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Heart failure (HF) affects >5.1 million adults in the United 
States, accounts for a significant proportion of hospitaliza-

tions and deaths among older Americans, and consumes >$30 
billion per year in healthcare costs.1,2 The prevalence of HF is 
expected to increase by 25% from 2010 to 2030.3 As a result, 
novel preventive approaches focused on modifying risk factors 
for HF are urgently needed to combat this growing epidemic.
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Physical inactivity and low fitness have been identified as 
significant contributing factors for cardiovascular diseases.4–10 
Over the past 3 decades, the inverse dose–response relationship 
between physical activity (PA) and risk coronary heart disease 

(CHD) has been well established.8,9,11–13 Thus, physical inactiv-
ity is considered a major modifiable risk factor for CHD,14 and 
current American Heart Association guidelines recommend at 
least 150 min/wk of moderate-intensity aerobic PA to reduce 
the burden of CHD risk factors and the risk of CHD.15–17

In contrast, the role of PA in reducing risk of HF has 
not been emphasized in existing guidelines and public health 
recommendations.15 Although observational cohort studies 
have reported an inverse association between higher levels 
of PA and HF risk,18–32 a comprehensive assessment of the 
quantitative dose–response association between PA and HF 
risk has not been previously reported. Understanding this 
relationship is important because recent studies suggest 
that there may be important differences in the mechanisms 
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through which PA modifies HF risk and CHD risk,20 and the 
dose of PA needed to significantly lower HF risk may dif-
fer from that currently recommended to reduce CHD risk.25 
Previous studies have used a dose–response meta-analysis 
of epidemiological studies to better understand the quantita-
tive association between lifestyle risk factors such as coffee 
intake, dietary patterns, and cardiovascular outcomes.33–35 
In the present study, we have used a similar approach and 
performed a dose–response meta-analysis of prospective 
cohort studies to determine the categorical and quantitative 
dose–response association between PA and risk of HF. We 
hypothesized that there would be an inverse dose-dependent 
association between PA and risk of HF.

Methods
Literature Search Strategy
We followed the Meta-Analysis of Observational Studies in 
Epidemiology protocol for performing and reporting the present 
meta-analysis.36 We searched for all prospective cohort studies that 
examined the associations between PA and incident HF among 
adult participants (>18 years of age at baseline). We systemati-
cally searched electronic databases (Medline, EMBASE, and the 
Cochrane database) and performed additional manual searches 
through the reference lists of original publications and review arti-
cles. We used the following key words, among others, to perform 
the search: physical activity, walking, exercise, exercise training, 
cardiorespiratory fitness, fitness, heart failure risk, and cardiac fail-
ure risk (full search terms available on request). The search was 
restricted to articles that focused on human participants and were 
published between January 1, 1995, and September 24, 2014. The 
time restriction was applied to reflect likely changes in PA catego-
rization for analyses by investigators after publication of the 1995 
US Centers for Disease Control and Prevention/American College 
of Sports Medicine guideline.37

Study Selection
Prospective cohort studies that reported the association between 
baseline PA levels and incident HF were included. Studies with all 
types of PA (leisure-time PA, walking time, occupational PA, total 
PA) were included in the initial study selection process. If multiple 
articles were published from the same cohort, we included data from 
the study with the most detailed report of PA levels or the larger 
sample size. Two independent investigators (A.P., M.K.) conducted 
the initial screening of all titles or abstracts and then evaluated all 
potentially relevant articles on the basis of full-text reviews. Studies 
were excluded if they failed to meet all the criteria detailed above. 
All discrepancies in study inclusions were adjudicated by the senior 
author (J.D.B.). The study quality was assessed with the Newcastle-
Ottawa quality assessment scale, which allowed a total score of up to 
9 points (9 representing the highest quality) summarizing 8 aspects 
of each study.38

Data Collection
Two authors (A.P., M.K.) independently performed the data col-
lection using a standardized form. The following information was 
recorded for each study: author; year of publication; cohort/study 
name; geographic location; proportion of women; prevalence of HF 
risk factors such as hypertension, diabetes mellitus, smoking, and 
coronary artery disease at baseline; types of PA; PA levels; method 
used to estimate PA; total number of participants; total number of 
HF events; method of ascertainment of outcomes; follow-up dura-
tion; hazard ratio (HR)/relative risk of HF and confidence intervals 
(CIs); and variables entered into the multivariable model as potential 
confounders. Information on quantitative dose of PA or duration and 
intensity of PA performed per week was also recorded, as reported 
in the study.

Statistical Analysis
For the present meta-analysis, we used HR or relative risk (as avail-
able) and 95% CIs as a measure of the effect size associated with 
each category of PA for all studies. In articles that studied >1 type 
of PA, only leisure-time PA was preferentially included for analysis. 
The primary aim of our analysis is to quantify the risk of HF that is 
associated with different PA levels independently of other cardiovas-
cular and noncardiovascular risk factor burden. Therefore, we used 
the results of the original studies from multivariable-adjusted models 
with the most complete adjustment for potential baseline confound-
ers, including the presence of risk factors such as hypertension, dia-
betes mellitus, and body mass index for primary analysis. One study19 
reported separate HRs for HF risk associated with different PA levels 
for blacks and whites. As a result, we included data from both the 
black and white cohorts separately in the pooled analysis.

The categorical dose–response analysis was performed with 
STATA 10.0 (STATA Corp, College Station, TX). For this, we gen-
erated 4 categories of PA: lowest, light, moderate, and highest. For 
each study that was included, the lowest and highest PA categories 
corresponded to the lowest and highest groups, respectively. For 
studies with at least 3 exposure categories, the second- and third-
highest PA categories corresponded to the moderate and light groups, 
respectively. The pooled HRs and 95% CIs for HF associated with 
different categories of PA were calculated by comparing each PA cat-
egory (highest, moderate, and light PA) with the lowest PA category 
by use of the random-effects modeling technique as described by 
DerSimonian and Laird.39 Maximally adjusted HRs, when reported, 
were used for the primary analysis to account for confounding 
variables. Pooled analysis comparing highest and lowest PA levels 
included all available studies (n=12), whereas comparisons of mod-
erate (second-highest PA category) and light (third-highest PA cat-
egory) PA with the lowest PA category included studies that stratified 
participants into at least 3 (n=10) and 4 (n=4) PA categories, respec-
tively. We assessed for heterogeneity using the I2 test (I2> 50% was 
assumed to be a result of significant heterogeneity). We performed 
several sensitivity and subgroup analyses based on sex, age, geo-
graphical region, study population characteristics, CHD prevalence at 
baseline, HF incidence rates on follow-up, and multivariable adjust-
ment strategy used in analyses (using HR associated with models 
without adjustment for cardiovascular risk factors) to test the robust-
ness of the observed associations. Publication bias was assessed with 
contour-enhanced funnel plots, the Egger linear regression test, and 
the Begg rank correlation test at the P<0.10 level of significance. All 
P values were 2 tailed. For all tests, a value of P<0.05 was considered 
statistically significant.

