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Abstract

Background—We tested the ability of the Framingham Risk Score (FRS) and the online ATP Il
risk estimator to estimate risk and to predict 10-year and longer term coronary heart disease (CHD)
death in younger adults (age 18-39 years). Although prediction with individual risk factors has been
tested in individuals less than 30 years, current multivariate risk prediction strategies have not been
applied to prediction of clinical CHD in this age range.

Methods—We included 10,551 male participants of the Chicago Heart Association Detection
Project in Industry (CHA) who were ages 18 to 39 years and free of baseline CHD and diabetes at
enrollment in 1967-1973. CHD risk was estimated using both FRS and ATP-111 online risk estimator
for each individual. Men were stratified into deciles according to the magnitude of predicted risk
calculated from measured baseline risk factors (CHA-predicted risk). Observed CHD mortality rates
for 10-, 20-, and 30-years of follow-up were compared with estimated risks. CHD death rates were
low across 30-years of follow-up.

Results—The Framingham Risk Score remained below 10% for all deciles of CHA-predicted risk
in the 18 to 29 year old cohort. Framingham-predicted risk reached 12% only in the 30 to 39 year
old cohort in the highest decile of CHA-predicted risk, despite substantial risk factor burden.

Conclusions—Neither method classified individuals under 30 years of age as high risk despite
substantial risk factor burden. Future clinical guidelines should consider alternative strategies to
estimate and communicate risk in populations below age 30.

INTRODUCTION

Approximately 90% of individuals with coronary heart disease (CHD) have at least one
antecedent, traditional risk factor such as smoking, diabetes, hypertension and/or
hypercholesterolemial. Throughout the lifespan, exposure to high levels of these risk factors
increases atherosclerotic burden?: 3, resulting in an increased risk for future clinical CVD
events® . In middle-aged adults, measurement of traditional risk factors thus serves as a proxy
for atherosclerotic burden and hence, increased risk of clinical CVD. The close association
between traditional risk factors, atherosclerotic burden, and risk for clinical CVD in middle-
aged adults allows for a single strategy of absolute risk assessment using the Framingham Risk
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Score or the Adult Treatment Panel 111 online risk estimator in order (1% to identify candidates
for medical therapy and (2) to encourage therapeutic lifestyle changes®.

The situation is different in younger adults less than 30 years. Even though the atherosclerotic
process begins at a young age in accordance with the level of traditional risk factors such as
smoking, high blood pressure, and high cholesterol”, clinical cardiovascular disease (CVD)
events do not occur until later in life®: 9. This apparent discrepancy between atherosclerotic
burden and event rates in younger adults highlights an important question: can currently
available risk estimation tools such as the FRS discriminate risk effectively when applied to
individuals younger than 30 years? Available studies have not addressed this question to date.

Since theé)ublication of ATP I11, the continued publication of large-scale clinical trials of statin
therapy1 » 11 have transformed the field of risk estimation to emphasize hard clinical
outcomes. Thus, although one could argue that the limitations of risk estimates in different
populations is of little clinical interest, we believe that the performance of risk estimates in
younger individuals with high risk factor burden has importance for both clinical practice and
public health recommendations. For clinicians, risk estimation provides the opportunity for an
interactive dialogue through which patients incorporate knowledge of their disease into the
decision to initiate medical therapy and/or lifestyle changes to improve their risk factor
profile12. If currently available risk assessment tools cannot differentiate those young adults
who are at eventual high risk from young adults who are truly low risk, this critical physician-
patient communication will be compromised. For public health, raising awareness and
changing behavior patterns successfully requires effective risk communication to the larger
population 13,14

Although prior studies have successfully created risk prediction tools for subclinical disease
in young adults!® 16 the ability of the Framingham risk score and/or the ATP 111 online risk
estimator to discriminate risk for clinical CHD has not been examined in younger populations
(age < 30 years). We therefore sought to examine the ability of the FRS and the online ATP
I risk estimator to estimate 10-year and longer term risk for CHD death in these young men.

