metrics.
CONCLUSIONS AND RELEVANCE These findings suggest that the PCE had acceptable model
discrimination and were well calibrated at clinical decision thresholds but overestimated risk of
ASCVD for individuals in overweight and obese categories, particularly individuals with high
estimated risk. Incorporation of the usual clinical measures of obesity did not improve risk estimation
of the PCE. Future research is needed to determine whether incorporation of alternative high-risk
obesity markers (eg, weight trajectory or measures of visceral or ectopic fat) into the PCE may
improve risk prediction.
JAMA Network Open. 2020;3(10):e2023242. doi:10.1001/jamanetworkopen.2020.23242

Introduction
The pooled cohort equations (PCE) were introduced in 2013 as sex- and race-specific tools for
estimating 10-year absolute rates of atherosclerotic cardiovascular disease (ASCVD) events in a
primary prevention population.1 The risk estimates were derived based on a combination of
established cardiovascular risk factors examined prospectively in specific cohorts selected for
derivation of the PCE.1 Variables included in the PCE are age, sex, race (ie, White, Black, or other),
smoking status, systolic blood pressure, hypertension treatment status, diabetes status, and total
and high-density lipoprotein (HDL) cholesterol levels.1,2 Risk estimates are then used to guide
recommendations for preventive therapies (eg, lifestyle modification, statin medication, and
antihypertensive therapies).3,4 Given the use of the PCE estimates for risk-stratification and riskmodification strategies, it is critical to ensure that the equations perform adequately in diverse at-risk
groups. However, when applied to diverse population samples, the performance of the PCE has
varied, with evidence of acceptable calibration in broad clinical populations but overestimation in
some and underestimation in other selected groups.5,6 The use of the PCE for individuals with
obesity has not been adequately studied but has important implications for ASCVD prevention.
Individuals with obesity represent a high-risk group that constitutes approximately 35% of the
US adult population.7-9 While obesity is associated with alterations in cardiovascular risk factors and
increased risk for cardiovascular events, some of the event risk may not be fully explained by the risk
factor burden captured in the PCE.10 Furthermore, the rate of observed events among some subsets
of individuals with obesity may be lower than among individuals with weights in the normal range, a
finding frequently referred to as the obesity paradox.11 In addition, the cohorts used to derive the
PCE had a lower proportion of individuals with obesity compared with contemporary populations,
potentially limiting the generalizability of the PCE among individuals with obesity. Finally, PCE risk
estimates may be enhanced by including the severity or pattern of obesity (eg, abdominal obesity),
neither of which are currently captured in the PCE.
To address these knowledge gaps, we combined risk factor and incident ASCVD data from 8
large community-based cohort studies, including 5 contemporary cohorts not used in derivation of
the PCE, to compare discrimination and calibration of the PCE among individuals across categories
for body mass index (BMI; calculated as weight in kilograms divided by height in meters squared). We
additionally examined the effects of adding obesity-related measures to the PCE for ASCVD risk
estimation.
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Methods
Data Sources
Protocols for this cohort study were approved by the institutional review boards at each participating
institution. All participants provided written informed consent. The study followed the
Strengthening the Reporting of Observational Studies in Epidemiology (STROBE) reporting guideline.
We analyzed pooled individual-level data from 8 longitudinal cohort studies: Atherosclerosis Risk in
Communities (ARIC),12 Coronary Artery Risk Development in Young Adults (CARDIA),13 Cardiovascular
Health Study (CHS),14 Dallas Heart Study (DHS),15 Framingham Heart Study (FHS) Third Generation
cohort,16 Jackson Heart Study (JHS),17 Multi-Ethnic Study of Atherosclerosis (MESA),18 and Reasons
for Geographic and Racial Differences in Stroke (REGARDS).19 The design and selection criteria for these
longitudinal cohorts have been described previously.12-19 Data from the most contemporary follow-up
assessment in each cohort with a corresponding baseline assessment from at least 10 years previously
was used to evaluate the estimated risk and observed rates of ASCVD. Data from earlier examination
cycles of 3 of these cohorts (ie, ARIC,12 CARDIA,13 CHS14) were used in the original derivation of the PCE.
Nearly 30% of individuals sampled in ARIC are also part of the JHS but were included only once as part
of the ARIC cohort in this study.17

Study Population
To match the methods and guideline-based recommendations for the use of the PCE, we included all
adults aged 40 to 79 years with a BMI measurement who, at the time of BMI assessment, were free
from established ASCVD, defined as a prior history of coronary artery disease (ie, angina or
myocardial infarction), cerebrovascular disease (ie, stroke or transient ischemic attack), or peripheral
vascular disease. Participants were sequentially excluded if at the time of assessment of BMI and risk
factor exposure, they (1) had a low-density lipoprotein (LDL) cholesterol level of less than 70 mg/dL
or 190 mg/dl or higher (to convert to micromoles per liter, multiply by 0.0259), (2) were using a statin
or other lipid-lowering medication (eg, niacin, fibrates, or bile acid binding–resins), (3) were missing
data on any of the variables necessary to calculate PCE risk estimate, or (4) were missing follow-up
data. Of the cohorts used in the original derivation, this study included 9744 individuals: 6336
individuals from ARIC,12 2771 from CARDIA,13 and 637 from CHS14; of the cohorts not used in the
original derivation, this study included 27 567 individuals: 2214 from DHS,15 2524 from FHS Third
Generation,16 3287 from JHS,17 5249 from MESA,18 and 14293 from REGARDS19 (eFigure 1 in the
Supplement). Baseline and follow-up dates were recorded for all studies included in the analysis
(eTable 1 in the Supplement).