Eight studies allowed quantitative estimation of leisure-time PA 
levels associated with each category and were used to perform the 
continuous dose–response meta-analysis. Two studies reported the 
dose of total PA with no separate information about the dose of lei-
sure-time PA and were not included in the quantitative analysis.24,32 
Three studies reported the range of leisure-time PA dose for each 
category in metabolic equivalent (MET)–minutes per week or meta-
bolic equivalent–hours per week. The other 5 studies reported total 
duration and intensity of PA (light or moderate or vigorous) associ-
ated with each category, which was used to estimate the mean dose 
of PA in MET-minutes per week (Methods in the online-only Data 
Supplement). We assigned the median dose of PA for each category 
to the corresponding HR for each study. If medians for that category 
were not reported, we estimated the approximate medians by using 
the midpoints of the lower and upper bounds. For studies with an 
open-ended highest PA level category, we assumed that the difference 
from the lowest range of this category to its median was equivalent 
to the difference from the lowest range of the closest adjacent cat-
egory to its median (Table I in the online-only Data Supplement). 
Continuous dose–response relationships between PA (MET-min/wk) 
and HF risk were assessed with a generalized least-squares regres-
sion model using SAS version 9.2 (SAS Institute, Inc, Cary, NC). 
This method is well described in the literature for meta-analyses of 
epidemiological studies having multiple risk estimates per study and 
accounts for appropriate variance-covariance relationships between 
and within studies.33–35 This model uses the multiple data points 
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available in all studies simultaneously to provide the best overall 
pooled estimate of the dose response in a single estimation. Nonlinear 
relationship between PA and HF risk was assessed by modeling PA 
dose with the use of restricted cubic splines with 3 knots at fixed 
centiles (5%, 50%, and 95%) of the distribution. We first estimated a 
restricted cubic spline model with a generalized least-squares regres-
sion, considering the correlation within each set of reported HRs. 
We then combined the study specific estimates using the restricted 
maximum likelihood method in a multivariate random-effects meta-
analysis. We used the PA–versus–HF risk dose–response curve to 
determine the reduction in HF risk among individuals engaging in PA 
at minimum guideline-recommended levels (500 MET-min/wk) and 
2 times (1000 MET-min/wk) and 4 times (2000 MET-min/wk) the 
minimum guideline-recommended levels.

Results
Characteristics of Included Studies
The study selection process and results from the literature 
search are shown in Figure 1. We included 12 cohort studies 
with 370 460 participants and 20 203 HF events over a median 
follow-up of 13 years. Baseline characteristics of the included 
studies are shown in Table 1. Ten studies included cohort 
study participants, and 2 included participants of randomized, 
controlled trials (Cholesterol and Recurrent Events [CARE] 
Study and Physician Health Study). Two studies included only 
men; 2 studies included only women; and 8 studies included 
both men and women. Eight studies were conducted in United 
States, and 4 studies were conducted in Europe. European 
study cohorts had a lower burden of comorbidities such as 
diabetes mellitus and hypertension compared with the US 
study cohorts. Seven studies included participants with preva-
lent coronary artery disease or previous myocardial infarction 

history at baseline. Among studies that reported baseline char-
acteristics stratified by PA levels (n=8), pooled prevalence 
of cardiovascular risk factors such as hypertension, diabetes 
mellitus, and smoking was greater in the lowest PA category 
compared with the highest PA category.

Table 2 describes the methodology used for the assess-
ment of exposure and outcome variables in the included 
studies. Eight studies allowed quantitative estimation of lei-
sure-time PA. Objective criteria (International Classification 
of Diseases codes or clinical adjudication based on patient 
charts) were used for diagnosing HF in most of the studies. 
Most studies adjusted for covariates such as age, sex, body 
mass index, smoking, alcohol intake, and cardiovascular 
comorbidities.

Categorical Association Between PA and HF Risk
Figure 2 shows the pooled estimates of HR for HF associated 
with different categories of PA. Compared with the lowest PA 
category, the risk of HF was 30% lower among the highest PA 
category participants (117 733 participants across 12 studies; 
pooled HR, 0.70; 95% CI, 0.67–0.73; I2=36.4%; Figure I in 
the online-only Data Supplement). Moderate (131 014 partici-
pants across 10 studies) and light (20 564 participants across 
4 studies) PA category participants also had a 22% and 15% 
lower risk of HF compared with the lowest PA group (mod-
erate PA: pooled HR, 0.78; 95% CI, 0.75–0.82; I2=20.3%; 
Figure II in the online-only Data Supplement; light PA: 
pooled HR, 0.85; 95% CI, 0.79–0.92; I2=3.4%; Figure III in 
the online-only Data Supplement). In subgroup analyses, the 
association between the highest levels of PA (versus lowest 
PA levels) and HF risk was similar across different age (<55 

Figure 1. Flowchart of study selection for the meta-analysis. HF indicates heart failure; and PA, physical activity.
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versus ≥55 years, P
interaction

=0.64), sex (men versus women, 
P

interaction
=0.51), and geographical (Europe versus United 

States, P
interaction

=0.38) subgroups (Table 3).

Continuous Dose–Response Association Between PA 
and HF Risk
Figure 3 shows the continuous dose–response association 
between quantitative estimates of PA (MET- min/wk) and HF 
risk. The pooled results showed a consistent, inverse dose–
response association between PA and risk of HF. Participants 
who met the minimum guideline-recommended PA levels (≈500 
MET-min/wk) had a 10% lower risk of HF compared with those 
with no PA (HR, 0.90; 95% CI, 0.87–0.92). The magnitude of 
the risk reduction was substantially greater among participants 
with significantly higher levels of PA. For example, participants 
who engaged in PA at twice (≈1000 MET-min/wk) and 4 times 
(≈2000 MET-min/wk) the basic guideline-recommended levels 
had 19% (HR, 0.81; 95% CI, 0.77–0.86) and 35% (HR, 0.65; 
95% CI, 0.58–0.73) lower risk of HF, respectively.

Study Quality, Publication Bias, and Subgroup 
Analysis
Assessment of study quality yielded an average score of 8.4 
(9 representing the highest quality), and 11 studies had a score 
of ≥6.5 (Table II in the online-only Data Supplement). We did 
not observe a significant publication bias in the present meta-
analysis (for the Egger linear regression test, P=0.75; for the 
Begg rank correlation test, P=0.54; Figure IV in the online-
only Data Supplement).

To confirm the robustness of our study findings, we con-
ducted sensitivity analyses evaluating the association between 
the highest levels of PA and HF risk among the following sub-
groups: studies with quantitative assessment of PA only (n=8), 

studies without a history of myocardial infarction or prevalent 
coronary artery disease among participants at baseline (n=5), 
and studies with low (<10%; n=8) and high (>10%; n=4) inci-
dence of HF on follow-up. We also conducted additional sen-
sitivity analyses excluding studies with significantly different 
study populations (Lewis et al30 with post–myocardial infarc-
tion population) or effect sizes compared with other studies 
(the black cohort in the Bell et al19 study). We did not observe 
any significant change in the magnitude or direction of the 
effect size for association between highest levels of PA and HF 
risk with these sensitivity analyses (Table III in the online-only 
Data Supplement). To determine the impact of multivariable 
adjustment, we also conducted a sensitivity analysis pooling 
HRs from multivariable-adjusted models without adjustment 
for cardiovascular risk factors such as hypertension, diabe-
tes mellitus, CHD, and body mass index (n=11 studies) and 
observed that the magnitude of the pooled estimate (pooled 
HR, 0.66; 95% CI, 0.61–0.71; Table III in the online-only 
Data Supplement) did not change significantly compared with 
primary pooled analysis including the most adjusted models 
(pooled HR, 0.70; 95% CI, 0.67–0.73). Similar findings were 
also observed in sensitivity analyses excluding studies that did 
not adjust for socioeconomic factors such as income and edu-
cation (pooled HR, 0.73; 95% CI, 0.68–0.79; Table III in the 
online-only Data Supplement).