Baseline Examination

From November 1967 to January 1973, the CHA study screened 39,522 men and women ages
18 years and older of varied socioeconomic backgrounds and ethnicities employed at 84
Chicago-area businesses. As previously reported in detail, standardized examination methods
were used 17 18 Trained staff measured height, weight, supine blood pressure using a standard
mercury sphygmomanometer, and serum total cholesterol from a non-fasting blood

sample 9 Participants completed a questionnaire about their demographic characteristics,
smoking history (never, former, or current smoking, and number of cigarettes/day for current
smokers), medical diagnoses and treatments (including hypertension and diabetes). Resting
electrocardiograms (ECGs) were classified as showing major, minor, or no abnormalities 0,
The study has been periodically approved by the Northwestern University Institutional Review
Board.

Mortality Follow-up

Vital status was ascertained through 2002, with an average follow-up of 32 years. Prior to 1979,
follow-up was completed by direct mail, telephone, contact with employer, and matching of
records with Social Security Administration files; from 1979-94 the National Death Index
(NDI) was used to identify deaths?! 2000, Death certificates were obtained and coded for
multiple causes by trained research staff according to the Eighth Revision of the International
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Classification of Diseases (ICD-8)22. Later, the NDI-plus service was used to obtain ICD Ninth
Revision (ICD-9) cause of death coding for 1995-98 and ICD Tenth Revision (ICD-10) coding
from 1999-0223, 24, For this report, the underlying cause of death was used. CHD mortality
was defined as ICD-8 and ICD-9 codes 410.0-414.9 and ICD-10 codes, 120.x-125.x.

Of 19,095 participants ages 18 to 39 years at baseline (1967-73), 1,368 were excluded for one
or more of the following reasons: lost to follow-up (n=56); prevalent CHD (n=29), major ECG
abnormality (n=753), or diabetes (n=461) at baseline, or missing baseline data on smoking,
blood pressure, serum cholesterol, body mass index (BMI), or education (n=69). After these
exclusions, 10,551 men and 7,176 women ages 18 to 39 years were eligible for the study
sample.

Statistical Analyses

RESULTS

Because women experienced very low CHD mortality in these age ranges, they were excluded
from these analyses. The male participants were stratified into two groups by age at baseline,
18-29 years and 30-39 years. Mortality rates per 10,000 person-years for 10-, 20-, and 30-
years of follow-up were computed.

We calculated the 10-year FRS for each individual using the beta coefficients and mean values
for risk factors from the Framingham cohort given by Wilson, et al 25 This method has been
used before in applying the FRS to other cohorts26. Because we excluded diabetics from our
analyses, this variable was excluded from the calculated risk score. The 10-year risk for CHD
death was also calculated using the ATP 111 online risk estimator2/. Because the minimum age
that can be incorporated is 30, all individuals age 18-29 years were given the risk estimate of
a 30 year old. CHA did not measure HDL cholesterol values so the mean value for men in the
Framingham cohort (44 mg/dL) was used for the online risk estimator.

In addition to the FRS and ATP IlI online risk estimator, we created a risk score from our
dataset (CHA risk score) in which we incorporated age, body mass index (BMlI), total
cholesterol (TC), systolic blood pressure (SBP), and smoking status into multivariate
regression models to predict CHD death. Within each age group, men were then stratified into
deciles according to the magnitude of their predicted risk using the CHA risk score. Levels of
estimated risk were then compared between the FRS and the ATP-I1I risk estimator, within
deciles of risk as predicted by the CHA risk score. Finally, risk estimates from the FRS and
ATP-I11 risk estimator were compared with observed event rates over 30 years of follow up.
All analyses were conducted using SAS statistical software (v9.1, SAS Institute Inc., Cary,
NC).

Baseline Characteristics

Table I shows baseline characteristics of the two different age cohorts in the study sample. The
younger cohort had a slightly lower BMI and a lower percentage of overweight or obesity and
a substantially lower total cholesterol compared with the older men.

