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Chest Pain and Coronary Heart Disease
Mortality Among Older Men and Women in
Three Communities

Andrea Z. LaCroix, PhD, Jack M. Guralnik, MD, PhD, J. David Curb, MD, MPH,
Robert B. Wallace, MD, Adrian M. Ostfeld, MD, and Charles H. Hennekens, MD, DrPH

Angina pectoris is a manifestation of coronary heart disease, yet little is known from clinical or
epidemiologic studies about its prognosis in older populations. We investigated the relation of
uncomplicated angina symptoms to risk of coronary heart disease mortality within 3 years in
a prospective study of 8,359 people aged 65 and older residing in three communities. From
baseline (1981-1983) to the third year of follow-up (1984-1986), there were 245 deaths from
coronary heart disease. Three classifications of chest pain were defined using the Rose
Questionnaire: nonexertional chest pain, chest pain on exertion (including angina), and
angina. Exertional chest pain was a strong, independent predictor of coronary heart disease
death for older men and women. There were no differences in the prognostic implications of this
symptom between the sexes; the relative risks being 2.4 (95% confidence interval, 1.4-4.4) in
men and 2.7 (1.7-4.2) in women. The risk of coronary heart disease mortality for those
reporting chest pain on exertion was at least as high as that for participants whose symptoms
met the Rose Questionnaire criteria for angina. The association between exertional chest pain
and coronary heart disease mortality was independent of other coronary risk factors. The
relation was specific for deaths from coronary heart disease, as there was no association
between exertional chest pain and noncoronary causes of death. Chest pain on exertion conveys
important prognostic information about risk of coronary death in older populations, regardless

437

of gender. (Circulation 1990;81:437-446)

death among older Americans, accounting

for nearly one half million fatalities among
people aged 65 and older in 1985.1 Angina pectoris is
a manifestation of coronary heart disease, yet little is
known from either clinical or epidemiologic studies
about its prognosis in older populations. As originally
described by Heberden,? classic angina is character-
ized by midsternal or left-sided chest pain provoked
by exertion and relieved by rest. The perception and

Coronary heart disease is a leading cause of
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importance of angina may differ in older populations
for several reasons. First, perception of pain is
thought by some to diminish with age,>* although
experimental evidence for “presbyalgos” is currently
inconclusive.5 Second, recall of angina symptoms may
be influenced by age due to a greater prevalence in
older people of memory losses and competing multi-
ple bodily discomforts that may lessen the attention
paid to chest pain.>¢ Third, silent myocardial infarc-
tion is thought to be common in the aged and may
not be preceded by any recognized pain related to
ischemia.” Fourth, many older people become less
physically active, particularly when limited by respi-
ratory and musculoskeletal conditions, and may not
exercise to the point of provoking angina.® Finally,
older people are thought to be more likely to expe-
rience atypical symptoms such as dyspnea, dizziness,
and fatigue, rather than classic angina pectoris as a
result of transient myocardial ischemia.38

In epidemiologic studies, the classification of
angina pectoris is often made on the basis of the
London School of Hygiene Cardiovascular Question-
naire, a standardized instrument designed by Geof-
frey Rose.® The relation of angina as assessed by the
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Rose Questionnaire with fatal and nonfatal coronary
heart disease events has been well established in
middle-aged men.!9-1¢ However, use of the Rose
Questionnaire for predicting future coronary events in
women of all ages remains unclear.!2-13.15.17-19 Thus,
the prognostic value of the Rose Questionnaire for
predicting future coronary heart disease in older men
and women is unknown. A prospective study of three
community populations of people aged 65 and over
provided the opportunity to investigate the relation of
uncomplicated angina and other chest discomfort, as
measured by the Rose Questionnaire, to risk of coro-
nary heart disease mortality within 3 years.

Methods
Study Populations

The study populations include three prospective
studies of community-dwelling older people that are
part of the Established Populations for Epidemio-
logic Studies of the Elderly (EPESE). The studies
began in 1981 and are located in East Boston,
Massachusetts; New Haven, Connecticut; and Iowa
and Washington counties, in rural Iowa. A fourth
EPESE site located in Durham and surrounding
counties in North Carolina began in 1985, but suffi-
cient follow-up data are not yet available.

In baseline surveys conducted between 1981 and
1983, trained interviewers collected data on demo-
graphic characteristics, medical history and symptoms,
prescription and nonprescription drug use, health
habits, and health care utilization. Blood pressure and
pulse measurements were also obtained. Surrogate or
proxy informants were used for those few subjects
unable to respond for themselves. The methods used
in the baseline surveys are published elsewhere.20:2!
Briefly, full community surveys of subjects aged 65 and
older were conducted in East Boston and rural Iowa.
In East Boston, of the 4,562 eligible, baseline inter-
views were obtained for 3,812 (84%). For Iowa, of the
4,601 eligible, 3,673 were interviewed (80%). The New
Haven population was selected from a stratified ran-
dom sample defined by three types of housing: public
housing projects for the elderly with age and income
restrictions, private housing projects for the elderly
with age restrictions only, and other private commu-
nity dwellings. Men were oversampled and of the
3,337 eligible, 2,812 were interviewed (82%).

We excluded subjects for whom proxy informants
provided information, since chest pain questions
were not asked (3.9% for East Boston and 2.0% for
New Haven). In Iowa, 12.4% were excluded because,
in addition to proxy interviews, telephone surveys
conducted for persons too ill or too involved in
farming operations to schedule in-person interviews
did not include chest pain questions. In addition, the
present study was restricted to subjects free from
previous myocardial infarction at baseline, excluding
10.3%, 12.7%, and 11.2% of subjects in East Boston,
New Haven, and Iowa, respectively. Of the remain-
der, less than 2% were missing data on chest pain.