Variables and Outcomes
Variables included self-reported age, sex, race (ie, White, Black, or other), diabetes status, smoking
status, antihypertensive medication use, total cholesterol and HDL cholesterol levels, and systolic
blood pressure. We also obtained information on BMI, waist circumference (data missing for 0.7% of
individuals), and high-sensitivity C-reactive protein (hsCRP, data missing for 10.3% of individuals) at
the index visit. (Some study cohorts provided data that was already redacted, so only percentages
are available for missing data.) Data on use of statin or other cholesterol-lowering medication after
the index visit was collected in 5 study cohorts (data not available in ARIC, CHS, or JHS). All covariates
were measured using similar approaches,12-19 and variable definitions were harmonized for analytical
purposes.
The primary outcome of the study was 10-year risk of ASCVD, defined as the risk of coronary
heart disease death, nonfatal myocardial infarction, or fatal or nonfatal ischemic stroke within 10
years of the first visit. In all included cohorts, study outcomes were determined based on
standardized adjudication by an expert panel. Detailed descriptions of event-ascertainment
procedures and adjudication processes in these cohorts have been previously published.12-19
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Statistical Analysis
First, we created a pooled data set of all eligible individuals from each cohort and stratified these
individuals by BMI, based on World Health Organization classification of BMI: underweight (<18.5),
normal weight (18.5 to <25), overweight (25 to <30), mild obesity (30 to <35), and moderate to
severe obesity (ⱖ35).20 Next, for all participants, we estimated the 10-year risk of ASCVD using the
unmodified PCE (ie, without refitting of β coefficients to the current data set) and data on age, sex,
race, blood total cholesterol and HDL cholesterol concentrations, systolic blood pressure, use of
antihypertensive therapy, diabetes status, and smoking status.1 For this analysis, individuals with the
race designation other were treated as White.
Trends in characteristics were evaluated across BMI categories, in the overall sample, and by
specific cohort using trend tests for continuous variables and Cochran-Armitage test for categorical
variables. Estimated 10-year ASCVD risk was compared with observed event rates, overall and by BMI
category, using several metrics. Model discrimination in each BMI category was assessed using
Harrell C statistic, with 0.7 or greater considered acceptable.21,22 We then categorized all individuals
into risk groups based on their estimated 10-year risk of ASCVD: low (<5%), borderline (5% to <7.5%),
intermediate (7.5% to <20%), or high (ⱖ20%).23 We next generated plots of observed vs estimated
ASCVD risk for each BMI category stratified by the guideline-based risk categories, as well as by
deciles of risk. Participants without ASCVD events were censored at their last available follow-up or
at time of non-ASCVD death through 10 years.
We used a Cox proportional hazards model for time-to-event analyses, and the proportional
hazards assumption was satisfied for all BMI categories. Calibration was assessed from these plots
both visually and using the Nam-D'Agostino χ2 goodness-of-fit test; a nonsignificant χ2 (P > .05)
indicated good calibration.24 We calculated expected-to-observed (E/O) risk ratios (RRs) with
corresponding 95% CIs using bootstrapping (1000 repeated iterations each) across BMI categories.
An RR of 1 indicated perfect calibration across the full spectrum of risk, while RRs greater than 1
indicated mean overestimation of risk and RRs less than 1 indicated mean underestimation of risk.
Model calibration by BMI categories was also determined in subgroups defined by race/ethnicity
(Black and non-Black [White and other races]), sex, and age at the first study visit (to control for
secular trends in obesity in the population due to time-varying cohort baselines). To account for
potential model optimism, model discrimination and calibration were assessed across BMI categories
separately in the 3 cohorts used to derive the PCE (ie, ARIC, CARDIA, and CHS) and 5 other more
contemporary cohorts (ie, studies initiated after 2000) that were not part of the derivation of the
PCE (ie, DHS, FHS, JHS, MESA, and REGARDS). Finally, we explored the addition of a priori–defined
measures of obesity and inflammation (ie, BMI, waist circumference, and hsCRP) to a model with the
PCE refit to the current data set with incident ASCVD as the outcome and reported the hazard ratio
(HR) and its 95% CI for each additional obesity covariate. We evaluated the distribution of these
covariates to justify their inclusion as linear terms in the model (eAppendix in the Supplement).
We then compared model discrimination using changes in model C statistics compared with the
baseline model using nonparametric bootstrapping to calculate 95% CIs and the net reclassification
improvement (theoretical range, −2 to 2) after adding the obesity metrics. We also assessed
likelihood ratios across obesity classes and cohorts to assess and compare overall model fit
(eAppendix in the Supplement). These steps were repeated as sensitivity analyses by (1) estimating
10-year risk of ASCVD using PCE variables recalibrated for the current data set, (2) excluding
individuals with statin or lipid-lowering therapy initiated after the baseline visit, and (3) replacing the
lipid profile with BMI or waist circumference in the PCE instead of adding the anthropometric
variables to the lipid profile to assess modified, nonlaboratory PCE risk estimation. We also
performed a competing risks analysis by treating non-ASCVD deaths as competing events in time-toevent analyses according to the methods of Fine and Gray.25 All statistical analyses were performed
between August 2017 and July 2020 using SAS statistical software version 9.4 (SAS Institute). P value
tests were 2-sided, and P values less than 0.05 were considered statistically significant.
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Results
Cohort Characteristics
Of 37 311 participants without preexisting ASCVD, with mean (SD) age 58.6 (11.8) years, 21 897
(58.7%) were women, 14 291 individuals (38.3%) were Black, 20 745 individuals (55.6%) were White,
and 2 275 individuals (6.1%) were other race. The median (interquartile range [IQR]) follow-up in the
total cohort was 10.8 (8.5 to 12.6) years, with a total of 380 604 person-years of follow-up.
The mean (SD) BMI in the overall population sample was 29.0 (6.2), with 360 individuals [1.0%]
in the underweight category, 9937 individuals [26.6%] in the normal weight range, 13 601 individuals
(36.4%) in the overweight category, 7783 individuals (20.9%) in the mildly obese category, and 5630
individuals (15.1%) in the moderately to severely obese category. The characteristics of participants
at baseline, overall and by BMI category, were recorded (Table 1), as well as characteristics by specific
cohort (eTable 1 in the Supplement). Participant characteristics varied across BMI categories, and
compared with individuals in the underweight and normal weight range categories, those in the
overweight and obese categories were younger and more likely to be women, be Black, and have
ASCVD risk factors (ie, hypertension, diabetes, and lower HDL cholesterol concentration) (Table 1).
Fewer individuals in the obese category were active smokers.

Estimated and Observed Outcomes
For the 10-year estimated ASCVD risk for the overall cohort based on the PCE, mean (SD) was 11.0%
(11.7%) and median (IQR) was 7.1% (2.5% to 15.4%). Among 3709 individuals (9.9%) who developed
ASCVD over a follow-up period of 10.8 years, 582 individuals (15.7%) died from coronary heart
disease, 1528 individuals (41.2%) had a first nonfatal myocardial infarction, and 1599 individuals
(43.1%) had a fatal or first nonfatal stroke. Across all BMI categories, median (IQR) PCE-estimated
10-year risk of ASCVD ranged between 5.8% (1.6%-14.7%) for the normal weight category and 8.1%
(3.3%-16.3%) for the mildly obese category, whereas observed 10-year ASCVD event incidence

Table 1. Characteristics of Study Participants by BMI Categories
Participants, No. (%)
BMI
Characteristic

Overall
(N = 37 311)

<18.5
(n = 360)

18.5 to <25
(n = 9937)

25 to <30
(n = 13 601)

30 to <35
(n = 7783)

≥35
(n = 5630)

Age, mean (SD), y

58.6 (11.8)

60.3 (14.1)

59.3 (12.5)

59.4 (11.7)

58.4 (11.1)

56.1 (11.1)

<.001

Men

15 414 (41.3)

103 (28.6)

3809 (38.3)

6812 (50.1)

3298 (42.4)

1392 (24.7)

<.001

Black race

14 291 (38.3)

109 (30.3)

2482 (25.0)