Prediction of CHD Risk

The participants were stratified into deciles of predicted risk for CHD death based on the CHA
risk score, with decile 1 being the lowest and decile 10 the highest predicted risk (Table I1).

Each individual was also assigned a risk estimate using the ATP 111 online risk estimator and
using the multivariate risk equation from the FRS. Both the ATP 111 online risk estimator and
the FRS were able to order accurately the CHA risk estimate (Table 11). Among both younger
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and older men, the online risk estimator resulted in lower estimates of predicted risk compared
with the FRS. Table 111 shows the mean levels of risk factors in representative deciles of
predicted CHA risk. In both the older and younger male cohorts, higher decile of predicted risk
was associated with higher levels of individual risk factors, with a substantial risk factor burden
evident in the highest decile, despite low predicted event rates.

Even though the FRS estimated higher 10-year risks in both the younger and older cohorts, the
average 10-year predicted risk only exceeded 10%--a current threshold for possible initiation
of drug therapy--in the highest decile of the 30-39 year old group. The highest decile of the
CHA risk score in the younger cohort (age 18 to 29) only reached a 10-year estimate of 7% by
FRS. Thus, the FRS was unable to classify the young adults in this cohort as anything other
than low risk even in the face of a substantial risk factor burden.

Observed Mortality Rates

Both CHD and total mortality were low among the younger cohort of men with a progressive
increase in incident CHD deaths with longer follow-up (Table 1V). The FRS and ATP-111 risk
estimator were able to rank appropriately the order of observed CHD mortality rates (Table 11,
Right Columns). In the younger cohort (age 18-29 years) the observed mortality rate in the
first 10 years of follow-up did not exceed zero until the 10th decile of the CHA risk score
(Table 11). CHD death rates did not rise above zero at 20 years of follow-up until the 6! decile
of the CHA risk score. Even with follow-up to 30 years, the observed CHD mortality rate in
the highest decile of the CHA risk score was only 6 %. In the older cohort, the observed
mortality rate followed similar trends, with the highest decile of the CHA risk score reaching
1.72 % at 10 years and 11.3% at 30-years.

DISCUSSION

There were several important findings in this study. First, as expected, CHD death rates were
low across 10-, 20-, and 30-years of follow-up for young men, particularly among the 18 to 29
year old cohort. The predicted risk using either the online or the FRS calculated version
remained below 10% for all participants in the 18 to 29 year old cohort and only reached 12%
in the 30 to 39 year old cohort in the highest decile of the CHA risk score. Despite these low
risk estimates by both the FRS and the online risk estimator, the risk factor burden was
remarkably high in young individuals with the highest deciles of the CHA risk score.

Clinical and Public Health Implications

Prior authors have made a compelling case for a public health approach aimed at lowering the
overall burden of CVD risk factors in the population28. Indeed, successful public health efforts
can have a substantial effect on the knowledge and behavior of a population. For example, the
successful communication of lifetime breast cancer risk in women had a substantial influence
on the knowledge and behavior of women in the 1990s 13,14 could a parallel argument be
made for CVD risk reduction in the population? If so, what are the available means through
which risk for CVD can be communicated?

In older adults, the Adult Treatment Panel 111 (ATP I11) Panel recommended the incorporation
of individual CHD risk factors into a single, global risk assessment strategy6 in an effort to
identify and target those individuals at the highest overall risk. Currently, the Framingham
Risk Score (FRS) and the online ATP 111 risk estimator provide such a strategy for individuals
over 30 years through the calculation of 10-year absolute risk estimates for CHD events.

In younger adults, no such strategy currently exists. We believe that a parallel approach aimed
at identifying young individuals at the highest risk could provide the necessary means of risk

Am Heart J. Author manuscript; available in PMC 2008 July 1.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Berry et al.

Page 5

estimation and communication in this population. Such an approach could support both
clinicians and public health officials in their efforts to reduce the risk factor burden among
young adults. Prior to now, the ability of the currently available methods for risk estimation in
this age range was unknown. Our results are among the first to examine systematically the
performance of these methods in estimating risk in young adults.