The final analytic sample therefore included 8,359
participants (3,241 in East Boston, 2,371 in New
Haven, and 2,747 in Iowa).

Data Collection

The London School of Hygiene Chest Pain, or
Rose Angina, Questionnaire was administered by
trained interviewers at baseline. The classification of
angina by World Health Organization criteria is
based on six characteristics elicited by this question-
naire?2: 1) the historical presence of any pain, dis-
comfort, pressure, or heaviness; 2) present when
hurrying, walking uphill, or at an ordinary pace on
the level; 3) that requires the subject to stop, slow
down, or take a nitroglycerin; 4) with subsequent
relief; 5) occurring in 10 minutes or less; 6) located in
the upper or middle sternum or the left anterior
chest and left arm. Four chest pain classifications
were derived from these criteria. Respondents who
denied any history of chest pain as specified in the
first criterion were classified as having “no chest
pain.” Respondents who reported history of chest
pain satisfying the first criterion but not when hurry-
ing, walking uphill, or on the level were classified as
having “nonexertional chest pain.” Respondents who
reported a history of chest pain that occurred on
exertion, that is, when hurrying, walking uphill, or on
the level were classified as having “exertional chest
pain.” Respondents who reported a history of chest
pain with characteristics satisfying all six of the Rose
Angina Questionnaire criteria were classified as hav-
ing “Rose angina.” Those with Rose angina are a
subset of the group reporting exertional chest pain.

Demographic information on age, sex, and race
(New Haven only) as well as history of major chronic
conditions diagnosed by a physician (or other health
care provider for East Boston participants) including
heart attack, diabetes, and high blood pressure was
obtained. A definite “yes” was required for classifi-
cation of a positive history for these conditions;
suspect or possible diagnoses were not included. Use
of nitrates within the last 2 weeks was determined by
the interviewer from observation of all prescription
drugs taken during the preceding 2 weeks. Drug
names were recorded from the container labels and
coded uniformly. Three blood pressures (two in
lowa) were taken with the participant seated accord-
ing to the standard protocol used in the Hypertension
Detection and Follow-up Program.2? The average of
two systolic blood pressure measurements (the last
two in East Boston and New Haven) were used in this
report. Respondents who answered ‘“yes” to the
question, “Do you smoke cigarettes regularly now?”
at baseline were classified as current smokers. Those
who indicated that they had been regular smokers
but were not current smokers were classified as
former smokers. Alcohol consumption per day during
the previous month was calculated from a series of
questions regarding frequency and amount of beer or
ale, wine, and liquor consumption over the previous
month. In the present study, subjects who consumed
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TABLE 1. Age-Adjusted Prevalence of Chest Pain at Baseline and 3-Year Age-Adjusted Mortality Rates Among EPESE Participants

Prevalence of chest pain

3-year mortality

Nonexertional

Chest pain Rose Total CHD

P . chest pain on exertion angina*® mortality mortality

opulation

Community Sex at risk Prevalence rate/100 Mortality rate/100

East Boston Men 1,195 13.8 (167) 6.7 (79) 4.2 (47) 16.4 (159) 3.7(35)
Women 2,046 14.2 (298) 9.4 (197) 5.8 (122) 9.6 (203) 2.2 (47)

New Haven Men 936 18.0 (163) 6.3 (53) 4.0 (32) 19.3 (197) 4.3 (40)
Women 1,435 18.6 (267) 8.8 (131) 5.5 (84) 11.4 (163) 2.6 (42)

Iowa Men 936 16.0 (158) 4.9 (54) 3.0(37) 11.7 (115) 3.9 (42)
Women 1,811 16.5 (286) 6.9 (115) 4.2 (66) 6.6 (122) 2.3(39)

CHD, coronary heart disease.

*Subjects with Rose Questionnaire angina are a subset of subjects with exertional chest pain.
Numbers in parentheses indicate cases of chest pain for prevalence rates and number of deaths for mortality rates.

at least 0.5 oz/day were compared with those who
consumed lesser amounts of alcohol or none at all.
Vital status of all participants was ascertained by
local surveillance mechanisms such as monitoring
obituary notices and state vital statistics records, as
well as by annual contacts with the participant or a
proxy informant. During the first 3 years, follow-up
was virtually complete in each location (less than 1%
lost to follow-up in New Haven, no losses in East
Boston and Iowa). Death certificates were obtained
for all decedents and coded by a single nosologist
using the Ninth Revision of the International Classifica-
tion of Diseases, Clinical Modification (ICD-9-CM).
There were 362 deaths in East Boston participants,
360 in New Haven, and 237 in Iowa. Deaths with an
underlying cause of coronary heart disease were coded
as ICD-9-CM 410-414 for 245 eligible participants (82
in East Boston, 82 in New Haven, and 81 in Iowa).

Statistical Methods

Age-adjusted prevalence rates of the three types of
chest pain (nonexertional, exertional, and Rose
angina) and rates of total and coronary heart disease
mortality were calculated using analysis of covariance
techniques in conjunction with logistic regression
models.24 Rates were adjusted to the age distribution
of the three cohorts combined. The relation of chest
pain at baseline to standard coronary heart disease
risk factors and use of nitrates was assessed sepa-
rately for men and women in each community. Sub-
jects reporting nonexertional chest pain, chest pain
on exertion, and the subset with Rose angina were
compared with those reporting no such symptoms.
Statistical tests for means (¢ tests) and proportions
(x? tests) were performed.