4770 (35.1)

3588 (46.1)

3342 (59.4)

<.001

Systolic BP, mean (SD), mm Hg

125 (18)

118 (21)

120 (19)

125 (17)

128 (17)

130 (18)

<.001

Hypertension

13 108 (35.1)

69 (19.2)

2256 (22.7)

4467 (32.8)

3342 (42.9)

2974 (52.8)

<.001

Diabetes

4091 (11.0)

14 (3.9)

468 (4.7)

1225 (9.0)

1153 (14.8)

1231 (21.9)

<.001

Smoking

5415 (14.5)

123 (34.2)

1777 (17.9)

1888 (13.9)

974 (12.5)

653 (11.6)

<.001

P value for trend

Cardiovascular risk factors

Total cholesterol, mean (SD), mg/dL

198 (31)

194 (31)

197 (31)

199 (31)

199 (31)

196 (31)

.48

HDL cholesterol, mean (SD), mg/dL

53 (16)

67 (17)

60 (18)

52 (15)

49 (14)

49 (13)

<.001

Waist circumference, mean (SD), cm

96.5 (15.4)

70.8 (8.7)

82.5 (8.9)

94.3 (8.8)

104.2 (9.8)

117.7 (13.9)

<.001

hsCRP, median (IQR), mg/dL

0.2 (0.1-0.4)

0.1 (0-0.2)

0.1 (0-0.3)

0.2 (0.1-0.4)

0.3 (0.1-0.5)

0.4 (0.2-0.9)

<.001

Estimated 10-y ASCVD risk, median (IQR), %

7.1 (2.5-15.4)

6.4 (1.4-17.2)

5.8 (1.6-14.7)

7.8 (2.9-16.5)

8.1 (3.3-16.3)

7.0 (2.7-14.8)

<.001

Observed 10-y ASCVD event rates

3709 (9.9)

37 (10.3)

912 (9.2)

1460 (10.7)

814 (10.5)

486 (8.6)

.57

CHD death

582 (1.5)

10 (2.8)

145 (1.5)

215 (1.5)

103 (1.3)

109 (1.9)

.29

Nonfatal myocardial infarction

1527 (4.1)

10 (2.8)

378 (3.8)

622 (4.6)

337 (4.3)

180 (3.2)

.26

Fatal or nonfatal stroke

1600 (4.3)

17 (4.7)

389 (3.9)

623 (4.6)

374 (4.8)

197 (3.5)

.72

Abbreviations: ASCVD, atherosclerotic cardiovascular disease; BMI, body mass index
(calculated as weight in kilograms divided by height in meters squared); BP, blood
pressure; CHD, coronary heart disease; HDL, high-density lipoprotein; hsCRP, highsensitivity C-reactive protein; IQR, interquartile range.

SI conversion factors: To convert HDL and total cholesterol to millimoles per liter,
multiply by 0.0259; to convert hsCRP to milligrams per liter, multiply by 10.
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during follow-up ranged between 486 individuals (8.6%) in the moderate to severe obesity category
and 1460 individuals (10.7%) in the overweight category. Observed incidence was 912 individuals
(9.2%) in the normal weight category (Table 1).

PCE Model Performance
The PCE demonstrated acceptable discrimination for the entire study population, with a Harrell C
statistic of 0.760 (95% CI, 0.753-0.767) (Table 2). Discrimination of the PCE for ASCVD was lower in
overweight and obese categories than in the normal BMI range category (Table 2). The PCE
overestimated risk of ASCVD across all BMI categories except the underweight category (eg, normal
weight: E/O RR, 1.21; 95% CI, 1.14-1.28; mild obesity: E/O RR, 1.24; 95% CI, 1.17-1.32; and moderate to
severe obesity: E/O RR, 1.36; 95% CI, 1.25-1.47) (Table 2), and overestimation was greatest for the
moderate to severe obesity category (E/O RR, 1.36; 95% CI,1.25-1.47]). Overestimation of risk was
most notable at higher estimated ASCVD risk (ⱖ20%), and calibration near the clinical decision
threshold of 7.5% was visually better in all BMI groups (Figure). Calibration results were similar when
stratified by clinically meaningful risk groups (ie, <5%, 5 to <7.5%, 7.5 to 20%, and ⱖ20%) (Figure
and eTable 2 in the Supplement) and across deciles of estimated risk (eFigure 2 in the Supplement).
Likelihood ratio statistics were produced for the models, overall and in BMI- and cohort-based
subgroups (eTable 3 in the Supplement). Results were similar when PCE component variables were
refit for the current data set.
In sensitivity analyses stratified by sex and race, results were generally similar, although
calibration was worse among men compared with women in the mild obesity category (E/O RR, 1.39;
95% CI, 1.28-1.52 vs E/O RR, 1.09; 95% CI, 1.01-1.21) and moderate to severe obesity category (E/O
RR, 1.52; 95% CI, 1.32-1.77 vs E/O RR, 1.30; 95% CI, 1.17-1.43]) and among Black individuals compared
with White individuals in the mild obesity category (E/O RR, 1.31; 95% CI, 1.20-1.43 vs E/O RR, 1.18;
95% CI, 1.09-1.29) (eTable 4 in the Supplement). In analyses stratified by involvement in
development of the PCE (ie, derivation vs non-derivation cohorts), PCE discrimination was similar
and calibration was better in derivation cohorts compared with nonderivation cohorts (Table 2). In
sensitivity analyses, results were similar when stratified based on age of participants at index visit (ie,
older vs younger than median) and after excluding individuals with statin or lipid-lowering therapy
use initiated after baseline visit (eTable 5 in the Supplement). The proportion of statin or lipidlowering therapy initiation after baseline was similar across BMI categories in this study (21% in the
normal weight range, 22% in the overweight category, and 23% in the obese category).

Table 2. Discrimination and Calibration of the Pooled Cohort Equations Across Body Mass Index Categories
Mean E/O RRa (95% CI)

C statistic (95% CI)
BMI category
Total

All cohorts

Derivation cohort
studiesb

Nonderivation cohort
studiesc

All cohorts

Derivation cohort
studiesb

Nonderivation cohort
studiesc

0.760 (0.753-0.767)

0.758 (0.746-0.770)

0.761 (0.752-0.770)

1.22 (1.18-1.26)

0.97 (0.92-1.02)

1.32 (1.28-1.36)

Underweight (<18.5)

0.789 (0.731-0.848)

0.777 (0.651-0.903)

0.793 (0.727-0.859)

1.01 (0.79-1.35)

0.69 (0.41-1.58)

1.09 (0.84-1.55)

Normal weight
(18.5 to <25)

0.785 (0.772-0.798)

0.777 (0.755-0.799)

0.792 (0.777-0.807)

1.21 (1.14-1.28)

0.87 (0.79-0.96)

1.36 (1.27-1.45)

Overweight
(25 to <30)