Discussion
To the best of our knowledge, the present meta-analysis is 
the largest and most comprehensive evaluation of the dose–
response relationship between PA and HF risk in the general 
population. We observed 2 important findings in this study. 
First, there is a linear, dose-dependent, inverse association 
between PA and HF risk. This relationship, observed with both 

Table 1. Baseline Characteristics of the Studies Included in the Meta-Analysis

Study Country Study Name Participants, n Mean Age, y Women, %
With HTN/DM/ 

CHD, % Follow-Up, y
HF Events 

Observed, n

He et al,22 2001 US NHANES 13 643 50 59 28/4/5 19 1382

Lewis et al,30 2003 US CARE study 3860 58 14 42/13/100 5 243

Kenchaiah et al,23 2009 US Physician Health 
Study

21 094 53 0 24/3/0 20 1109

Wang et al,27 2010 Finland Finnish database 58 208 44 51 11/2/2 18 3508

Bell et al,19 2013 US ARIC Study 13 725 54 56 32/10/0 17 1748

Kraigher-Krainer et al,24 
2013

US Framingham Heart 
Study

1142 76 65 76/11/0 11.5 250

Patel et al,25 2013 US Cardiovascular Health 
Study

5503 73 58 58/16/17 13 1137

Young et al,28 2014 US CMHS 82 695 58 0 43/2/13 8 3473

Saevereid et al,26 2014 Sweden Copenhagen City 
Heart Study

18 353 50 54 6/2/0 30 1580

Agha et al,31 2014 US Women’s Health 
Initiative Study

84 537 64 100 33/4/5 11 1826

Andersen et al,18 2014 Sweden National March Cohort 39 805 53 65 13/3/1.5 13 1545

Rahman et al,32 2014 Sweden Swedish 
Mammography Cohort

27 895 61 100 20/3/0 13 2402

ARIC indicates Atherosclerosis Risk in Communities Study; CHD, coronary heart disease; CMHS, California Men’s Health Study; DM, diabetes mellitus; HF, heart 
failure; HTN, Hypertension; and NHANES, National Health and Nutrition Examination Survey. 
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Table 2. Exposure and Outcomes Assessments in the Included Studies

Study Categories of PA Outcome Assessment
Results HR (95% CI)  

(Reference Group, Lowest PA) Adjusted Covariates

Kenchaiah et al,23 
2009

>30 min moderate to vigorous PA Self-reported HF Cat 1: 0.73 (0.59–0.90) Age; smoking; alcohol; family Hx of 
MI; treatment group; cardiovascular 
comorbidities; BMI

Cat 1: 5–7 times/wk Cat 2: 0.86 (0.73–1.01)

Cat 2: 1–4 times/wk Cat 3: 0.78 (0.63–0.97)

Cat 3: 1–3 times/mo Cat 4: Ref

Cat 4: Inactive

Wang et al,27 2010 Cat 1: >3 h/wk VIPA ICD-9 codes for HF 
admission

Cat 1: 0.69 (0.60–0.79) Age; sex; year; education; smoking; alcohol 
use; CVD risk factors; CAD; lung disease; anti-
HTN medication use; BP; total cholesterol; BMI

Cat 2: >4 h/wk MIPA Cat 2: 0.83 (0.77–0.89)

Cat 3: Inactive Cat 3: Ref

Bell et al,19 2013 Cat 1: >150 min/wk MIPA ICD-9 codes for HF 
admission

Cat 1: Black: 0.59 (0.47–0.74) 
White: 0.64 (0.54 – 0.75)

Age; sex; smoking; alcohol; diet; education; 
hormone therapyCat 2: 1–149 min/wk of MIPA  

or 1-44 min/wk of VIPA Cat 2: Black: 0.62 (0.51–0.75) 
White: 0.76 (0.65 – 0.88)Cat 3: Inactive
Cat 3: Ref

Patel et al,25 2013 Cat 1: High PA (>1000 MET-min/wk) Adjudication based on 
chart review

Cat 1: 0.79 (0.64–0.97) Age; sex; race; SE factors; alcohol; smoking; 
BMI; CV risk factors; BP; Cr, CRP, cholesterol, 
albumin; MMSE score; depression

Cat 2: 0.86 (0.69–1.08)

Cat 2: medium PA (500–999 MET-min/wk) Cat 3: 0.97 (0.79–1.20)

Cat 4: RefCat 3: low PA (1–499 MET-min/wk)

Cat 4: Inactive

Young et al,28 2014 Cat 1: high (>1585 MET-min/wk) ICD-9 codes for HF 
admission

Cat 1: Ref Age; race; SE factors; BMI; smoking; Hx of 
HTN, DM, CAD, anti-HTN medication use; 
levels of HDL, glucose; diet; alcohol

Cat 2: 1.15 (1.04–1.26)

Cat 2:medium (471–1584 MET-min/wk) Cat 3: 1.52 (1.38–1.67)

Cat 3: Low (<470 MET-min/wk)

Saevereid et al,26 
2014

Cat 1: moderate to high ICD-8 and ICD-
10 codes for HF 
admission

Cat 1: 0.88 (0.75–1.03) Age; sex; alcohol; education; income; family 
history of CVDCat 2: light Cat 2: 0.80 (0.69–0.92)

Cat 3: sedentary Cat 3: Ref

Andersen et al,18 
2014

Quintiles of PA ICD-9 and ICD-
10 codes for HF 
admission

Cat 1: 0.65 (0.53–0.81) Age; sex; BMI; alcohol and tobacco use; 
cardiovascular comorbiditiesCat 1: highest quintile Cat 2: 0.73 (0.60–0.89)

Cat 2: fourth quintile Cat 3: 0.79 (0.67–0.94)

Cat 3: third quintile Cat 4: 0.93 (0.79–1.09)

Cat 4: second quintile Cat 5: Ref

Cat 5: lowest quintile

Agha et al,31 2014 Cat 1: >150 min/wk MIPA Self-reported HF with 
clinical adjudication 
from medical records

Cat 1: 0.69 (0.61–0.79) Age; race; education; Hx of HTN, DM, CAD; 
US regionCat 2: 1–149 min/wk MIPA Cat 2: 0.77 (0.67 -0.87)

Cat 3: Inactive Cat 3: Ref

He et al,22 2001 Recreational PA ICD-9 codes for HF 
admission

Cat 1: Ref Age; sex; race; education; income; BMI; 
smoking; Hx of HTN, DM, CAD, valvular heart 
disease; alcohol use

Cat 1: High PA Cat 2: 1.23 (1.09–1.38)

Cat 2: Medium or low PA

Lewis et al,30 2003 Recreational PA Event adjudication 
based on patient chart 
review

Cat 1: 0.67 (0.52–0.86) Multivariable adjusted, otherwise unspecified 
in the primary analysisCat 1: >3 times/wk MIPA Cat 2: Ref

Cat 2: <3 times/wk MIPA

Kraigher-Krainer et 
al,24 2013

Recreational PA index tertiles Patient chart review 
or telephone-based 
health history update

Cat 1: 0.65 (0.46–0.91) Age; sex; systolic BP; HTN: DM; valve 
disease; alcohol use; LVH; BMICat 1: high (tertile 3) Cat 2: 0.84 (0.60–1.17)

Cat 2: medium (tertile 2) Cat 3: Ref

Cat 3: low (tertile 1)

Rahman et al,32 
2014

Total PA ICD-9 codes for HF 
admission

Cat 1: 0.73 (0.65–0.82) Age; education; alcohol; smoking; family 
Hx of MI, HTN, DM, stroke; BMI; waist 
circumference

Cat 1: highest quartile

Cat 2: third quartile Cat 2: 0.76 (0.68–0.85)

Cat 3: second quartile Cat 3: 0.88 (0.79–0.98)

Cat 4: lowest quartile Cat 4: Ref

BMI indicates body mass index; CAD, coronary artery disease; Cat, category; Cr, creatinine; CRP, C-reactive protein; CVD, cardiovascular disease; DM, diabetes 
mellitus; HDL, high-density lipoproteins; HF, heart failure; HTN, hypertension; Hx, history; ICD-8, International Classification of Diseases, Eighth Revision; ICD-9, 
International Classification of Diseases, Ninth Revision; ICD-10, International Classification of Diseases, 10th Revision; LVH, left ventricular hypertrophy; MI, myocardial 
infarction; MIPA, moderate-intensity physical activity; MMSE, Mini Mental Status Examination; PA, physical activity; Ref, referent; SBP, systolic blood pressure; and VIPA, 
vigorous-intensity physical activity. 
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categorical and continuous quantitative estimates of PA levels, 
is consistent across age-, sex-, and geographical region–based 
subgroups. Second, guideline-recommended minimum PA 
levels are associated with only modest reductions in HF risk, 
and higher doses of PA may be required to reduce the risk of 
HF significantly.