Alternative Strategies to Risk Communication

The inability of these methods to classﬁy young individuals as “high risk” reflects some
important limitations to these models 25 and their current application in clinical practice. The
Framlngham risk equations appropriately place significant weight on age in predicting absolute
risk.29 The effect of this weighting of age is that typically only older patients exceed thresholds
for treatment in guidelines such as ATP-111. Although risk assessment provides a successful
framework for clinical decision-making regarding treatment thresholds, it is also a critical
tool for effective risk communication. Without effective risk communication about the
relationship between lifestyle choices and risk, behavior change is unlikely12

Recently, some authors have argued for a return to relative risk estimates |n place of age-
dependent absolute risk estimates for individuals with low short term risk?9. Others have
argued for estimation of absolute lifetime risks 30, 31 In contrast to short term risk, lifetime
risk estimates may provide an estimate of absolute risk during the remaining lifespan, thereby
avoiding the problem of the age-dependency of the current global risk assessment strategies.
Such an approach may allow identification of younger individuals with low short-term but high
lifetime risks, who would benefit from intensive lifestyle modification or in whom early
initiation of drug therapy is likely to be more cost effective. A final strategy might include
using similar 10-year risk estimates for this patient population with lower, or age-specific, cut-
points for “high-risk”. For example, a calculated FRS of > 4% for men under 30 years and >7%
for men 30-39 years would identify individuals in the highest quartile of risk for their age
group. Nevertheless, those individuals in the highest quartile of risk by FRS may not be the
same individuals at highest lifetime risk: BI‘IOI’ research has shown that the FRS is poor at
stratifying lifetime risk in younger men

Future research is needed to clarify which of these strategies, if any, is effective in the
identification of “high-risk” individuals under 30 years. Once identified, these strategies will
need to be tested further in clinical and public health applications to determine their efficacy
in communicating risk, encouraging therapeutic lifestyle change, improving adherence with
therapy, and reducing risk factor burden.

Individual Risk Factors in Young Adults

Although the absolute event rates in individuals under 30 years are low, individual risk factors
measured in this age range are significant and strong predictors of future clinical events. Among
1017 male medical students, serum total cholesterol was a strong and mdependent predictor
of future CHD events over the course of 27 to 42 years of follow- up . Forty years of follow-
up from 595 young adults (age 30-39) in the Framingham Heart Study found similar
associations between total cholesterol and both cardiovascular and all-cause mortallty .Ina
prior analysis of the CHA cohort, major coronary disease risk factors such as age, serum total
cholesterol, blood pressure, and cigarette smoking were observed to be strong and mdependent
risk factors for CHD death in younger adults (age 18-39) in long-term follow- up

These risk factors are associated with future clinical events in part because of their ability to
promote subclinical atherosclerosis at very young ages. Autopsy studies from the Korean33
and Vietnam34 wars were the first to document the presence of significant subclinical coronary
atherosclerosis among young individuals who died of non-CVD related causes. Premature

Am Heart J. Author manuscript; available in PMC 2008 July 1.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Berry et al.

Page 6

atherosclerosis does not affect all young adults equally and varies according to the presence
of major cardiovascular risk factors 5 More recently, the Bogalusa Heart Study has shown
that smoking, blood pressure, blood cholesterol, and age are significantly associated with the
gccumulation of aortic and coronary atherosclerosis among a younger population (age 2 to 39)

Cost-Effectiveness of Global Risk Assessment in Young Adults

Limitations

Conclusions

In older adults, identifying individuals at the highest risk using global risk assessment provides
a cost-effective approach to decisions regarding cholesterol-lowering drug therapy. Prior
studies have shown that from a societal standpoint, the greatest benefit is achieved when the
highest risk individuals are treated with statin drugs36. Although it would not be cost-effective
to treat large percentages of young adults with intermediate risk factor burden, it likely would
be cost-effective to treat only the very highest risk young adults. Finally, cost-effective primary
prevention with statins is markedly different from cost-effective primary prevention with
therapeutic lifestyle changes. Prior estimates suggest that in men with a variety of risk factor
levels, primary prevention with diet can be a very cost-effective strategy36. Thus, development
of more accurate risk estimates and more effective means of risk communication could be a
very cost effective approach to risk factor reduction in individuals under 30 years.