0.759 (0.748-0.770)

0.758 (0.739-0.777)

0.759 (0.745-0.773)

1.17 (1.12-1.22)

0.94 (0.87-1.01)

1.28 (1.21-1.35)

Mild obesity
(30 to <35)

0.738 (0.722-0.755)

0.744 (0.718-0.770)

0.734 (0.713-0.755)

1.24 (1.17-1.32)

1.03 (0.93-1.16)

1.32 (1.21-1.43)

Moderate to severe
obesity (≥35)

0.742 (0.721-0.763)

0.737 (0.697-0.777)

0.739 (0.715-0.764)

1.36 (1.25-1.47)

1.23 (1.03-1.47)

1.38 (1.26-1.51)

Abbreviations: BMI, body mass index (calculated as weight in kilograms divided by
height in meters squared); E/O RR, expected-to-observed risk ratio.
a

An RR of 1 indicates perfect calibration across the full spectrum of risk; greater than 1,
overestimation of risk; and less than 1, underestimation of risk.

b

Atherosclerosis Risk in Communities, Coronary Artery Risk Development in Young
Adults, and Cardiovascular Health Study.

c

Dallas Heart Study, Framingham Heart Study Third Generation, Jackson Heart Study,
Multi-Ethnic Study of Atherosclerosis, and Reasons for Geographic and Racial
Differences in Stroke.
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Finally, we assessed whether performance of the PCE would be improved by including obesityrelated measures (ie, BMI, waist circumference, and hsCRP as continuous variables). We found that
waist circumference and hsCRP, but not BMI, were individually associated with an increased hazard
of ASCVD overall (waist circumference: HR, 1.07; 95% CI, 1.03 to 1.11; hsCRP: HR, 1.07; 95% CI, 1.05
to 1.09) (Table 3) and in nearly all race and sex groups (eTable 6 in the Supplement). There was no
improvement in C statistic with addition of any of these measures individually to the other PCE
variables, either in the overall study cohort or separately in derivation and nonderivation cohorts
(Table 3) or in race- and sex-specific subgroups (eTable 6 in the Supplement). Addition of the 3
measures together led to statistically significant improvement in model discrimination vs standard
PCE (C statistic, 0.764; 95% CI, 0.757 to 0.771; P = .001 vs C statistic, 0.760; 95% CI, 0.753 to 0.767;
P = .001). Associations between obesity-related measures and ASCVD were similar in a competing
risks model used in place of a traditional Cox model (eTable 7 in the Supplement). Results were similar
when BMI, waist circumference, or hsCRP was used in place of, rather than in addition to, lipid profile
variables in the PCE model (eTable 8 in the Supplement). BMI and waist circumference did not result
in significant net reclassification improvement (NRI) at the 7.5% ASCVD risk threshold, and NRI with
hsCRP was significant (NRI, 0.003; P = .01) (eTable 9 in the Supplement). There were no significant
improvements in continuous NRI for the measures individually or in combination (BMI: NRI, −0.091;
95% CI, −0.262 to 0.080; waist circumference: NRI, 0.009; 95% CI, −0.330 to 0.349; hsCRP: NRI,
0.098; 95% CI, 0.017 to 0.180; combined: NRI, 0.069; 95% CI, −0.058 to 0.196).

Figure. Calibration by Body Mass Index (BMI) Category
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Discussion
To our knowledge, this is the first large, individual participant–level pooled analysis to assess the
performance of the PCE across the full range of BMI categories. This cohort study pooled 8 large,
community-based longitudinal cohorts, including nearly 28 000 individuals not included in the
derivation of the PCE. The PCE had acceptable model discrimination but were not optimally
calibrated and overestimated risk of ASCVD across the range of BMI categories except the
underweight category. Calibration was better near the decision threshold in all BMI groups but worse
among individuals with moderate to severe obesity and among those with the highest estimated
ASCVD risk. The PCE model did not perform as well among men in mild or moderate to severe obesity
categories or among Black individuals in the mild obesity category. Furthermore, other obesityrelated markers, such as waist circumference and hsCRP, were associated with ASCVD risk
independently of the standard PCE model; however, overall model performance was not improved
with the addition of variables that captured the degree or pattern of obesity or systemic
inflammation or by replacing laboratory-based lipid measures with measures of adiposity.
The PCE have been used in clinical practice for risk-stratification for guiding primary prevention
strategies for ASCVD since the equations’ introduction in 2013.1 However, researchers have
expressed concern about PCE performance in contemporary cohorts, specifically that suboptimal
calibration in these cohorts may overestimate risk and lead to unnecessary prescription of statins and
implementation of other preventive measures.5,26 In addition, given the rising prevalence of obesity
in the US and globally,7 there is a question whether the PCE perform adequately in more
contemporary obese populations given that the equations were derived from population cohorts
when obesity was less prevalent. These issues may be most severe in the treatment of individuals
with obesity but no metabolic anomalies (up to one-third of individuals with obesity in some studies).
In this group, the PCE might underestimate ASCVD risk given that they do not include an obesityrelated risk metric.27 Alternatively, in some populations, the rate of observed events among
individuals with obesity might paradoxically be lower than among individuals in the normal weight
range, and the PCE could overestimate risk in these individuals.28,29
Our findings addressed these concerns and demonstrated that among individuals with obesity,
the PCE performed adequately at the clinical decision risk threshold of 7.5% that is used to define
the need for many preventative therapies. However, the models demonstrated miscalibration at
higher levels of estimated risk among individuals in overweight and obese categories, where the PCE
overestimated risk. Compared with individuals in the normal weight range, those with moderate to
severe obesity had a lower observed rate of ASCVD and greater overestimation of risk. This

Table 3. Association Of Obesity-Related Measures With Atherosclerotic Cardiovascular Disease Events
Derivation cohort studiesa

All cohorts
c

Nonderivation cohort studiesb

Measure

C statistic (95% CI)

P value

C statistic (95% CI)

P value

C statistic (95% CI)

P value

BMI

1.00 (0.96-1.04)c

NA

1.02 (0.95-1.09)c

NA

0.98 (0.94-1.03)c

NA

Waist circumference

1.07 (1.03-1.11)c

NA

1.06 (0.99-1.13)c

NA

1.08 (1.03-1.13)c

NA

NA

1.06 (1.03-1.09)c

NA

hsCRP

1.07 (1.05-1.09)

c

c

NA

(1.08-1.19)

Model discrimination
Overall (standard PCE model)

0.760 (0.753-0.767)

Overall + BMI

0.763 (0.756-0.770)

.06

0.758 (0.746-0.770)
0.760 (0.748-0.772)

.36

0.766 (0.757-0.774)

0.761 (0.752-0.770)
.23

Overall + waist circumference

0.763 (0.756-0.770)

.88

0.760 (0.748-0.772)

.03

0.766 (0.757-0.774)

.48

Overall + hsCRP

0.762 (0.755-0.769)

.07

0.757 (0.745-0.769)

.99

0.764 (0.756-0.773)

.07

Overall + BMI + waist circumference + hsCRP

0.764 (0.757-0.771)

<.001

0.760 (0.747-0.771)

.003

0.767 (0.759-0.776)

.001

Abbreviations: BMI, body mass index (calculated as weight in kilograms divided by
height in meters squared); hsCRP, high sensitivity C-reactive protein; NA, not applicable;
PCE, pooled cohort equations.

b

Dallas Heart Study, Framingham Heart Study Third Generation, Jackson Heart Study,
Multi-Ethnic Study of Atherosclerosis, and Reasons for Geographic and Racial
Differences in Stroke.

a

c

Hazard ratios per 1-SD change in the exposure, with the addition of each obesityrelated measure to a standard pooled cohort equation–based risk-estimation model.