The dose–response association between PA and atheroscle-
rotic cardiovascular disease has previously been reported.16,40 
Sattelmair et al16 observed an inverse dose–response associa-
tion between PA and CHD risk with a significant reductions in 
CHD risk with levels of PA at par with or even lower than the 
current guideline-recommended minimum dose of PA (500 
MET-min/wk). In the present study, we observed a similar 
inverse dose–response association between PA and HF risk. 
However, the observed dose–response relationship between 
PA and HF risk differs significantly from that reported 
between PA and CHD risk by Sattelmair et al. The reduction 
in HF risk observed at lower levels of PA were modest com-
pared with that reported for CHD. For example, Sattelmair et 
al reported up to a 15% reduction in CAD risk at PA levels of 
250 and 500 MET-min/wk. In contrast, we observed only a 

5% and 10% reduction in HF risk at PA levels of 250 and 500 
MET-min/wk, respectively. At higher doses of PA, the magni-
tude of reduction in HF risk was similar to that reported for 
CHD (≈20% risk reduction for HF and CAD at 1000 MET-
min/wk). However, although Sattelmair et al observed a pla-
teau in the risk reduction for CAD at doses >1000 MET-min/
wk, we observed a linear dose response for HF risk with a 
marked reduction in risk at very high doses of PA (≈35% risk 
reduction at 2000 MET-min/wk). These findings suggest that 
although current guideline-recommended minimum levels of 
PA might be sufficient to mitigate CHD risk, considerably 
higher levels of PA may be required to achieve more robust 
reductions in risk for incident HF.

This difference in the magnitude of risk reduction for HF 
versus CHD could be related to differences in the mechanism 
through which PA modifies the risk of these diseases. This 
is supported by previous studies from our group that have 
shown a stronger association between fitness and HF risk 
compared with myocardial infarction risk among healthy 
individuals.20 PA lowers risk of CHD predominantly through 
favorable changes in the risk factor profile such as lowering 
of blood pressure, low-density lipoprotein, and non–high-
density lipoprotein cholesterol.41 Findings observed in recent 
studies suggest that the association between low PA/fitness 
levels and CHD risk is attenuated after adjustment for preva-
lent traditional cardiovascular risk factors.42,43 In contrast, the 
relationship of low PA/fitness levels is independent of interval 
development of these risk factors and is more likely related 
to direct effects of PA/fitness on cardiac structure and func-
tion.44–48 Noncardiac mechanisms may also contribute to the 
observed inverse dose-dependent association between PA and 
HF risk. HF is a systemic syndrome, and previous studies 
have identified subclinical dysfunction in multiple noncardiac 
organ systems, including lungs, skeletal muscle, the neuroen-
docrine system, and the peripheral vasculature, as a significant 
risk factor for HF.48 Higher levels of PA are associated with 
a lower antecedent burden of these noncardiac risk factors, 
which may reduce future HF risk.47,49–51

Age-related decline in left ventricular compliance and 
diastolic function has been implicated in the development of 
HF, particularly HF with preserved ejection fraction.52–55 In a 
recent study, Bhella et al56 observed that high levels of life-
time exercise (ie, 4–5 times per week) were associated with 
more favorable left ventricular compliance. In contrast, there 

Figure 2. Pooled estimates of the relative risk of incident heart 
failure associated with different categories of physical activity 
(PA). The high PA group represents participants in each study 
with the highest dose of PA; the moderate and light PA groups 
represent participants with progressively lower levels of PA in 
each study. Pooled analysis for high PA included all available 
studies; that for moderate and light A included only those studies 
that stratified participants into at least 3 and 4 PA categories, 
respectively. Participants with the lowest dose of PA in each 
study have been used as the referent group. I2 represents the 
degree of heterogeneity.

Table 3. Association Between PA and HF Risk Among Different Subgroups

Study Groups Studies, n

Pooled HR (95%  
CI), Highest Versus 

Lowest PA I2, % P for Heterogeneity

Combined 12 0.70 (0.67–0.73) 36 0.10

Men 4 0.75 (0.63–0.87) 74 0.01

Women 5 0.73 (0.68–0.78) 0 0.80

Mean age <55 y 6 0.71 (0.64–0.79) 60 0.02

Mean age ≥55 y 6 0.69 (0.65–0.73) 0 0.68

US cohort 8 0.69 (0.65–0.73) 28 0.19

European cohort 4 0.73 (0.65–0.81) 53 0.10

CI indicates confidence interval; HF, heart failure; HR, hazard ratio; and PA, physical activity.

 by guest on July 8, 2017
http://circ.ahajournals.org/

D
ow

nloaded from
 

http://circ.ahajournals.org/


1792  Circulation  November 10, 2015

were no differences in left ventricular compliance between 
sedentary individuals and casual exercisers (ie, 1–2 times per 
week).56 Thus, doses of PA in excess of current guideline rec-
ommendations may be required to achieve favorable changes 
in cardiac structure and function and to lower HF risk.

We observed a similar reduction in risk of HF with higher 
levels of PA among men and women. This is in agreement 
with prior studies that have shown no sex-based differences 
in the association between PA and cardiovascular disease 
risk factors such as blood pressure, fitness, and metabolic 
syndrome.57 In contrast, Sattelmair et al16 observed that the 
association between PA and CHD risk was stronger in women 
than in men. The mechanisms underlying this difference in 
interaction by sex between the 2 studies remain unclear but 
could also reflect differences in the physiological mechanisms 
through which PA modifies the risk of HF versus CHD.

Our study findings may have important public health 
implications. HF is a growing public health problem, and 
there is an urgent need for novel preventive strategies that 
can be implemented at a population level.58 The present study 
highlights the dose of PA required for HF prevention, provid-
ing quantitative measures of the magnitude of the risk reduc-
tion associated with different levels of PA. These findings may 
help guide physicians and health policy makers in making rec-
ommendations about the dose of PA for optimal HF preven-
tion at both the individual level and the population level.

There are several strengths of our study. First, the pooled 
sample size of our meta-analysis was large with a long dura-
tion of follow-up. Second, we were able to quantify the 
amount of PA and to assess the risk of HF associated with spe-
cific, quantitative levels of PA. Third, we used risk estimates 
from fully adjusted models for the pooled analysis to reduce 
the potential for confounding. Fourth, we did not observe any 
significant statistical heterogeneity across the studies included 
in the present meta-analysis. Fifth, to confirm the robustness 
of our study findings, we performed several sensitivity and 
subgroup analyses, and we observed no significant change in 
the magnitude or the direction of the effect for the association 
between PA levels and HF risk.

This study also has several important limitations. First, 
because this is a meta-analysis of observational studies, the 

results could be subject to unmeasured or residual confound-
ing. However, because of the large number of included studies 
with different study characteristics, we were able to conduct 
numerous sensitivity analyses across different subgroups of 
interest, suggesting the robustness of our findings. Second, 
there could be errors in the measurement of PA because it was 
assessed in most studies by the use of questionnaires or self-
reported frequency of light/moderate/vigorous PA. However, 
measurement error tends to bias toward the null; therefore, it 
is unlikely that measurement error contributed to the dose–
response relationship observed in the present study. Third, we 
could not compare the association of different types of PA (eg, 
leisure-time PA versus occupational PA) with HF risk, given 
the amount of detail on the subtypes of PA reported from prior 
studies.26,27 Fourth, differential adjustment for confounders 
across different studies could potentially influence our study 
findings. However, this was not observed in pooled analyses 
using HR associated with models with versus without adjust-
ment for cardiovascular risk factors. Finally, quantitative esti-
mates of PA were not available in all studies. However, the 
studies included in the quantitative dose–response analysis 
(8 of 12 studies) represent >80% of the overall pooled study 
population.

