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AbsTrACT
background Evidence on the role of very low or 
very high volumes of leisure time physical activity (PA) 
on the risk of all-cause and cause-specific mortality 
is limited. We aimed to examine the associations of 
different levels of leisure time PA with the risk of all-
cause, cardiovascular disease (CVD) and cancer-specific 
mortality.
Methods Data were from 12 waves of the National 
Health Interview Surveys (1997–2008) linked to the 
National Death Index records through 31 December 
2011. A total of 88 140 eligible participants aged 40–85 
years were included.
results Compared with inactive individuals, those 
performing 10–59 min/week of PA had 18% lower risk 
of all-cause mortality (hazard ratio (HR): 0.82, 95% 
confidence interval (CI): 0.72–0.95). Those who reported 
1–2 times (150–299 min/week) the recommended level 
of leisure time PA had 31% (HR: 0.69, 95%CI: 0.63–
0.75) reduced risk of all-cause mortality. Importantly, 
the continued benefits were observed among those 
performing leisure time PA 10 or more times (≥1500 
min/week) the recommended minimum level (HR: 
0.54, 95% CI: 0.45–0.64). For 10–59, 150–299 and 
≥1500 min/week of PA, the corresponding HRs (95% 
CIs) for CVD-specific mortality were 0.88 (0.67–1.17), 
0.63 (0.52–0.78) and 0.67 (0.45–0.99), respectively: 
for cancer-specific mortality were 0.86 (0.66–1.11), 
0.76 (0.64–0.89) and 0.53 (0.39–0.73), respectively. 
In addition, there was a larger reduction in all-cause 
and cause-specific mortality for vigorous vs. moderate 
intensity PA.
Conclusions We found that beneficial association 
between leisure time PA and mortality starts from a 
low dose. Doing more vigorous exercise could lead to 
additional health benefits.

InTrOduCTIOn
It is well established that physical activity (PA) is 
associated with a reduced risk of cardiovascular 
disease (CVD), cancer, type 2 diabetes mellitus and 
mortality.1–3 In 2008, the United States (US) and 
World Health Organization (WHO) guidelines on 
PA recommended a minimum of 150 min/week of 
moderate-intensity aerobic PA (eg, brisk walking) or 
75 min/week of vigorous-intensity aerobic PA (eg, 
running) or an equivalent combination of both.4 5 
However, less than half of US adults have met this 
recommendation in 2015.6 

Several studies have confirmed that a low dose 
of exercise is beneficial for reducing the risk of 
mortality.7–10 A recent meta-analysis demonstrated 
that a low dose of moderate-to-vigorous leisure 
time PA in older adults, which was less than the 
recommended minimum by the PA guidelines,4 5 
was associated with a 22% lower risk in mortality.8 
Another study that included data from six cohorts 
of 6 61 137 middle-aged and older adults reported 
similar findings.9 In addition, a study conducted 
in Taiwan demonstrated that moderate exercise of 
around 15 min/day (or 90 min/week) reduced the 
risk of all-cause and CVD-specific mortality by 14% 
and 19%, respectively.7 Using primarily college-ed-
ucated and non-Hispanic white adults, the Aerobic 
Center Longitudinal Study reported a reduced risk 
of all-cause and CVD mortality among partici-
pants who reported running at least 5–10 min/day 
compared with inactive participants.10

It is unclear, however, whether there is a poten-
tial harm resulting from excessive PA, defined as 
a greater number of hours of PA more than the 
recommended. Several studies evaluated this asso-
ciation but results were inconsistent. A common 
finding is a U- or a J-shaped association between PA 
levels and mortality risk,11–14 while others reported 
a protective effect with very high levels of PA.9 
For instance, the Million Women Study11 and the 
Copenhagen City Heart Study14 reported increased 
risk of mortality or CVD events for strenuous PA, 
while the harmonised pooled analysis of six cohort 
studies found it progressively increasing, although 
at a modest rate, health benefits with PA up to 10 
times the minimum recommended amounts by the 
PA guidelines.9

In the current study, using a nationally represen-
tative sample of US adults, we aimed to assess the 
association between levels of leisure time PA and 
risks of mortality from all causes, CVD and cancer. 
In addition, we investigated the risk of mortality 
associated with very low or very high levels of 
leisure time PA.