Relative risks for coronary heart disease mortality
comparing subjects with exertional chest pain to
those with nonexertional chest pain and no chest
pain were computed using Cox proportional hazards
models. Relative risks (hazard ratios) and corre-
sponding two-sided 95% confidence intervals (CI)
were derived from models containing exertional
chest pain (present vs. absent) alone, as well as in
combination with age and other coronary risk

factors.2s> Models for the New Haven community
contained terms for race (white vs. other) and hous-
ing stratum (public, private vs. community housing).
Community-stratified summary estimates of relative
risk were computed from Cox regression models that
summarized across strata to provide an overall esti-
mate adjusting for community.26

Results

Age-adjusted prevalence rates of nonexertional
chest pain were similar for men and women in each
community and ranged between 14% and 19%
(Table 1). In contrast, age-adjusted prevalence rates
of exertional chest pain and Rose angina were higher
for women than men. About 7-9% of the women
reported exertional chest pain at baseline compared
with 5-7% of the men. Prevalence rates of Rose
angina ranged between 4% and 6% for women and
3% and 4% for men.

Men had higher age-adjusted rates of mortality
from all causes and from coronary heart disease than
women in each community after 3 years of follow-up
(Table 1). In all three cohorts, men experienced
mortality rates approximately 70% greater than those
of women for both total and coronary heart disease
mortality.

For analyses of the association between exertional
chest pain and baseline characteristics, subjects with
no chest pain and nonexertional chest pain were
combined because in previous analyses, risk factor
profiles were found to be similar in the two groups
(Table 2). Risk factor profiles were also similar for
those with exertional chest pain not meeting the
Rose criteria and those with Rose angina; therefore,
results are presented for the combined group with
any exertional chest pain. The average age of those
without exertional chest pain was slightly, but not
significantly, higher than those with chest pain on
exertion. History of diabetes was more common
among those with exertional chest pain as compared
with those without such chest pain, and this differ-
ence reached statistical significance for East Boston
women (19.3% vs. 12.4% with diabetes, respectively;
p<0.01). The only exception was Iowa men, for
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TaBLE 2. The Relation of Exertional Chest Pain to Selected Characteristics at Baseline Among EPESE Participants

Exertional chest pain

East Boston New Haven Towa
Present Absent Present Absent Present Absent
Baseline characteristic
Men (sample size) 79 1,116 53 883 54 882
Age (mean years) 71.7 72.6 72.3 74.1 73.4 73.6
History of diabetes (%) 20.3 14.4 15.1 11.8 1.9 10.3*
History of hypertension (%) 31.7 31.7 43.4 35.8 46.3 31.9%
Antihypertensive use (%) 26.6 21.9 321 30.2 44.4 29.3*
Current smoking (%) 29.1 25.6 245 242 16.7 14.4
Former smoking (%) 50.6 45.7 52.8 43.5 48.2 42.1
Alcohol consumption (%)
(20.5 oz/day) 41.6 40.6 30.2 30.1 17.0 21.1
Systolic blood pressure
(mean mm Hg) 140.4 146.2* 142.6 144.6 132.0 137.7
Diastolic blood pressure
(mean mm Hg) 76.6 80.3tF 79.2 80.9 71.6 74.2
Nitrate use (%) 114 1.1% 17.0 2.0% 24.1 2.7%
Women (sample size) 197 1,849 131 1,304 115 1,696
Age (mean years) 722 73.0 74.4 74.7 74.7 74.8
History of diabetes (%) 19.3 12.4% 17.6 12.0 11.3 8.1
History of hypertension (%) 513 46.1 63.4 48.01 59.1 45.7t
Antihypertensive use (%) 342 36.7 59.2 43.7% 57.9 439t
Current smoking (%) 16.8 16.8 24.4 17.6 10.5 5.5*
Former smoking (%) 20.8 14.8* 20.0 17.5 4.4 7.4
Alcohol consumption (%)
(=0.5 oz/day) 9.8 10.5 10.0 84 5.4 4.0
Systolic blood pressure
(mean mm Hg) 140.3 144.9% 1414 144.5 137.0 136.9
Diastolic blood pressure
(mean mm Hg) 75.8 77.6* 77.0 78.8 71.7 71.9
Nitrate use (%) 19.3 1.8% 252 3.0% 19.1 1.0%

*p<0.05; 1p<0.01; £p<0.001.

whom the association was reversed and statistically
significant ( p<0.05). History of hypertension and use
of antihypertensives were generally higher among
those with exertional chest pain as compared with
those without such symptoms. These associations
were statistically significant for New Haven women
and Iowa men and women. Conversely, systolic and
diastolic blood pressure were consistently inversely
related to exertional chest pain. For example, among
East Boston men and women, those without exer-
tional chest pain had systolic blood pressure levels
4—-6 mm Hg higher on average than those reporting
exertional chest pain (p<0.05 for men and women).

Few differences in the percent currently smoking
were observed between those with and without exer-
tional chest pain. Women in New Haven and Iowa
with exertional chest pain were more likely to be
current smokers. In contrast, proportions of former
smokers were consistently higher among those with
exertional chest pain. The only exception was lowa
women, for whom the reverse pattern was observed,
and for whom the prevalence of current and former
smoking was much lower than in the other commu-

nities. Finally, little difference was observed in the
proportions consuming =0.5 oz/day of alcohol on
average between those with and without exertional
chest pain. However, alcohol consumption was gen-
erally lower among women than men and particularly
low among Iowa women.