Conclusions
We observe an inverse dose-dependent association between 
PA and risk of HF. Furthermore, our study findings suggest 
that doses of PA in excess of current guideline-recommended 
minimum levels (500 MET-min/wk) might be required to pro-
vide more robust reductions in the risk of HF. Future studies 
comparing different doses PA/exercise-training interventions 
are needed to determine the optimum dose of PA required for 
HF prevention.

Sources of Funding
Dr Berry receives funding from the Dedman Family Scholar in 
Clinical Care endowment at University of Texas Southwestern 
Medical Center and 14SFRN20740000 from the American Heart 
Association prevention network. Dr Berry had full access to all 
data in the study and had final responsibility for the decision to 
submit for publication. All authors have read and agree to the man-
uscript as written.

Disclosures
None.

References
 1. Go AS, Mozaffarian D, Roger VL, Benjamin EJ, Berry JD, Blaha MJ, 

Dai S, Ford ES, Fox CS, Franco S, Fullerton HJ, Gillespie C, Hailpern 
SM, Heit JA, Howard VJ, Huffman MD, Judd SE, Kissela BM, Kittner SJ, 
Lackland DT, Lichtman JH, Lisabeth LD, Mackey RH, Magid DJ, Marcus 
GM, Marelli A, Matchar DB, McGuire DK, Mohler ER 3rd, Moy CS, 
Mussolino ME, Neumar RW, Nichol G, Pandey DK, Paynter NP, Reeves 
MJ, Sorlie PD, Stein J, Towfighi A, Turan TN, Virani SS, Wong ND, 
Woo D, Turner MB; American Heart Association Statistics Committee 
and Stroke Statistics Subcommittee. Executive summary: heart dis-
ease and stroke statistics—2014 update: a report from the American 
Heart Association. Circulation. 2014;129:399–410. doi: 10.1161/01.
cir.0000442015.53336.12.

 2. Chen J, Normand SL, Wang Y, Krumholz HM. National and regional 
trends in heart failure hospitalization and mortality rates for Medicare 
beneficiaries, 1998-2008. JAMA. 2011;306:1669–1678. doi: 10.1001/
jama.2011.1474.

Figure 3. Dose–response association between physical activity 
and heart failure risk. The graph here shows spline (smoothed 
fit) and 95% confidence interval of pooled relative risk of heart 
failure by metabolic equivalent (MET)–min/wk.

 by guest on July 8, 2017
http://circ.ahajournals.org/

D
ow

nloaded from
 

http://circ.ahajournals.org/


Pandey et al  Physical Activity Dose and Heart Failure Risk  1793

 3. Heidenreich PA, Trogdon JG, Khavjou OA, Butler J, Dracup K, Ezekowitz 
MD, Finkelstein EA, Hong Y, Johnston SC, Khera A, Lloyd-Jones DM, 
Nelson SA, Nichol G, Orenstein D, Wilson PW, Woo YJ; American 
Heart Association Advocacy Coordinating Committee; Stroke Council; 
Council on Cardiovascular Radiology and Intervention; Council on 
Clinical Cardiology; Council on Epidemiology and Prevention; Council 
on Arteriosclerosis; Thrombosis and Vascular Biology; Council on 
Cardiopulmonary; Critical Care; Perioperative and Resuscitation; Council 
on Cardiovascular Nursing; Council on the Kidney in Cardiovascular 
Disease; Council on Cardiovascular Surgery and Anesthesia, and 
Interdisciplinary Council on Quality of Care and Outcomes Research. 
Forecasting the future of cardiovascular disease in the United States: a 
policy statement from the American Heart Association. Circulation. 
2011;123:933–944. doi: 10.1161/CIR.0b013e31820a55f5.

 4. Blair SN, Kampert JB, Kohl HW 3rd, Barlow CE, Macera CA, 
Paffenbarger RS Jr, Gibbons LW. Influences of cardiorespiratory fitness 
and other precursors on cardiovascular disease and all-cause mortality in 
men and women. JAMA. 1996;276:205–210.

 5. Barengo NC, Hu G, Lakka TA, Pekkarinen H, Nissinen A, Tuomilehto 
J. Low physical activity as a predictor for total and cardiovascular dis-
ease mortality in middle-aged men and women in Finland. Eur Heart J. 
2004;25:2204–2211. doi: 10.1016/j.ehj.2004.10.009.

 6. Berry JD, Willis B, Gupta S, Barlow CE, Lakoski SG, Khera A, Rohatgi 
A, de Lemos JA, Haskell W, Lloyd-Jones DM. Lifetime risks for cardio-
vascular disease mortality by cardiorespiratory fitness levels measured at 
ages 45, 55, and 65 years in men: the Cooper Center Longitudinal Study. 
J Am Coll Cardiol. 2011;57:1604–1610. doi: 10.1016/j.jacc.2010.10.056.

 7. Gupta S, Rohatgi A, Ayers CR, Willis BL, Haskell WL, Khera A, Drazner 
MH, de Lemos JA, Berry JD. Cardiorespiratory fitness and classification 
of risk of cardiovascular disease mortality. Circulation. 2011;123:1377–
1383. doi: 10.1161/CIRCULATIONAHA.110.003236.

 8. Kannel WB, Belanger A, D’Agostino R, Israel I. Physical activity and 
physical demand on the job and risk of cardiovascular disease and death: 
the Framingham Study. Am Heart J. 1986;112:820–825.

 9. Paffenbarger RS Jr, Hyde RT, Wing AL, Steinmetz CH. A natural history 
of athleticism and cardiovascular health. JAMA. 1984;252:491–495.

 10. Warren TY, Barry V, Hooker SP, Sui X, Church TS, Blair SN. Sedentary 
behaviors increase risk of cardiovascular disease mortality in men. Med Sci 
Sports Exerc. 2010;42:879–885. doi: 10.1249/MSS.0b013e3181c3aa7e.

 11. Morris JN, Everitt MG, Pollard R, Chave SP, Semmence AM. Vigorous 
exercise in leisure-time: protection against coronary heart disease. Lancet. 
1980;2:1207–1210.

 12. Rodriguez BL, Curb JD, Burchfiel CM, Abbott RD, Petrovitch H, Masaki 
K, Chiu D. Physical activity and 23-year incidence of coronary heart 
disease morbidity and mortality among middle-aged men: the Honolulu 
Heart Program. Circulation. 1994;89:2540–2544.

 13. Wannamethee SG, Shaper AG, Walker M. Changes in physical activity, 
mortality, and incidence of coronary heart disease in older men. Lancet. 
1998;351:1603–1608. doi: 10.1016/S0140-6736(97)12355-8.

 14. Fletcher GF, Blair SN, Blumenthal J, Caspersen C, Chaitman B, Epstein 
S, Falls H, Froelicher ES, Froelicher VF, Pina IL. Statement on exer-
cise: benefits and recommendations for physical activity programs for 
all Americans: a statement for health professionals by the Committee on 
Exercise and Cardiac Rehabilitation of the Council on Clinical Cardiology, 
American Heart Association. Circulation. 1992;86:340–344.

 15. Eckel RH, Jakicic JM, Ard JD, de Jesus JM, Houston Miller N, Hubbard 
VS, Lee IM, Lichtenstein AH, Loria CM, Millen BE, Nonas CA, Sacks 
FM, Smith SC Jr, Svetkey LP, Wadden TA, Yanovski SZ, Kendall KA, 
Morgan LC, Trisolini MG, Velasco G, Wnek J, Anderson JL, Halperin 
JL, Albert NM, Bozkurt B, Brindis RG, Curtis LH, DeMets D, Hochman 
JS, Kovacs RJ, Ohman EM, Pressler SJ, Sellke FW, Shen WK, Smith 
SC Jr, Tomaselli GF; American College of Cardiology/American Heart 
Association Task Force on Practice Guidelines. 2013 AHA/ACC guide-
line on lifestyle management to reduce cardiovascular risk: a report of the 
American College of Cardiology/American Heart Association Task Force 
on Practice Guidelines. Circulation. 2014;129(suppl 2):S76–S99. doi: 
10.1161/01.cir.0000437740.48606.d1.