Atherosclerosis Risk in Communities, Coronary Artery Risk Development in Young
Adults, and Cardiovascular Health Study.
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observation may be consistent with an obesity paradox, as has been seen among individuals with
prevalent ASCVD. We found that the PCE were less well calibrated in Black individuals with mild
obesity. This is a high-risk population with higher rates of stroke, heart failure, and coronary heart
disease compared with non-Hispanic White individuals.30 Prior studies have suggested that the PCE
perform well in Black individuals overall,31 although with lower discrimination compared with
performance among White individuals.32 Our results provide additional insight, especially in light of
the substantially higher prevalence of obesity in non-Hispanic Black adults compared with
White adults.33
Strengths of this study include use of diverse cohorts, both those included and not included in
the development of the PCE. This may overcome the issue of model optimism that is a risk if
assessment of PCE performance by BMI categories is analyzed only in derivation cohorts. This study
is further strengthened by the use of multiple contemporary metrics of model performance, as
recommended for assessment of cardiovascular risk in asymptomatic adults.34,35 Although we did
not study more sophisticated measures of adiposity, we evaluated the impact of adding widely
available, clinically applicable obesity-related metrics to the PCE.
This study has several clinical implications. First, our findings suggest that the PCE can be used
for ASCVD risk estimation in most individuals with obesity and that it is not necessary to lower PCE
risk thresholds for these individuals. Second, the observation that obesity metrics did not
substantially improve performance of the PCE model does not exclude the possibility that PCE model
performance could be improved by using obesity-related risk factors that more robustly reflect
cardiometabolic risk (eg, imaging-based assessments of visceral fat) and that are not uniformly
captured in most cohorts. Future studies will be needed to elucidate whether clinical assessment of
body fat distribution or alternative biomarkers associated with obesity augment ASCVD risk
estimation in contemporary populations. Third, although the additional obesity-related metrics
evaluated in our study did not improve performance of the PCE for ASCVD risk estimation, our results
should not be misinterpreted to suggest that obesity is benign and unimportant for ASCVD risk
assessment. Higher BMI categories were associated with a significant trend for more prevalent
ASCVD risk factors. In addition, obesity is clearly associated with excess prevalence of many other
adverse health outcomes, and efforts to diagnose and treat it effectively are essential to improving
population health. The most recent cholesterol23 and primary prevention36 guidelines consider
metabolic syndrome, a consequence of obesity, a risk-enhancing factor to further inform the
discussion regarding statin use in primary prevention.

Limitations
This study has several limitations. First, issues such as intensive disease screening and medication use
after baseline visit, including lipid-lowering agents, could influence ASCVD incidence and lead to
miscalibration. However, the proportion of statin and lipid-lowering therapy initiation after baseline
was similar across BMI categories in this study, and exclusion of individuals with interim statin or lipidlowering therapy use did not alter the results. Second, our findings may not be generalizable to
individuals in the underweight category, including older populations with a higher prevalence of
frailty, given the relatively low sample size of the underweight population. Generalizability of the
findings to the broader US population could also be limited by differences in participants making up
different cohorts and by evolving care practices over time. Third, our study did not evaluate the
impact of physical activity or cardiorespiratory fitness on performance of the PCE in the obese
population. However, a 2016 study29 found that physically active adults in the overweight or obese
categories had similar or lower risks of ASCVD using the PCE compared with inactive adults in the
normal weight range. Fourth, outcomes associated with duration of obesity, changes in weight
trajectory, visceral adiposity, and other markers of high-risk obesity in the PCE37 were not addressed
in this study. Fifth, our findings do not generalize to individuals in overweight and obese categories
who were beyond the age- and laboratory-range criteria in the standard PCE. Similarly, we classified
individuals into Black and non-Black categories for evaluating the PCE based on the approach used
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in derivation of the PCE. Sixth, the analysis adding obesity-related metrics to the PCE does not
account for potential multicollinearity between obesity markers and component risk factors in
the model.

Conclusions
This cohort study found that the PCE had acceptable model discrimination but overestimated risk of
ASCVD across the spectrum of BMI, except the underweight category, with better calibration near
the decision threshold and less optimal calibration in the highest risk groups. Incorporation of usual
clinical measures of obesity did not result in more accurate risk estimation compared with the
standard PCE. These findings support the use of the PCE as a risk-estimation tool to guide prevention
and treatment strategies in adults regardless of obesity status. Future studies will need to determine
whether the use of more specific risk markers for obesity may improve estimation of ASCVD risk
among the increasing number of people living with obesity.