Our study has some limitations. Whereas the Framingham Risk Score provides estimates for
both fatal and non-fatal CHD events, the present study reports only fatal CHD events. Based
on prior studies, we estimate that CHD death represents approximately 1/3 of all incident CHD
events in this age range37v 38, Thus, we undoubtedly underestimated the overall CHD event
rate in the CHA cohort since we did not ascertain non-fatal events. When the FRS overestimates
absolute risk, recalibration of the FRS using the risk factor means and the event rate in the
study population can produce an accurate estimate of absolute risk for CHD?26, 39,
Nevertheless, even in these circumstances the FRS is capable of providing an accurate rank
order of CHD risk without recalibration. We confirmed this in the present study, demonstrating
that the FRS can accurately order risk in a cohort with lower event rates than the original
Framingham cohort. Thus, over-estimation of 10-year risk by the FRS was an anticipated
finding in the present study, and the ability to rank-order CHD risk is consistent with prior
literature. There may have been bias in our findings due to a “healthy worker effect,” although
numerous prior publications from this dataset have produced results that are consistent with
other large cohort studies. In addition, the event rates observed in the present study in other
age ranges are quite similar to other published findings. Finally, although classification of
deaths using death certificates can be inaccurate, prior literature has shown this to be less of a
concern in younger individuals40.

In conclusion, both the FRS and the ATP 111 online risk estimator were able to order risk
estimates accurately among young adult men. However, neither strategy was able to identify
high risk individuals (i.e. >20% absolute risk in 10 years) younger than 30 years despite
substantial risk factor burden. Future clinical guidelines should consider alternative strategies
to estimate and communicate CVD risk to the young adult population.
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Men
Age
Characteristics 18-29 Years 30-39 Years
N 5154 5221
Age, years 250+3.0 345+29
BMI, Kg/m2 255+3.8 265+34
Overweight (% BMI > 25 Kg/m?) 51.4 65.2
Obese (% BMI > 30 Kg/m?) 10.4 13.4
Serum Cholesterol, mg/dl 180.0 +33.3 199.4 + 36.2
SBP, mmHg 133.9+14.8 134.8 £15.7
DBP, mmHg 76.3+£10.0 79.8+10.5
Current smoker (%)
1-19 cigarettes/day 15.2 115
20 + cigarettes/day 34.2 33.2

Numbers are mean + SD or percent

BMI: body mass index; SBP: systolic blood pressure; DBP: diastolic blood pressure

Am Heart J. Author manuscript; available in PMC 2008 July 1.



Page 11

Berry et al.

"p|o Jeak O © JO B1eWIISe s 8yl UBAID a1em s1eak 6z—8T abe sjenplalpul [[e ‘o€ I parelodioour 8q ued Jey) abe wnwiuiw sy} 8sneaag *I0JeWIISS YSL 8UIjUO ||| LV 8yl Buisn pareinojed

‘pabelane uayy ‘(866T ‘uone|naal) “uaded paystignd 4° A 1818d) Blep 1oyod weybulwel Wwoiy paaLap uolyenbs Buisn a]198p ulylm uosiad yaes 10) pare|ndjed sem 3siy

#

4

YSU aAlRINWND
*

aseasip Meay A1euolod :aHD

‘Bunjows Aneay pue Buiyows aresapow 1oy sainseaw [eatiohiared pue ‘(49s)
ainssaid poojq 21101sAs pue (D1) |0J81s810Yd |10} ‘(1INg) Xapul ssew Apoq ‘abe 1o} sainseaw snonuiuod Buisn sjapow spaezey jeuoiliodoid X0 wWouy SJUaId14809 BIaq Buisn paje|najes 8103sS WYHD