Approximately 20% of men and women with exer-
tional chest pain had used nitrates (Table 2). The
proportion of nitrate users among those with Rose
angina did not differ from that observed among
subjects with exertional chest pain. Those with no
chest pain symptoms and nonexertional chest pain
had a much lower proportion of nitrate users (3% or
less).

In five of six groups stratified by community and
sex, subjects with exertional chest pain had two to
three times higher age-adjusted rates of coronary
heart disease mortality than those with no chest pain
(Figure 1). For example, Iowa women with exertional
chest pain had a coronary heart disease mortality rate
of 5.4% in contrast to 1.9% among those with no
chest pain. Only among New Haven men were rates
of coronary heart disease mortality similar. In gen-
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FIGURE 1. Bar graph of age-adjusted rates of coronary heart disease (CHD) mortality within 3 years (per 100) according to chest

pain at baseline among EPESE participants in three communities.

eral, those with exertional chest pain had coronary
heart disease mortality rates about the same, or
higher, than the subset of subjects with Rose angina.
The only exception was in New Haven men, for
whom no coronary heart disease deaths occurred
among those reporting Rose angina. Among all
groups of women, coronary heart disease mortality
rates for those with nonexertional chest pain were
less than or about the same as mortality rates for
those with no chest pain. Among men, coronary heart
disease mortality rates in those with nonexertional
chest pain were about twice as high as rates in men
with no chest pain. In New Haven, rates for those
with nonexertional chest pain were also 60% higher
than rates in those with exertional chest pain.
Community-stratified summary relative risks from
proportional hazards regression models showed that
older men and women with exertional chest pain
experienced two to three times the risk of coronary
heart disease mortality within 3 years as subjects
without such chest pain (Table 3). Age adjustment
tended to increase the strength of association. The
summary relative risks attained statistical signifi-
cance, as did the relative risks in some subgroups
(i.e., East Boston men and women and Iowa women).
Adjusting for age, history of diabetes, history of
hypertension, current and former smoking, and sys-
tolic blood pressure yielded estimates similar to those
adjusted for age alone (Table 3). Alcohol consump-

tion was not included because of its very low preva-
lence in women. Overall, the relative risks for exer-
tional chest pain were 2.4 for men and 2.7 for women.
These as well as several stratum-specific comparisons
achieved statistical significance. For those aged 75
and older, the association of exertional chest pain
with coronary heart disease mortality remained
strong and statistically significant with relative risks
of 2.2 (95% confidence interval 1.0-4.9) in men and
3.5 (95% CI, 2.0-6.0) in women (data not shown).

The relation of Rose angina to coronary mortality
was compared with that of exertional chest pain not
fulfilling the Rose criteria in similar multivariate sur-
vival models. In women, risk of coronary mortality was
approximately equivalent in these two groups; the
community-stratified relative risk for Rose angina was
2.7 (95% CI, 1.6-4.7), and for non-Rose exertional
chest pain was 2.5 (95% CI, 1.3-5.0). In men, those
with non-Rose angina were at higher risk for coronary
death (community-stratified relative risk=4.2; 95%
CI, 2.0-8.7) than men with Rose angina (community-
stratified relative risk=1.4; 95% CI, 0.6-3.6). There-
fore, the use of a simple measure of exertional chest
pain (i.e., combining these two groups) was as good a
predictor of coronary mortality as the full Rose Ques-
tionnaire in both sexes and perhaps a better predictor
of coronary mortality in men.

The relations of risk factors to coronary heart
disease mortality were reasonably consistent across
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TaBLE 3. Relative Risks Relating Exertional Chest Pain to Coronary Heart Disease Mortality During 3 Years of

Follow-up Among EPESE Participants

Community-stratified summary relative risk* (95% CI)

Adjusted for
standard coronary

Risk factor Unadjusted Age adjusted risk factors
Men
Exertional chest pain 2.0(1.1-3.6) 2.3(1.3-4.1) 2.4 (1.4-44)
Age (10-year difference) 2.3 (1.8-2.9) 2.5(2.0-3.2)
History of diabetes 1.8 (1.1-3.0)
History of hypertension 1.4 (0.9-2.0)
Current smoking 1.8 (1.1-2.9)
Former smoking 1.0 (0.7-1.6)
Systolic blood pressure
(20 mm Hg difference) 1.0 (0.9-1.3)
Women
Exertional chest pain 2.8 (1.8-4.3) 3.1(2.0-4.8) 2.7(1.7-4.2)
Age (10-year difference) 2.5(2.0-3.1) 2.9(23-3.8)
History of diabetes 2.4 (1.5-3.6)
History of hypertension 2.0 (1.4-2.9)
Current smoking 2.4 (1.4-3.9)
Former smoking 0.6 (0.3-1.3)
Systolic blood pressure
(20 mm Hg difference) 1.1 (0.9-1.3)

CI, confidence interval.