ARTICLE INFORMATION
Accepted for Publication: August 27, 2020.
Published: October 29, 2020. doi:10.1001/jamanetworkopen.2020.23242
Open Access: This is an open access article distributed under the terms of the CC-BY License. © 2020 Khera R et al.
JAMA Network Open.
Corresponding Author: Ian J. Neeland, MD, Department of Medicine, University Hospitals Cleveland Medical
Center, 11100 Euclid Ave, Cleveland, OH 44106 (ian.neeland@uhhospitals.org).
Author Affiliations: Section of Cardiovascular Medicine, Department of Internal Medicine, Yale School of
Medicine, New Haven, Connecticut (Khera); Center for Outcomes Research and Evaluation, Yale New Haven
Hospital, New Haven, Connecticut (Khera); Division of Cardiology, University of Texas Southwestern Medical
Center, Dallas (Pandey, Ayers, Berry, de Lemos); Department of Preventive Medicine, Northwestern University
Feinberg School of Medicine, Chicago, Illinois (Carnethon, Greenland, Lloyd-Jones); Department of Medicine,
Johns Hopkins University School of Medicine, Baltimore, Maryland (Ndumele); Michael E. DeBakey VA Medical
Center, Baylor College of Medicine, Houston, Texas (Nambi); Department of Medicine, University of Maryland
School of Medicine, Baltimore (Seliger); Benjamin Leon Center for Geriatric Research and Education, Florida
International University, Miami (Chaves); Division of General Internal Medicine, Department of Medicine, Weill
Cornell Medical College, New York, New York (Safford); Department of Medicine, University of Vermont,
Burlington (Cushman); Department of Internal Medicine, Boston University School of Medicine, Boston,
Massachusetts (Xanthakis, Ramachandran); Duke Clinical Research Institute, Durham, North Carolina (Mentz);
Department of Medicine, University of Mississippi Medical Center, Jackson (Correa); Department of Medicine,
University Hospitals Cleveland Medical Center, Cleveland, Ohio (Neeland); Case Western Reserve University School
of Medicine, Cleveland, Ohio (Neeland).
Author Contributions: Drs Khera and Neeland had full access to all of the data in the study and take responsibility
for the integrity of the data and the accuracy of the data analysis.
Concept and design: Khera, Pandey, Carnethon, Greenland, Nambi, Seliger, Safford, Correa, Lloyd-Jones, Neeland.
Acquisition, analysis, or interpretation of data: Khera, Ayers, Greenland, Ndumele, Chaves, Safford, Cushman,
Xanthakis, Ramachandran, Mentz, Correa, Lloyd-Jones, Berry, de Lemos, Neeland.
Drafting of the manuscript: Khera, Pandey, Neeland.
Critical revision of the manuscript for important intellectual content: All authors.
Statistical analysis: Khera, Ayers, Neeland.
Obtained funding: Khera, Safford, Correa, Neeland.
Administrative, technical, or material support: Khera, Carnethon, Safford, Cushman, Correa.
Supervision: Khera, Carnethon, Safford, Mentz, Correa, Lloyd-Jones, Neeland.
Conflict of Interest Disclosures: Dr Neeland reported receiving honoraria, consulting and speaker’s bureau fees,
and travel support from Boehringer Ingelheim Lilly Alliance; a research grant from Novo Nordisk; and serving on
the scientific advisory board of AMRA Medical outside the submitted work. Dr de Lemos reported receiving grant

JAMA Network Open. 2020;3(10):e2023242. doi:10.1001/jamanetworkopen.2020.23242 (Reprinted)

Downloaded From: https://jamanetwork.com/ on 10/29/2020

October 29, 2020

10/14

JAMA Network Open | Cardiology

Pooled Cohort Equation Estimates of Atherosclerotic Cardiovascular Risk

support from Roche Diagnostics and Abbott Diagnostics; consulting income from Roche Diagnostics, Abbott
Diagnostics, Ortho Clinical Diagnostics, and Amgen; personal fees for participating in data safety monitoring
committees for Novo Nordisk and Regeneron; and personal fees from Eli Lilly and Esperion outside the submitted
work. Dr Pandey reported serving on the advisory board of Roche Diagnostics and receiving a research scholarship
from Texas Health Resources. Dr Ayers reported receiving personal fees from the National Institutes of Health
(NIH) outside the submitted work. Dr Greenland reported receiving grants from the NIH during the conduct of the
study. Dr Nambi reported receiving grants from VA Merit; personal fees from Merck, Amgen, and DynaMed outside
the submitted work; and having a patent pending, co-owned by Roche and Baylor College of Medicine. Dr Seliger
reported receiving grants from Roche Diagnostics outside the submitted work and having a patent to 15/309,754
issued. Dr Safford reported receiving grants from Amgen outside the submitted work. Dr Ramachandran reported
receiving grants from NIH during the conduct of the study. Dr Mentz reported receiving research support and
honoraria from Abbott, American Regent, Amgen, AstraZeneca, Bayer, Boehringer Ingelheim Eli Lilly Alliance,
Boston Scientific, Cytokinetics, Fast BioMedical, Gilead, Medtronic, Merck, Novartis, Roche, Sanofi, and Vifor
Pharma. Dr Berry reported receiving personal fees from the Cooper Institute and grants from the NIH during the
conduct of the study as well as personal fees from AstraZeneca, grants and personal fees from Roche, and grants
from Abbott outside the submitted work. No other disclosures were reported.
Funding/Support: Dr Khera was supported by grant No. 5T32HL125247-02 from the National Heart, Lung, and
Blood Institute (NHLBI) and grant No. UL1TR001105 from the National Center for Advancing Translational Sciences
(NCATS) of the National Institutes of Health (NIH). Dr. Neeland was supported by grant No. K23 DK106520 from
the National Institute of Diabetes and Digestive and Kidney Diseases of the NIH and the Dedman Family
Scholarship in Clinical Care from UT Southwestern. The Atherosclerosis Risk in Communities study was funded in
whole or in part by federal funds under contract Nos. HHSN268201700001I, HHSN268201700002I,
HHSN268201700003I, HHSN268201700005I, and HHSN268201700004I from the NHLBI, NIH, and
Department of Health and Human Services. The Coronary Artery Risk Development in Young Adults (CARDIA)
study was conducted and supported by grant Nos. HHSN268201300025C and HHSN268201300026C from the
NHLBI in collaboration with the University of Alabama at Birmingham, grant No. HHSN268201300027C from
Northwestern University, grant No. HHSN268201300028C from the University of Minnesota, grant No.
HHSN268201300029C from the Kaiser Foundation Research Institute, and grant No. HHSN268200900041C
from the Johns Hopkins University School of Medicine. CARDIA was also partially supported by the Intramural
Research Program of the National Institute on Aging (NIA) and grant No. AG0005 through an intra-agency
agreement between NIA and NHLBI. The Cardiovascular Health Study was supported by contract Nos.
HHSN268201200036C, HHSN268200800007C, N01HC55222, N01HC85079, N01HC85080, N01HC85081,
N01HC85082, N01HC85083, and N01HC85086 and grant Nos. U01HL080295 and U01HL130114 from the
NHLBI, with additional contribution from the National Institute of Neurological Disorders and Stroke (NINDS).
Additional support was provided by grant No. R01AG023629 from the NIA. The Dallas Heart Study was supported
by grant No. UL1TR001105 from the Donald W. Reynolds Foundation and the NCATS. The Framingham Heart Study
was supported by contract No. HHSN268201500001I from the NHLBI/NIH and by the Boston University School
of Medicine. The Jackson Heart Study was conducted in collaboration with and supported by grant Nos.
HHSN268201300049C and HHSN268201300050C from Jackson State University, grant No.
HHSN268201300048C from Tougaloo College, grant Nos. HHSN268201300046C and HHSN268201300047C
from the University of Mississippi Medical Center, and contracts from the NHLBI and the National Institute on
Minority Health and Health Disparities. The Multiethnic Study of Atherosclerosis was supported by contract Nos.
HHSN268201500003I, N01-HC-95159, N01-HC-95160, N01-HC-95161, N01-HC-95162, N01-HC-95163, N01-HC95164, N01-HC-95165, N01-HC-95166, N01-HC-95167, N01-HC-95168, and N01-HC-95169 from the NHLBI and
grant Nos. UL1-TR-000040, UL1-TR-001079, and UL1-TR-001420 from NCATS. Reasons for Geographic and Racial
Differences in Stroke (REGARDS) was supported by cooperative agreement No. U01 NS041588 cofunded by the
NINDS and NIA. REGARDS-MI study was supported by grant Nos. R01 HL080477 and K24 HL111154 from the NIH.
Role of the Funder/Sponsor: Representatives of the National Institute of Neurological Disorders and Stroke were
involved in the review of the manuscript but were not directly involved in the collection, management, analysis
or interpretation of the data. This manuscript has been reviewed by CARDIA for scientific content. The funders
played no role in the design and conduct of the study; collection, management, analysis, and interpretation of the
data; preparation, or approval of the manuscript; and decision to submit the manuscript for publication.
Disclaimer: The views expressed in this manuscript are those of the authors and do not necessarily represent the
views of the NHLBI; NIH; or US Department of Health and Human Services.
REFERENCES
1. Goff DC Jr, Lloyd-Jones DM, Bennett G, et al. 2013 ACC/AHA guideline on the assessment of cardiovascular risk:
a report of the American College of Cardiology/American Heart Association Task Force on Practice Guidelines. J Am
Coll Cardiol. 2014;63(25 Pt B):2935-2959. doi:10.1016/j.jacc.2013.11.005