 16. Sattelmair J, Pertman J, Ding EL, Kohl HW 3rd, Haskell W, Lee IM. 
Dose response between physical activity and risk of coronary heart dis-
ease: a meta-analysis. Circulation. 2011;124:789–795. doi: 10.1161/
CIRCULATIONAHA.110.010710.

 17. Sofi F, Capalbo A, Cesari F, Abbate R, Gensini GF. Physical activity dur-
ing leisure time and primary prevention of coronary heart disease: an 
updated meta-analysis of cohort studies. Eur J Cardiovasc Prev Rehabil. 
2008;15:247–257. doi: 10.1097/HJR.0b013e3282f232ac.

 18. Andersen K, Mariosa D, Adami HO, Held C, Ingelsson E, Lagerros YT, 
Nyrén O, Ye W, Bellocco R, Sundström J. Dose-response relationship 
of total and leisure time physical activity to risk of heart failure: a pro-
spective cohort study. Circ Heart Fail. 2014;7:701–708. doi: 10.1161/
CIRCHEARTFAILURE.113.001010.

 19. Bell EJ, Lutsey PL, Windham BG, Folsom AR. Physical activity and 
cardiovascular disease in African Americans in Atherosclerosis Risk in 
Communities. Med Sci Sports Exerc. 2013;45:901–907. doi: 10.1249/
MSS.0b013e31827d87ec.

 20. Berry JD, Pandey A, Gao A, Leonard D, Farzaneh-Far R, Ayers C, 
DeFina L, Willis B. Physical fitness and risk for heart failure and coro-
nary artery disease. Circ Heart Fail. 2013;6:627–634. doi: 10.1161/
CIRCHEARTFAILURE.112.000054.

 21. deFilippi CR, de Lemos JA, Tkaczuk AT, Christenson RH, Carnethon MR, 
Siscovick DS, Gottdiener JS, Seliger SL. Physical activity, change in bio-
markers of myocardial stress and injury, and subsequent heart failure risk 
in older adults. J Am Coll Cardiol. 2012;60:2539–2547. doi: 10.1016/j.
jacc.2012.08.1006.

 22. He J, Ogden LG, Bazzano LA, Vupputuri S, Loria C, Whelton PK. Risk 
factors for congestive heart failure in US men and women: NHANES I 
epidemiologic follow-up study. Arch Intern Med. 2001;161:996–1002.

 23. Kenchaiah S, Sesso HD, Gaziano JM. Body mass index and vigorous 
physical activity and the risk of heart failure among men. Circulation. 
2009;119:44–52. doi: 10.1161/CIRCULATIONAHA.108.807289.

 24. Kraigher-Krainer E, Lyass A, Massaro JM, Lee DS, Ho JE, Levy D, Kannel 
WB, Vasan RS. Association of physical activity and heart failure with pre-
served vs. reduced ejection fraction in the elderly: the Framingham Heart 
Study. Eur J Heart Fail. 2013;15:742–746. doi: 10.1093/eurjhf/hft025.

 25. Patel K, Sui X, Zhang Y, Fonarow GC, Aban IB, Brown CJ, Bittner V, 
Kitzman DW, Allman RM, Banach M, Aronow WS, Anker SD, Blair SN, 
Ahmed A. Prevention of heart failure in older adults may require higher 
levels of physical activity than needed for other cardiovascular events. Int 
J Cardiol. 2013;168:1905–1909. doi: 10.1016/j.ijcard.2012.12.053.

 26. Saevereid HA, Schnohr P, Prescott E. Speed and duration of walking and 
other leisure time physical activity and the risk of heart failure: a pro-
spective cohort study from the Copenhagen City Heart Study. PLoS One. 
2014;9:e89909. doi: 10.1371/journal.pone.0089909.

 27. Wang Y, Tuomilehto J, Jousilahti P, Antikainen R, Mähönen M, 
Katzmarzyk PT, Hu G. Occupational, commuting, and leisure-time physi-
cal activity in relation to heart failure among Finnish men and women. J 
Am Coll Cardiol. 2010;56:1140–1148. doi: 10.1016/j.jacc.2010.05.035.

 28. Young DR, Reynolds K, Sidell M, Brar S, Ghai NR, Sternfeld B, Jacobsen 
SJ, Slezak JM, Caan B, Quinn VP. Effects of physical activity and seden-
tary time on the risk of heart failure. Circ Heart Fail. 2014;7:21–27. doi: 
10.1161/CIRCHEARTFAILURE.113.000529.

 29. Khan H, Kunutsor S, Rauramaa R, Savonen K, Kalogeropoulos AP, 
Georgiopoulou VV, Butler J, Laukkanen JA. Cardiorespiratory fitness and 
risk of heart failure: a population-based follow-up study. Eur J Heart Fail. 
2014;16:180–188. doi: 10.1111/ejhf.37.

 30. Lewis EF, Moye LA, Rouleau JL, Sacks FM, Arnold JM, Warnica JW, 
Flaker GC, Braunwald E, Pfeffer MA; CARE Study. Predictors of late 
development of heart failure in stable survivors of myocardial infarction: 
the CARE study. J Am Coll Cardiol. 2003;42:1446–1453.

 31. Agha G, Loucks EB, Tinker LF, Waring ME, Michaud DS, Foraker RE, 
Li W, Martin LW, Greenland P, Manson JE, Eaton CB. Healthy life-
style and decreasing risk of heart failure in women: the Women’s Health 
Initiative observational study. J Am Coll Cardiol. 2014;64:1777–1785. 
doi: 10.1016/j.jacc.2014.07.981.

 32. Rahman I, Bellavia A, Wolk A. Relationship between physical activity 
and heart failure risk in women. Circ Heart Fail. 2014;7:877–881. doi: 
10.1161/CIRCHEARTFAILURE.114.001467.

 33. Ding M, Bhupathiraju SN, Satija A, van Dam RM, Hu FB. Long-term cof-
fee consumption and risk of cardiovascular disease: a systematic review and 
a dose-response meta-analysis of prospective cohort studies. Circulation. 
2014;129:643–659. doi: 10.1161/CIRCULATIONAHA.113.005925.

 34. Farvid MS, Ding M, Pan A, Sun Q, Chiuve SE, Steffen LM, Willett WC, 
Hu FB. Dietary linoleic acid and risk of coronary heart disease: a system-
atic review and meta-analysis of prospective cohort studies. Circulation. 
2014;130:1568–1578. doi: 10.1161/CIRCULATIONAHA.114.010236.

 35. Micha R, Wallace SK, Mozaffarian D. Red and processed meat con-
sumption and risk of incident coronary heart disease, stroke, and dia-
betes mellitus: a systematic review and meta-analysis. Circulation. 
2010;121:2271–2283. doi: 10.1161/CIRCULATIONAHA.109.924977.

 36. Stroup DF, Berlin JA, Morton SC, Olkin I, Williamson GD, Rennie 
D, Moher D, Becker BJ, Sipe TA, Thacker SB. Meta-analysis of 

 by guest on July 8, 2017
http://circ.ahajournals.org/

D
ow

nloaded from
 

http://circ.ahajournals.org/


1794  Circulation  November 10, 2015

observational studies in epidemiology: a proposal for reporting: Meta-
analysis Of Observational Studies in Epidemiology (MOOSE) Group. 
JAMA. 2000;283:2008–2012.