*Relative risks obtained from Cox regression models stratified by community. Model provides an overall estimate of
relative risk by summing over stratum-specific parameter estimates.
Community-specific results are available on request from Dr. LaCroix.

communities (data not shown) and for both sex
groups (Table 3). Age, history of diabetes, and
current (but not former) smoking were consistently
related to higher risks of coronary heart disease
mortality, with relative risks ranging between about 2
and 3. History of hypertension was a stronger and
more consistent risk factor for women than men
(relative risk [RR]=2.0 for women and 1.4 for men,
overall). In separate analyses, exertional chest pain
was excluded from these multivariate models, and
the relative risk estimates for all other coronary risk
factors shown in Table 3 were essentially unchanged
(data not shown). In addition, we examined the same
coronary risk factors in separate models for those
with and without exertional chest pain and observed
striking similarity in relative risk estimates between
these groups (data not shown). Although comparable

in terms of the magnitude of the risk estimates,
relative risks in the group with exertional chest pain
were less statistically significant than in the group
without this symptom, due to a much reduced sample
size in the former group. The only marked difference
was observed in men, for whom current smoking was
a strong, positive risk factor in those without chest
pain, but was not associated with coronary deaths
among those with exertional chest pain.

We also determined whether exertional chest pain
was a predictor of other causes of death (Table 4).
Overall, the relative risk for total mortality associated
with exertional chest pain was 1.5 for men and 1.4 for
women, with lower 95% confidence bounds of 1.0 for
both sexes. There was no evidence for an association
of exertional chest pain with noncoronary causes of
death; relative risks for noncoronary mortality were

TABLE 4. Relative Risks Relating Exertional Chest Pain to Total Mortality, Coronary Heart Disease Mortality, and
Noncoronary Heart Disease Mortality During 3 Years of Follow-up Among EPESE Participants

Community-stratified summary of relative risk* (95% CI)

Total mortality

Coronary heart
disease mortality

Noncoronary heart
disease mortality

Men 1.5 (1.0-2.1)

Women 1.4 (1.0-1.9)

2.4 (1.4-4.4)
2.7 (1.7-4.2)

1.2(0.7-1.8)
1.0 (0.7-1.5)

CI, confidence interval.

*Relative risks obtained from Cox regression models stratified by community. Model provides an overall estimate of
relative risk by summing over stratum-specific parameter estimates. All relative risks are adjusted for age, history of
diabetes, history of hypertension, current smoking, former smoking, and systolic blood pressure. Subjects without
exertional chest pain are the reference group.

Community-specific results are available on request from Dr. LaCroix.
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weak and nonsignificant in all groups. Overall, the
community-stratified summary relative risks for non-
coronary mortality were 1.2 for men and 1.0 for
women. In further analyses, no significant associa-
tions were observed between exertional chest pain
and cardiovascular mortality excluding coronary
heart disease deaths (i.e., 216 deaths coded as ICD-
9-CM 390-448 excluding 410-414); the summary
relative risks were 0.9 for men and 1.1 for women
(data not shown). In addition, the inclusion of deaths
from “arteriosclerotic cardiovascular disease” (i.e.,
95 deaths coded as ICD-9-CM 429.2) with coronary
heart disease deaths produced similar relative risks
to those presented in Tables 3 and 4 (data not
shown).

For New Haven and Iowa men, a history of non-
exertional chest pain, versus no chest pain, was
significantly associated with a twofold increased risk
of coronary mortality after adjusting for other coro-
nary risk factors, consistent with the crude coronary
mortality rates presented by chest pain category in
Figure 1 (data not shown). The association of non-
exertional chest pain with coronary death was 1.9 for
men overall (95% CI, 1.2-3.1). No significant asso-
ciations for nonexertional chest pain were observed
among women, for whom the overall relative risk was
0.8 (95% CI, 0.5-1.5). Relative risks for coronary
heart disease mortality comparing subjects with exer-
tional chest pain to those with no chest pain were
similar for men and women in these models (RR=2.8
for men and 2.6 for women, overall).

Discussion

In this prospective study, exertional chest pain was
a strong, independent predictor of coronary heart
disease death within 3 years for older men and
women. There were no differences in the prognostic
implications of this symptom between the sexes, the
relative risks being 2.4 in men and 2.7 in women. The
risk of coronary heart disease mortality for those
reporting chest pain on exertion was at least as high
as the risk for participants whose chest pain met all
the criteria of angina on the Rose Questionnaire.
The association between exertional chest pain and
coronary heart disease mortality was independent of
other coronary risk factors. Furthermore, the associ-
ation was specific for deaths from coronary heart
disease, as there was no association between exer-
tional chest pain and noncoronary causes of death.

These findings are similar to previous prospective
studies in predominantly middle-aged populations
that have shown an association between uncompli-
cated angina measured by questionnaire and cardio-
vascular mortality in men.10-13.15.16 Estimates of rela-
tive risk in these studies have ranged from 2 to 7.
Although each of these studies considered age in
their analysis, none had sufficient numbers of men
over age 65 to examine this relation in older men. In
contrast to men, past studies of younger and middle-
aged women have been equivocal with some,12:17-19
but not all,!3!5 reports supporting an association

between chest pain measured by questionnaire and
cardiovascular mortality. Those studies demonstrat-
ing an increased risk of coronary mortality among
women reporting chest pain have done so consis-
tently for those aged 55 and older with relative risks
ranging between 2 and 6. However, all these studies
have included few women over the age of 65 at entry.
Because risk of coronary heart disease mortality is so
low among women before age 65, these studies have
often been based on very few events.13.1518 The
findings of the present study suggest that older
women with exertional chest pain have nearly three
times the risk of coronary death within 3 years as
their counterparts free of exertional chest pain, and
the strength of this association was equal to that
observed in older men. These results are consistent
with earlier findings from the Framingham Study
based on clinical diagnoses of angina in which lower
survival compared with the general population was
observed among women aged 60-69 with angina
during an 8-year follow-up.?’ In that study, survival
probabilities among older women with angina were
comparable to those of men aged 50 and older with
angina (60% alive at the end of follow-up).