JAMA Network Open. 2020;3(10):e2023242. doi:10.1001/jamanetworkopen.2020.23242 (Reprinted)

Downloaded From: https://jamanetwork.com/ on 10/29/2020

October 29, 2020

11/14

JAMA Network Open | Cardiology

Pooled Cohort Equation Estimates of Atherosclerotic Cardiovascular Risk

2. Gao Y, Chen G, Tian H, et al; China National Diabetes and Metabolic Disorders Study Group. Prevalence of
hypertension in China: a cross-sectional study. PLoS One. 2013;8(6):e65938. doi:10.1371/journal.pone.0065938
3. Stone NJ, Robinson JG, Lichtenstein AH, et al; American College of Cardiology/American Heart Association Task
Force on Practice Guidelines. 2013 ACC/AHA guideline on the treatment of blood cholesterol to reduce
atherosclerotic cardiovascular risk in adults: a report of the American College of Cardiology/American Heart
Association Task Force on Practice Guidelines. Circulation. 2014;129(25)(suppl 2):S1-S45. doi:10.1161/01.cir.
0000437738.63853.7a
4. Whelton PK, Carey RM, Aronow WS, et al. 2017 ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA
guideline for the prevention, detection, evaluation, and management of high blood pressure in adults: executive
summary: a report of the American College of Cardiology/American Heart Association Task Force on Clinical
Practice Guidelines. Circulation. 2018;138(17):e426-e483.
5. Cook NR, Ridker PM. Calibration of the pooled cohort equations for atherosclerotic cardiovascular disease: an
update. Ann Intern Med. 2016;165(11):786-794. doi:10.7326/M16-1739
6. Yadlowsky S, Hayward RA, Sussman JB, McClelland RL, Min YI, Basu S. Clinical implications of revised pooled
cohort equations for estimating atherosclerotic cardiovascular disease risk. Ann Intern Med. 2018;169(1):20-29.
doi:10.7326/M17-3011
7. Flegal KM, Kruszon-Moran D, Carroll MD, Fryar CD, Ogden CL. Trends in obesity among adults in the United
States, 2005 to 2014. JAMA. 2016;315(21):2284-2291. doi:10.1001/jama.2016.6458
8. Ogden CL, Carroll MD, Kit BK, Flegal KM. Prevalence of childhood and adult obesity in the United States, 20112012. JAMA. 2014;311(8):806-814. doi:10.1001/jama.2014.732
9. Mozaffarian D, Benjamin EJ, Go AS, et al; writing group members; American Heart Association Statistics
Committee; Stroke Statistics Subcommittee. Heart disease and stroke statistics—2016 update: a report from the
American Heart Association. Circulation. 2016;133(4):e38-e360. doi:10.1161/CIR.0000000000000350
10. Poirier P, Giles TD, Bray GA, et al; American Heart Association; Obesity Committee of the Council on Nutrition,
Physical Activity, and Metabolism. Obesity and cardiovascular disease: pathophysiology, evaluation, and effect of
weight loss: an update of the 1997 American Heart Association scientific statement on obesity and heart disease
from the Obesity Committee of the Council on Nutrition, Physical Activity, and Metabolism. Circulation. 2006;
113(6):898-918.
11. Lavie CJ, Milani RV, Ventura HO. Obesity and cardiovascular disease: risk factor, paradox, and impact of weight
loss. J Am Coll Cardiol. 2009;53(21):1925-1932.
12. The ARIC investigators. The Atherosclerosis Risk in Communities (ARIC) study: design and objectives. Am J
Epidemiol. 1989;129(4):687-702.
13. Friedman GD, Cutter GR, Donahue RP, et al. CARDIA: study design, recruitment, and some characteristics of
the examined subjects. J Clin Epidemiol. 1988;41(11):1105-1116.
14. Fried LP, Borhani NO, Enright P, et al. The Cardiovascular Health Study: design and rationale. Ann Epidemiol.
1991;1(3):263-276.
15. Victor RG, Haley RW, Willett DL, et al; Dallas Heart Study investigators. The Dallas Heart Study: a populationbased probability sample for the multidisciplinary study of ethnic differences in cardiovascular health. Am J
Cardiol. 2004;93(12):1473-1480.
16. Tsao CW, Vasan RS. Cohort profile: the Framingham Heart Study (FHS): overview of milestones in
cardiovascular epidemiology. Int J Epidemiol. 2015;44(6):1800-1813.
17. Wyatt SB, Diekelmann N, Henderson F, et al. A community-driven model of research participation: the Jackson
Heart Study Participant Recruitment and Retention Study. Ethn Dis. 2003;13(4):438-455.
18. Bild DE, Bluemke DA, Burke GL, et al. Multi-ethnic study of atherosclerosis: objectives and design. Am J
Epidemiol. 2002;156(9):871-881.
19. Howard VJ, Cushman M, Pulley L, et al. The Reasons for Geographic and Racial Differences in Stroke study:
objectives and design. Neuroepidemiology. 2005;25(3):135-143.
20. World Health Organization. Obesity: preventing and managing the global epidemic: report of a WHO
consultation. World Health Organ Tech Rep Ser. 2000;894:i-253.
21. Harrell FE Jr, Califf RM, Pryor DB, Lee KL, Rosati RA. Evaluating the yield of medical tests. JAMA. 1982;247(18):
2543-2546. doi:10.1001/jama.1982.03320430047030
22. Harrell FE Jr, Lee KL, Califf RM, Pryor DB, Rosati RA. Regression modelling strategies for improved prognostic
prediction. Stat Med. 1984;3(2):143-152. doi:10.1002/sim.4780030207