 37. Pate RR, Pratt M, Blair SN, Haskell WL, Macera CA, Bouchard C, 
Buchner D, Ettinger W, Heath GW, King AC. Physical activity and 
public health: a recommendation from the Centers for Disease Control 
and Prevention and the American College of Sports Medicine. JAMA. 
1995;273:402–407.

 38. Wells G, Shea B, O’Connell D, Peterson J, Welch V, Losos M, Tugwell 
P. The Newcastle-Ottawa Scale (NOS) for assessing the quality of non-
randomised studies in meta-analyses. http://www.ohri.ca/programs/clini-
cal_epidemiology/oxford.asp. Accessed September 15, 2014.

 39. DerSimonian R, Laird N. Meta-analysis in clinical trials. Control Clin 
Trials. 1986;7:177–188.

 40. Lee CD, Folsom AR, Blair SN. Physical activity and stroke risk: 
a meta-analysis. Stroke. 2003;34:2475–2481. doi: 10.1161/01.
STR.0000091843.02517.9D.

 41. Carnethon MR, Gidding SS, Nehgme R, Sidney S, Jacobs DR Jr, Liu 
K. Cardiorespiratory fitness in young adulthood and the development 
of cardiovascular disease risk factors. JAMA. 2003;290:3092–3100. doi: 
10.1001/jama.290.23.3092.

 42. Erez A, Kivity S, Berkovitch A, Milwidsky A, Klempfner R, Segev S, 
Goldenberg I, Sidi Y, Maor E. The association between cardiorespira-
tory fitness and cardiovascular risk may be modulated by known cardio-
vascular risk factors. Am Heart J. 2015;169:916–923.e1. doi: 10.1016/j.
ahj.2015.02.023.

 43. DeFina L, Radford N, Leonard D, Gibbons L, Khera A. Cardiorespiratory 
fitness and coronary artery calcification in women. Atherosclerosis. 
2014;233:648–653. doi: 10.1016/j.atherosclerosis.2014.01.016.

 44. Arbab-Zadeh A, Dijk E, Prasad A, Fu Q, Torres P, Zhang R, Thomas JD, 
Palmer D, Levine BD. Effect of aging and physical activity on left ven-
tricular compliance. Circulation. 2004;110:1799–1805. doi: 10.1161/01.
CIR.0000142863.71285.74.

 45. Fujimoto N, Prasad A, Hastings JL, Arbab-Zadeh A, Bhella PS, Shibata 
S, Palmer D, Levine BD. Cardiovascular effects of 1 year of progressive 
and vigorous exercise training in previously sedentary individuals older 
than 65 years of age. Circulation. 2010;122:1797–1805. doi: 10.1161/
CIRCULATIONAHA.110.973784.

 46. Brinker SK, Pandey A, Ayers CR, Barlow CE, DeFina LF, Willis BL, 
Radford NB, Farzaneh-Far R, de Lemos JA, Drazner MH, Berry JD. 
Association of cardiorespiratory fitness with left ventricular remodeling 
and diastolic function: the Cooper Center Longitudinal Study. JACC Heart 
Fail. 2014;2:238–246. doi: 10.1016/j.jchf.2014.01.004.

 47. Pandey A, Patel M, Gao A, Willis BL, Das SR, Leonard D, Drazner MH, 
de Lemos JA, DeFina L, Berry JD. Changes in mid-life fitness predicts 

heart failure risk at a later age independent of interval development of car-
diac and noncardiac risk factors: the Cooper Center Longitudinal Study. 
Am Heart J. 2015;169:290–297.e1. doi: 10.1016/j.ahj.2014.10.017.

 48. Lam CS, Lyass A, Kraigher-Krainer E, Massaro JM, Lee DS, Ho JE, 
Levy D, Redfield MM, Pieske BM, Benjamin EJ, Vasan RS. Cardiac dys-
function and noncardiac dysfunction as precursors of heart failure with 
reduced and preserved ejection fraction in the community. Circulation. 
2011;124:24–30. doi: 10.1161/CIRCULATIONAHA.110.979203.

 49. Braith RW, Edwards DG. Neurohormonal abnormalities in heart failure: 
impact of exercise training. Congest Heart Fail. 2003;9:70–76.

 50. Gando Y, Yamamoto K, Murakami H, Ohmori Y, Kawakami R, 
Sanada K, Higuchi M, Tabata I, Miyachi M. Longer time spent 
in light physical activity is associated with reduced arterial stiff-
ness in older adults. Hypertension. 2010;56:540–546. doi: 10.1161/
HYPERTENSIONAHA.110.156331.

 51. Garcia-Aymerich J, Lange P, Benet M, Schnohr P, Antó JM. Regular phys-
ical activity modifies smoking-related lung function decline and reduces 
risk of chronic obstructive pulmonary disease: a population-based cohort 
study. Am J Respir Crit Care Med. 2007;175:458–463. doi: 10.1164/
rccm.200607-896OC.

 52. Kane GC, Karon BL, Mahoney DW, Redfield MM, Roger VL, Burnett JC 
Jr, Jacobsen SJ, Rodeheffer RJ. Progression of left ventricular diastolic 
dysfunction and risk of heart failure. JAMA. 2011;306:856–863. doi: 
10.1001/jama.2011.1201.

 53. Pandey A, Darden D, Berry JD. Low fitness in midlife: a novel therapeutic 
target for heart failure with preserved ejection fraction prevention. Prog 
Cardiovasc Dis. 2015;58:87–93. doi: 10.1016/j.pcad.2015.05.007.

 54. Prasad A, Hastings JL, Shibata S, Popovic ZB, Arbab-Zadeh A, Bhella 
PS, Okazaki K, Fu Q, Berk M, Palmer D, Greenberg NL, Garcia MJ, 
Thomas JD, Levine BD. Characterization of static and dynamic left 
ventricular diastolic function in patients with heart failure with a pre-
served ejection fraction. Circ Heart Fail. 2010;3:617–626. doi: 10.1161/
CIRCHEARTFAILURE.109.867044.

 55. Zile MR, Baicu CF, Gaasch WH. Diastolic heart failure: abnormalities in 
active relaxation and passive stiffness of the left ventricle. N Engl J Med. 
2004;350:1953–1959. doi: 10.1056/NEJMoa032566.

 56. Bhella PS, Hastings JL, Fujimoto N, Shibata S, Carrick-Ranson G, Palmer 
MD, Boyd KN, Adams-Huet B, Levine BD. Impact of lifelong exer-
cise “dose” on left ventricular compliance and distensibility. J Am Coll 
Cardiol. 2014;64:1257–1266. doi: 10.1016/j.jacc.2014.03.062.

 57. Physical Activity Guidelines Advisory Committee Report, 2008. 
Washington, DC: Physical Activity Guidelines Advisory Committee; 
2008.