In past studies, simple one-item measures of chest
pain have predicted future risk of cardiovascular
death.?8.22 Among subjects aged 65 and older in the
Alameda County study, the report of “pain in the
heart or tightness or heaviness in the chest” was
associated with 2.0 times the risk of coronary heart
disease mortality in men and 1.9 times the risk in
women during a 9-year follow-up.2° These results are
consistent with the present study in which a simpli-
fied measure of exertional chest pain was as strong a
predictor of coronary heart disease as the full Rose
Questionnaire in older people. The simple measure
of exertional chest pain used in this study identified a
group of older people at risk for coronary death that
was 50-75% larger than those with positive Rose
Questionnaire angina.

In the present study, the relation of exertional
chest pain to risk of coronary mortality was indepen-
dent of several coronary risk factors including age,
history of diabetes, history of hypertension, current
and former smoking, and systolic blood pressure.
Several other studies have also observed that the
relation of chest pain symptoms to coronary death
persists after controlling for other risk factors either
by matching,?8 stratification,!%:16 or multivariate
analysis.!5:16.19.30 Chest pain on exertion may be a
marker of coronary atherosclerosis and, therefore,
could be considered an intermediate variable in the
causal chain that occurs between traditional risk
factors and coronary death. If so, then confounding
of the chest pain-coronary mortality association by
standard coronary risk factors would not be expected.
The low prevalence of exertional chest pain in these
cohorts, for whom the prevalence of atherosclerosis
would be presumed high given the older age of all
participants, suggests that if chest pain symptoms act
as an intermediate variable, they do so only for a
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minority of those at risk for coronary death. In this
study, many older individuals at risk for coronary
death by virtue of elevations in coronary risk factors
did not have a history of chest pain at baseline.
However, some may have developed chest pain
between the baseline and their fatal coronary event.

In the present study, coronary risk factors
increased risk of fatal coronary outcomes among
individuals with chest pain on exertion as well as in
those free of chest pain. There is some indirect
evidence that this observation extends to serum
cholesterol (which was not measured at baseline in
the present study) from several other prospective
studies.10.15.16.19 These findings imply that standard
coronary risk factors have similar influence on future
risk of coronary death among subjects with and
without chest pain on exertion.

In this prospective study focused on older men and
women, risk factors for coronary death were similar
to those identified in middle-aged populations and
included age, current smoking, history of diabetes,
and history of hypertension. Although, among those
with exertional chest pain, current smokers had
similar risks of death from coronary heart disease as
nonsmokers; this finding must be interpreted with
caution. The number of men considered in this
analysis was small (n=182), and they had a greater
likelihood of quitting smoking before the baseline
interview. The totality of evidence indicates that
preventive measures aimed at risk factor reduction
should be targeted to all older people regardless of
their chest pain history.3!

The specificity of the association of exertional chest
pain with coronary heart disease mortality observed in
the present study is also consistent with previous
investigations of middle-aged populations.1213.1 Each
has shown no or only weak associations between
angina as measured by the Rose Questionnaire and
noncardiovascular mortality in the presence of strong,
positive relations of angina with cardiovascular mor-
tality. These findings support the conclusion that chest
pain on exertion is a symptom that predicts future
coronary heart disease death in elderly as well as in
middle-aged populations.

The present study provides some evidence that risk
of coronary heart disease death is increased for men
(but not women) reporting atypical chest pain symp-
toms, identified in this study as nonexertional chest
pain. One plausible explanation for the sex difference
in this finding is that older men recall fewer details
about their chest pain symptoms than older women.
The accuracy and completeness of reporting medical
conditions in health surveys has been shown to be
higher among women than among men aged 65 and
older.32 Overall, men with nonexertional chest pain
were twice as likely to die of coronary heart disease
within 3 years as those without this symptom. In a
prospective study of British civil servants aged 40-64
followed for 5 years, Rose observed a small increased
risk of coronary death among men reporting “other
chest pain and discomfort”1® (RR=1.4 for men aged

60-64). A study of Finnish men aged 40-59 followed
for 5 years also showed a weak association between
“chest pain not related to effort” and coronary heart
disease mortality’3 (RR=1.5). A recent case-control
study showed a relation of noncardiac chest pain
symptomatology to short-term risk of first acute
myocardial infarction among hypertensives without
prior history of clinically diagnosed angina.® In that
study, the group with noncardiac chest pain included
subjects who presented for medical care with symp-
toms of syncope, dyspnea, or sensations of “pain,
burning, tightness, heaviness, or discomfort originat-
ing anywhere between the jaw and the navel” without
regard for onset with exertion. Our findings suggest
that such symptoms are frequent in older populations
(14-19%) and may have prognostic implications for
older men. If such an association is confirmed in
future studies, it will become important to character-
ize categories of patients with atypical chest pain so
that its origin and influence on risk of coronary heart
disease can be better understood.