JAMA Network Open. 2020;3(10):e2023242. doi:10.1001/jamanetworkopen.2020.23242 (Reprinted)

Downloaded From: https://jamanetwork.com/ on 10/29/2020

October 29, 2020

12/14

JAMA Network Open | Cardiology

Pooled Cohort Equation Estimates of Atherosclerotic Cardiovascular Risk

23. Grundy SM, Stone NJ, Bailey AL, et al. 2018 AHA/ACC/AACVPR/AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/
PCNA guideline on the management of blood cholesterol: a report of the American College of Cardiology/
American Heart Association Task Force on Clinical Practice Guidelines. Circulation. 2019;139(25):e1082-e1143. doi:
10.1161/CIR.0000000000000625
24. Demler OV, Paynter NP, Cook NR. Tests of calibration and goodness-of-fit in the survival setting. Stat Med.
2015;34(10):1659-1680. doi:10.1002/sim.6428
25. Fine FP, Gray RJ. A proportional hazards model for the subdistribution of a competing risk. J Am Stat Assoc.
1999;94(446):496-509. doi:10.1080/01621459.1999.10474144
26. Rana JS, Tabada GH, Solomon MD, et al. Accuracy of the atherosclerotic cardiovascular risk equation in a large
contemporary, multiethnic population. J Am Coll Cardiol. 2016;67(18):2118-2130. doi:10.1016/j.jacc.2016.02.055
27. Wildman RP, Muntner P, Reynolds K, et al. The obese without cardiometabolic risk factor clustering and the
normal weight with cardiometabolic risk factor clustering: prevalence and correlates of 2 phenotypes among the
US population (NHANES 1999-2004). Arch Intern Med. 2008;168(15):1617-1624. doi:10.1001/archinte.168.15.1617
28. Lavie CJ, Pandey A, Lau DH, Alpert MA, Sanders P. Obesity and atrial fibrillation prevalence, pathogenesis, and
prognosis: effects of weight loss and exercise. J Am Coll Cardiol. 2017;70(16):2022-2035. doi:10.1016/j.jacc.2017.
09.002
29. Loprinzi PD. Application of the “fat-but-fit” paradigm in predicting 10-yr risk for an atherosclerotic
cardiovascular disease (ASCVD) event using the pooled cohort risk equations among US adults. Int J Cardiol. 2016;
202:297-299. doi:10.1016/j.ijcard.2015.09.057
30. Mozaffarian D, Benjamin EJ, Go AS, et al; American Heart Association Statistics Committee and Stroke
Statistics Subcommittee. Heart disease and stroke statistics—2015 update: a report from the American Heart
Association. Circulation. 2015;131(4):e29-e322. doi:10.1161/CIR.0000000000000152
31. Fox ER, Samdarshi TE, Musani SK, et al. Development and validation of risk prediction models for
cardiovascular events in Black adults: the Jackson Heart Study Cohort. JAMA Cardiol. 2016;1(1):15-25. doi:10.1001/
jamacardio.2015.0300
32. Muntner P, Colantonio LD, Cushman M, et al. Validation of the atherosclerotic cardiovascular disease pooled
cohort risk equations. JAMA. 2014;311(14):1406-1415. doi:10.1001/jama.2014.2630
33. Benjamin EJ, Virani SS, Callaway CW, et al; American Heart Association Council on Epidemiology and
Prevention Statistics Committee and Stroke Statistics Subcommittee. Heart disease and stroke statistics—2018
update: a report from the American Heart Association. Circulation. 2018;137(12):e67-e492. doi:10.1161/CIR.
0000000000000558
34. Hlatky MA, Greenland P, Arnett DK, et al; American Heart Association Expert Panel on Subclinical
Atherosclerotic Diseases and Emerging Risk Factors and the Stroke Council. Criteria for evaluation of novel markers
of cardiovascular risk: a scientific statement from the American Heart Association. Circulation. 2009;119(17):
2408-2416. doi:10.1161/CIRCULATIONAHA.109.192278
35. Greenland P, Alpert JS, Beller GA, et al; American College of Cardiology Foundation/American Heart
Association Task Force on Practice Guidelines. 2010 ACCF/AHA guideline for assessment of cardiovascular risk in
asymptomatic adults: a report of the American College of Cardiology Foundation/American Heart Association Task
Force on Practice Guidelines. Circulation. 2010;122(25):e584-e636. doi:10.1161/CIR.0b013e3182051b4c
36. Arnett DK, Blumenthal RS, Albert MA, et al. 2019 ACC/AHA Guideline on the Primary Prevention of
Cardiovascular Disease: Executive Summary: a report of the American College of Cardiology/American Heart
Association Task Force on Clinical Practice Guidelines. Circulation. 2019;140(11):e563-e595. doi:10.1161/CIR.
0000000000000677
37. Després JP. Body fat distribution and risk of cardiovascular disease: an update. Circulation. 2012;126(10):
1301-1313. doi:10.1161/CIRCULATIONAHA.111.067264
SUPPLEMENT.
eAppendix. Supplemental Methods
eFigure 1. Study Selection Flowchart
eFigure 2. Calibration of the Pooled Cohort Equations by Body Mass Index Category
eTable 1. Characteristics of Study Participants by Study Cohorts
eTable 2. Number of Events and Individuals Across Obesity Classes by Body Mass Index for Groups Based on Their
Estimated 10-Year Risk of Atherosclerotic Cardiovascular Disease from the Pooled Cohort Equations
eTable 3. Likelihood Ratio Statistic for Model Performance for the Pooled Cohort Equations, Overall and Among
Strata Based on Obesity Class and Cohorts
eTable 4. Calibration of the Pooled Cohort Equations Stratified by Sex and Race

JAMA Network Open. 2020;3(10):e2023242. doi:10.1001/jamanetworkopen.2020.23242 (Reprinted)

Downloaded From: https://jamanetwork.com/ on 10/29/2020

October 29, 2020

13/14

JAMA Network Open | Cardiology

Pooled Cohort Equation Estimates of Atherosclerotic Cardiovascular Risk

eTable 5. Sensitivity Analyses
eTable 6. Association of Obesity-Specific Measures With ASCVD Events in Race- and Sex-Specific Subgroups
eTable 7. Association Between Obesity-Specific Measures and Incidence of ASCVD in Models That Account for
Competing Risk of Non-ASCVD Mortality
eTable 8. Association of Obesity-Specific Measures With ASCVD Events With Lipid Components Removed From
the PCE
eTable 9. Net Reclassification Improvement With Addition of Obesity-Specific Markers to the PCE Recalibrated to
the Data

JAMA Network Open. 2020;3(10):e2023242. doi:10.1001/jamanetworkopen.2020.23242 (Reprinted)

Downloaded From: https://jamanetwork.com/ on 10/29/2020

October 29, 2020

14/14