 58. Roger VL. Epidemiology of heart failure. Circ Res. 2013;113:646–659. 
doi: 10.1161/CIRCRESAHA.113.300268.

CLINICAL PERSPECTIvE
Physical inactivity is considered a major, modifiable risk factor for coronary heart disease, and guideline-recommend doses 
of physical activity (500 metabolic equivalent [MET]–min/wk) have been shown to significantly reduce the risk for coro-
nary heart disease. However, the role of physical activity in reducing the risk for heart failure has not been emphasized in 
the existing guidelines, and the dose of physical activity needed to significantly lower heart failure risk is not known. The 
present study highlights the dose of physical activity required for heart failure prevention, providing quantitative measures 
of the magnitude of the risk reduction associated with different levels of physical activity. We observed that guideline-
recommended minimum physical activity levels (500 MET-min/wk) were associated with only a modest reduction in heart 
failure risk (≈10%). Significant reductions in heart failure risk were observed at higher levels of physical activity; for 
example, individuals who engaged in physical activity at twice (1000 MET-min/wk) and 4 times (2000 MET-min/wk) the 
minimum guideline-recommended levels had a 19% and 35% reduction in heart failure risk. These findings suggest that 
doses of physical activity in excess of guideline-recommended minimum levels may be required to significantly reduce the 
risk of heart failure.
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SUPPLEMENTAL MATERIAL 
 

 
 
 
 
Supplementary Methods:  
 
 
Dose calculation for different physical activity categories: Based on available 

literature1, we used following mean energy expenditure rates for different intensities of 

physical activity (PA): 3 METs for Light, 5 METs for moderate and 9 METs for vigorous 

intensity PA. PA dose for each category was calculated as the product of duration of 

light/moderate/vigorous intensity PA per week and respective mean energy expenditure 

rate. In one study by Kenchaiah et al 2, PA levels were ascertained among study 

participants using the question “How often do you exercise vigorously enough to work 

up a sweat?” Previous studies have shown that “exercise vigorous enough to work up a 

sweat” is equivalent to 30 mins or more of moderate to vigorous intensity PA.3 We used 

a dose based on an energy expenditure rate that is an average of MIPA and VIPA (~7 

METS) and duration of at least 30 min per episode reported for each PA group. 

 

 

 

 

 

 

 

 



 

Supplemental Figure legends 

Supplemental Figure 1: Forest plot showing pooled estimate of the relative risk for 

incident HF comparing high dose physical activity to the lowest category of physical 

activity (references: 2, 4-14). 

Supplemental Figure 2: Forest plot showing pooled estimate of the relative risk for 

incident HF associated with moderate dose physical activity compared to the lowest 

category of physical activity (references: 2, 4-11, 14). 

Supplemental Figure 3: Forest plot showing pooled estimate of the relative risk for 

incident HF associated with light dose physical activity compared to the lowest category 

of physical activity(references: 2,6,9,14). 

Supplemental Figure 4: Inverted funnel plot for assessment of publication bias.   
 

 

 

 

 

 

 

 

 

 

 

 
 



 
Supplemental Table 1: Estimated mean leisure time physical activity doses (in MET-
min/week) associated with different physical activity categories among studies that 
allowed a quantitative estimation of physical activity levels 
 
 

Study Categories of Physical 

activity/Fitness 

Estimated Leisure Time PA dose 

(MET-min/week) 

Kenchaiah 2009 
2
 

>30min Moderate to vigorous PA   

 Cat 1: 5-7 times/week 

 Cat 2: 1-4 times/week 

 Cat 3: 1-3 times/month 

 Cat 4: Inactive 

 

Cat 1: 1,260 

Cat 2: 525 

Cat 3: 105 

Cat 4: 0 

Wang 2010
4
 

Cat 1 > 3 Hr./week VIPA 

 Cat 2 > 4 Hr./week MIPA 

 Cat 3: Inactive 

 

Cat 1:1,830 

Cat 2: 1,410 

Cat 3: 210 

Bell 2013
5
 

Cat 1 > 150 min/week MIPA 

 Cat 2: 1-149 min/week of MIPA  

             or 1-44min/week of VIPA 

  Cat 3: Inactive 

 

Cat 1: 1,125 

Cat 2: 375 

Cat 3: 0 

Patel 2013
6
 

Cat 1: High PA 

          (>1,000 MET-min/week) 

 Cat 2: medium PA  

          (500 - 999 MET-min/week) 

 Cat 3: low PA  

          (1 – 499 MET-min/week) 

 Cat 4: Inactive 

 

Cat 1: 1,250 

Cat 2: 750 

Cat 3: 250 

Cat 4: 0 

Young 2014
7
 

Cat 1: high  

          (>1585 MET-min/week) 

Cat 2:medium  

         (471-1584 MET-min/week) 

 Cat 3: Low 

           (< 474 MET-min/week) 

Cat 1: 2,142 

Cat 2: 1,027 

Cat 3: 235 

Saevereid 2014
8
 

Cat 1: moderate to high 

Cat 2: Light 

Cat 3: Sedentary 

Cat 1: 1,200 

Cat 2: 540 

Cat 3: 180 



 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Andersen 2014
9
 

Cat 1: >1,638 MET-min/week 

Cat 2: 1,092 -1,638 MET-min/week 

Cat 3: 672-1,092 MET-min/week 

Cat 4: 378-672 MET-min/week 

Cat 5: < 378 MET-min/week) 

Cat 1: 2,331 

Cat 2: 1,617 

Cat 3: 1,029 

Cat 4: 651 

Cat 5: 252 

Agha 2014
10

 

Cat 1: > 150 min/week MIPA  

Cat 2: 1-149 min/week MIPA  

Cat 3: Inactive 

 

Cat 1: 1,125 

Cat 2: 375 

Cat 3: 0 

Cat: Category; MIPA: moderate intensity physical activity; VIPA: vigorous intensity physical activity 



Supplemental Table 2: Quality assessment of included studies 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 Bell 
20135 

Wang 
20124 

Young 
20147 

Kenchaia
h 20092 

K-krainer 
201311 

He 
200112 

Lewis 
200313 

Patel 
20136 

Saevereid 
20148 

Rahman 
201414 

Agha  
201410 

Andersen 
20149 

Exposed cohort 
representativen

ess 

1 1 1 0 0 0 0 1 1 1 1 1 

Non exposed 
cohort selection 

1 1 1 1 1 1 1 1 1 1 1 1 

Exposure 
Ascertainment 

1 1 1 1 1 1 0 1 1 1 1 1 

Absence of 
outcome at 

baseline 

1 1 1 1 1 1 1 1 1 1 1 1 

Comparability 
of cohorts 

2 2 2 2 2 2 2 2 2 1 2 2 

Outcome 
Ascertainment 

1 1 1 0 1 1 0 1 1 1 1 1 

Long enough 
follow up 

1 1 1 1 1 1 1 1 1 1 1 1 

Follow up 
adequacy 

1 1 1 1 1 1 1 1 1 1 1 1 

Total Score 9 9 9 7 8 8 6 9 9 9 9 9 



Supplemental Table 3: Sensitivity analyses among different study subgroups 
 
 
 

 
No. of studies 

Hazard Ratio (95% CI) 
Highest vs. lowest PA I

2

 
P-value for 

Heterogeneity 

All Studies 12 0.70 (0.67 to 0.73) 36% 0.10 

Studies with quantitative 
estimates of LTPA levels 

8 0.68 (0.65 to 0.72) 37% 0.12 

Studies without CAD among 
participants at baseline 

5 0.70 (0.63 to 0.78) 54% 0.05 

Studies with low incidence of 
HF on f/u 
(< 10%) 

8 0.70 (0.66 to 0.73) 23% 0.24 

Studies with high incidence of 
HF on f/u (>10%) 

4 0.70 (0.60 to 0.79) 59% 0.045 

Excluding Bell, et al
5
 African 

American Cohort 
12 0.71 (0.68 to 0.74) 32% 0.14 

Excluding CARE study 
(Lewis, et al

13
) 

11 0.70 (0.67 to 0.73) 41% 0.07 

Pooled analysis of HR from 
models without adjustment 
for CVD risk factors such as 

DM, HTN, and BMI 

11 0.66 (0.61 to 0.71) 62% 0.002 

Studies with adjustment for 
Socioeconomic Factors 

7 0.73 (0.68 to 0.79) 55% 0.04 

LTPA: leisure time physical activity; CAD: coronary artery disease; HF: heart failure; f/u: follow up; CVD: cardiovascular 
disease; HTN: hypertension; DM: diabetes mellitus; BMI: body mass index 

 
 
 

 

 

 

 

 

 

 



 

Supplemental Fig 1 

 

 

 

 

 

 

 

 

 

 

 



Supplemental Fig 2 

 

 

 

 

 

 

 

 

 

 

 

 



Supplemental Fig 3 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



Supplemental Fig 4 
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