As expected, use of nitrates among older people in
these three cohorts was more common among those
with chest pain on exertion. However, approximately
80% of subjects reporting exertional chest pain were
not taking nitrates. It is possible that those with
exertional chest pain may have taken other antianginal
medications such as B-blockers, which are also pre-
scribed for a variety of cardiovascular conditions other
than angina. The inverse association of blood pressure
with exertional chest pain observed in this study at
baseline has been observed previously for men in a
national cross-sectional study,?* and may be due to
greater use of antihypertensives (which was observed)
or antianginal drugs, which are known to lower blood
pressure. This finding is not likely to be a result of
myocardial dysfunction secondary to past, recognized
myocardial infarction, since participants with such a
history were excluded from these analyses.

The present study was limited to a follow-up
period of 3 years, so the conclusions are restricted to
short-term coronary heart disease mortality. We were
unable to consider nonfatal myocardial infarction as
an endpoint due to the lack of an adequately vali-
dated surveillance system for its occurrence at this
time. The measurement of angina symptoms was
based solely on questionnaire responses, and we were
unable to directly consider clinically diagnosed
angina as an alternative method for classification of
chest pain symptoms. On the other hand, our ability
to perform this investigation in three cohorts is an
obvious strength of the present study since the oppor-
tunity to replicate results from one community was
immediately available. Although remarkable consis-
tency was observed in the relation of chest pain and
other risk factors to coronary mortality, the associa-
tions were, as expected, sometimes not uniformly
present or of equal magnitude. This is likely to reflect
the play of chance or perhaps even some heteroge-
neity of risk in older populations.
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Taken together however, our findings support a
strong, positive, independent association between
exertional chest pain and risk of coronary heart
disease death within 3 years in men and women aged
65 and older. Several aspects of this study may have
implications for clinicians evaluating risks of mortal-
ity from coronary heart disease in older patients and
for investigators designing, analyzing, and interpret-
ing survey instruments for these populations. Among
older people, the report of exertional chest pain
conveys prognostic information regardless of the
pain’s duration, alleviation, or location, suggesting
that risk of coronary heart disease death extends to a
broader subgroup of older people than is encom-
passed by classic angina pectoris. In marked contrast
to the epidemiologic evidence and clinical observa-
tions in middle-age that angina symptoms are less
important for women than men, these findings indi-
cate no difference in the magnitude of risk of death
from coronary heart disease conveyed by chest pain
on exertion for older women and men.

EPESE Study Group

Epidemiology, Demography, and Biometry Program,
National Institute on Aging, NIH, Bethesda, MD: J.
David Curb (Associate Director), Dwight Brock,
Paulette Campbell, Joan Cornoni-Huntley, Jose-
phine Cruz, Don Everett, Mary Farmer, Daniel
Foley, Jack Guralnik, Andrea LaCroix, Mary Laf-
ferty, Caroline Phillips, Lon White.

Brigham and Women’s Hospital, Boston, MA: James
O. Taylor (Principal Investigator), Marilyn Albert,
Laurence Branch, Nancy Cook, Denis Evans, Harris
Funkenstein, Liesi Hebert, Charles Hennekens, Paul
Scherr, Laurel Smith, Terrie Wetle.

University of Iowa, Iowa City, 1A: Robert B. Wal-
lace (Principal Investigator), Gregg Drube, Daniel
Heckert, Ellen Heywood, James Hulbert, Frank
Kohout, Jon Lemke, Michael Mueller, Margaret
Voelker.

Yale University, New Haven, CT: Adrian M. Ostfeld
(Principal Investigator), Lisa Berkman, Wanda Carr,
Peter Charpentier, Stanislav Kasl, Linda Leo-
Summers, Joanne McGloin, Janet Nabors.

Duke University, Durham, NC: Dan Blazer (Princi-
pal Investigator), Bruce Burchett, Harvey Cohen,
Gerda Fillenbaum, Linda George, Celia Hybels, Janie
Judkin, Ken Manton, Connie Service, Max Woodbury.
The authors gratefully acknowledge the residents of
East Boston, Massachusetts; Iowa and Washington
counties, lowa; New Haven, Connecticut; and
Durham and surrounding counties, North Carolina,
for their sustained participation in this study.

References

1. National Center for Health Statistics: Advance Report of Final
Mortality Statistics, 1985. DHHS publication No. (PHS) 87-
1120. Hyattsville, Md, 1987 (monthly vital statistics report vol
36, no 5)

2. Heberden W: Commentaries on the History and Cure of Dis-
eases. London, T. Payne, 1802, p 364

3. Rodstein M: Natural history of angina pectoris in the aged. NY
State J Med 1974;July:1451-1454

4.

5.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.
25.

Zoob M: Differentiating the causes of chest pain. Geriatrics
1978;33:95-101

Harkins SW, Kwentus J, Price DD: Pain, discomfort, and
suffering in the elderly, in Bonica JJ (ed): Clinical Management
of Pain, ed 2. New York, Lea & Febiger, 1988, pp 552-559

. Feinberg SE, Loftus EF, Tanur JM: Recalling pain and other

symptoms. Milbank Q 1985;63:582-597

. Gersh BJ: Clinical manifestations of coronary heart disease in

the elderly, in Wenger NK, Furberg CD, Pitt E (eds): Coronary
Heart Disease in the Elderly. New York, Elsevier Science
Publishing Co, Inc, 1986, pp 276-302

. Renlund DG, Gerstenblith G: Angina: Current approaches to

diagnosis, drug therapy, and surgical referral. Geriatrics 1986;
41:35-45

. Rose GA: The diagnosis of ischaemic heart pain and intermit-

tent claudication in field surveys. Bull WHO 1962;27:645-658
Rose G, Reid D, Hamilton PJS, McCartney P, Keen H, Jarrett
RJ: Myocardial ischaemia, risk factors and death from coro-
nary heart disease. Lancet 1977;1:105-109