L
0211 759 7T 76v°€1 Z0T¢C z1 X473 65 01
SIS Ve 750 €89 2110 7 656 0% 6
67 6vC 960 816V VY0 9 €08 (T4 3
207 1 000 eVLE 2120 9 YTZ TC 7
a3 eST 820 Gl6¢C 0¢¢ 0 S 729 3T 9
Ve 170 610 69EC 9510 v 296 81 S
e3T 610 610 6E8°T 6010 v 187 3 v
960 8E0 000 Vvt 9700 3 142 g 3
ST1 610 000 S0TT 7500 z 09°€ 9 Z
610 000 000 8070 6200 T> 79°¢C T T
SIeaA gE—0¢ Saby/
209 254 850 T6V'S V20 v 8T L T¢ 01
0S¢ SIT 000 374 G010 3 veS 71 6
GG1 850 000 7767 7900 Z 097 3 3
760 000 000 2057 1v0°0 z 16°€ 5 7
o1 620 000 7611 €E00 Z Ve 9 9
650 000 000 €960 7200 T> Z1e Z S
850 000 000 89770 6100 T> 78¢C 3 v
850 000 000 v09°0 €100 T> 9% 3 3
810 610 000 2970 6000 T> 961 v Z
610 000 000 8820 7000 T> 651 T T
SJeaA 6¢—8T Saby
1408 _ 1A-02 _ 1A-0T 1A-08 _ 1A-0T 43UNUO _ |,PeIeINdIED _ N
(%) _91ed A[ELION QHD Pantssqo (96) (13POIN VHO) YISt pa1oIpaid (96) avewns3 sty JA-0T weybuiwe.a Jsuresa aHO [8POINl X00 YHO AQ sty 40 8]198Q

€/6T—,96T Ul abe Aq usw U0NNEID0SSY 1LIeaH 0BedIYD 10 8100S sl Weybullwel pue |8109s %si UONeId0SSYy LesH obedlyD Jo sa|ioeq

NIH-PA Author Manuscript

Il 81qeL
NIH-PA Author Manuscript

NIH-PA Author Manuscript

Am Heart J. Author manuscript; available in PMC 2008 July 1.



Page 12

Berry et al.

NIH-PA Author Manuscript

ainssald pooj|q 21101sAS :dgS ‘xapul ssew Apod :|INg

433 3 43 33 7Ty 00T BUBOWS %
It [ver  ver ot [geet  [Lvel BHWW " dgs
Teve  [196T  [gIst 092z [reit  [Tevt  [Ip/PW ToIaisaion) Wwnisg
T8 7% TV T8 Ve 44 /BT TG
03¢ TYE 1443 9T 4514 T2 STER "0V
0t 5 T 0t 5 T SOSIERIEe)
CITRETq] 9|19ad
STESA 6E—0F STESA 62-81
YS1Y pa1dIpald JO sa[198Q aAneIussalday Aq Suea|y Joioed Ysiy
I 3|qeL

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Am Heart J. Author manuscript; available in PMC 2008 July 1.



Page 13

Berry et al.

609 8zl STH'6vT 016 16T saesk og

9'62 8'8 22€'201 £0€ 06 saeak 07

99T (0% 688'TS 98 1C s1eah 0T 122S saeak 6£-0€
9'/2 €5 686'0ST 9T 08 saeak 08

4% 8'Z 998'T0T LT 6¢ saesh 0Z

6'6 90 8/2'TS 15 € s1esk 0T ¥STS s1eak 62-8T
[eroL aHo saeak-uosiad [eloL aHo N dnouo sby

+018Y Al[eLIoON syresq Jo JsquinN

'€/6T—/96T ul abe Aq dn-moj|o} Jo sieak o ‘0z ‘0T Buunp uspy ApniS uoneId0ssy LeaH ofealyd ul Aljeuow aHD

NIH-PA Author Manuscript

Al 3|0eL

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Am Heart J. Author manuscript; available in PMC 2008 July 1.