Blackwelder WC, Kagan A, Gordon T, Rhoads GG: Compar-
ison of methods for diagnosing angina pectoris: The Honolulu
Heart Study. Int J Epidemiol 1981;10:211-215

Feinleib M, Lambert PM, Zeiner-Henriksen T, Rogot E, Hunt
BM, Ingster-Moore L: The British-Norwegian migrant study —
Analysis of parameters of mortality differentials associated
with angina. In current topics in biostatistics epidemiology.
Biometrics 1982;38(suppl):1-120

Reunanen A, Aromoa A, Pyorala K, Punsar S, Maatela J,
Knekt P: The Social Insurance Institution’s coronary heart
disease study. Acta Med Scand 1983;673(suppl):1-120
Friedman LM, Byington RP, and the Beta-Blocker Heart
Attack Trial Research Group: Assessment of angina pectoris
after myocardial infarction: Comparison of “Rose Question-
naire” with physician judgement in the Beta-Blocker Heart
Attack Trial. Am J Epidemiol 1985;121:555-562

Harris R, Koepsell T, Haskell W: Sex differences in angina as
a risk factor for coronary heart disease: 27th Annual Confer-
ence on Cardiovascular Disease Epidemiology Program.
American Heart Association CVD Epidemiology Newsletter 1987,
41:8

Hagman M, Wilhelmsen L, Pennert K, Wedel H: Factors of
importance for prognosis in men with angina pectoris derived
from a random population sample: The Multifactor Primary
Prevention Trial, Gothenburg Sweden. Am J Cardiol 1988;
61:530-535

Campbell MJ, Elwood PC, Abbas S, Waters WE: Chest pain in
women: A study of prevalence and mortality follow up in
South Wales. J Epidemiol Community Health 1984;38:17-20
Lapidus L, Bengtsson C, Lindquist O, Sigurdsson JA, Rafns-
son V: Prognosis for women with different symptoms and signs
suggesting ischaemic heart disease—A 12-year follow-up. J
Chronic Dis 1985;38:741-748

LaCroix AZ, Haynes SG, Savage DD, Havlik R, Madans J,
Huntley JC, Higgins M: Chest pain and coronary heart disease
mortality among women: Results from the NHANES I Follow-
up Study. Circulation 1986;74(suppl 11):11-332
Cornoni-Huntley JC, Brock DB, Ostfeld AM, Taylor JO,
Wallace RB: Established Populations for Epidemiologic Studies
of the Elderly, Resource Data Book. National Institutes of
Health publication No. (NIH) 86-2443, pp 1-10. Bethesda,
Md, 1986

Cornoni-Huntley JC, Foley DJ, White LR, Suzman R, Berk-
man LF, Evans DA, Wallace RB: Epidemiology of disability in
the oldest old: Methodologic issues and preliminary findings.
Milbank Q 1985;63:350-376

Rose G, Blackburn H, Gillum R, Prineas RJ: Cardiovascular
Survey Methods. Geneva, WHO, 1982, pp 162-165
Hypertension Detection and Follow-up Program Cooperative
Group: Variability of blood pressure and results of screening
in HDFP program. J Chronic Dis 1978;31:651-667

Lane PW, Nelder JA. Analysis of covariance and standardi-
zation as instances of prediction. Biometrics 1982;38:613-621
Cox DR: Regression models and life-tables. J R Stat Soc Ser
(B) 1972;34:187-202



446

26.

27.

28.

29.

30.

Circulation Vol 81, No 2, February 1990

Harrell FE: The PHGLM procedure, in SAS Institute Inc,
SUGI Supplemental Library User’s Guide, ed 5. Cary, NC, SAS
Institute Inc, 1986, pp 437-466

Kannel WB, Feinleib M: Natural history of angina pectoris in
the Framingham Study. Am J Cardiol 1972;29:154-163
Klatsky AL, Friedman GD, Siegelaub AB: Medical history
questions predictive of myocardial infarction. J Chronic Dis
1976;29:683-696

Kaplan GA, Kotler PL: Self-reports predictive of mortality
from ischemic heart disease: A nine-year follow-up of the
Human Population Laboratory cohort. J Chronic Dis 1985;
38:195-201

Psaty BM, Koepsell TD, LoGerfo JP, Wagner EH, Inui TS:
The relative risk of myocardial infarction in patients who have
high blood pressure and non-cardiac pain. J Gen Int Med
1987;2:381-387

31.

32

33.

Hennekens CH, Buring JE, Mayrent SL: Smoking and aging in
coronary heart disease, in Basse R, Noje G (eds): Smoking and
Aging. Lexington, Mass, DeGeuth, 1984, pp 95-115

National Center for Health Statistics: Interview Data on
Chronic Conditions Compared With Information Derived From
Medical Records. DHEW publication No. (PHS) 1000. Wash-
ington, DC, US Government Printing Office, 1967 (Vital and
Health Statistics, Series 2, No. 23)

LaCroix AZ, Haynes SG, Savage DD, Havlik R: Rose Ques-
tionnaire angina among United States black, white and
Mexican-American women and men: Prevalence and corre-
lates from the Second National and Hispanic Health and
Nutrition Examination Surveys. Am J Epidemiol 1989;
129:669-686

KEY WORDS

angina pectoris <+ prospective studies e

ischemic heart disease « elderly