MeThOds
study population
We used the data from 3 66 376 study participants 
aged 18–85 years who participated in 13 cross-sec-
tional waves of the National Health Interview 
Surveys (NHIS) during 1997–2009. The NHIS is 
an ongoing national cross-sectional survey admin-
istered by the National Center for Health Statistics 
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of the Centers for Disease Control and Prevention (CDC) to 
monitor the health of the civilian noninstitutionalized US popu-
lation.15 It uses a stratified, multistage sampling design to collect 
information on health and lifestyle behaviours from sample 
participants representative of the general US population using 
personal household interviews. Major revisions to the survey 
questionnaires of the NHIS took place in 1982 and 1997, thus 
we used the data starting from 1997 through 2009 to ensure 
consistency in participants’ responses.

Data on the baseline of the NHIS were linked to mortality 
data in 2011. Among the 3 66 376 participants, 2 78 236 
were excluded because of <3 years of follow-up duration 
(n=27 384 in 2009), aged <40 years (n=1 34 777), the presence 
of chronic disease (n=1 08 343), missing information on study 
exposure, i.e., PA (n=3240), missing information on covariates 
(n=4360) or  the presence of pregnancy (n=132), resulting in 
a final analytical sample of 88 140 US adults aged 40–85 years.

study outcome
The study outcome was mortality during the follow-up period. 
Using the International Classification of Diseases – 10th Revi-
sion (ICD-10) codes, the mortality-specific outcomes included 
CVD-specific mortality (codes I00–I09, I11, I13, and I20–
I51, I60–I69) and cancer-specific mortality (codes C00–C97). 
Eligible study participants were linked to the National Death 
Index (NDI) records through 31 December 2011 to determine 
their mortality status,16 similar to previous studies.17 18 Previous 
studies have identified that the NDI records matching algorithm 
yielded a good agreement (98.5%), with 96.1% of decedents 
being correctly classified as deceased and 99.4% of non-dece-
dents being correctly classified as alive.19 20

study exposure
The primary study exposure was leisure time PA defined 
by frequency and duration of PA for the study participants. 
All study participants were asked two sets of questions that 
assessed the frequency and duration of leisure time PA. 
Frequency was assessed as PA for at least 10 min and cate-
gorised into: vigorous PA (eg, running, faster cycling and 
competitive sports, etc.) and light or moderate PA (eg, brisk 
walking, dancing and gardening, etc.). Using a combination 
of frequency (times/week) and duration of PA (minutes/time), 
we defined leisure time PA as measured in minutes/week units. 
We used minutes/week instead of metabolic equivalent value 
(MET) for easier translation of our findings. PA guidelines 
defined 1 min of vigorous-intensity activity as equivalent to 
2 min of moderate-intensity activity,4 5 therefore we calculated 
the total PA level (minutes/week) for each study participant by 
converting vigorous-intensity PA into the equivalent moder-
ate-intensity PA. The main study exposure, total leisure time 
PA, has been categorised into eight groups: 0, 10–59, 60–149, 
150–299, 300–449, 450–799, 800–1499 and ≥1500 minutes/
week, similar to earlier studies.9

We carried out a sensitivity analysis where we defined 1 min 
of vigorous-intensity activity as equivalent to 1 min of moder-
ate-intensity activity, and the overall results were found to be 
similar (data not shown). In addition, two types of PA intensity 
(light-to-moderate or vigorous intensity) were categorised into 
the following groups: 0, 10–59, 60–149, 150–299, 300–599 
and ≥600 minutes/week, and their associations with the risk of 
all-cause, CVD- and cancer-specific mortality were estimated.

Covariates
The study covariates included study participants’ demographic 
characteristics and lifestyle behaviours. Demographic vari-
ables included sex, age, race/ethnicity (non-Hispanic white, 
non-Hispanic black, Hispanic and other), education level 
(<high school, high school and >high school) and marital status 
(married, divorced/separated/widowed, never married). Lifestyle 
behaviours included body mass index (categorised into under-
weight, normal weight, overweight and obese), smoking status 
(never, former and current smokers), and drinking status (life-
time abstainer, former drinker, current light to moderate drinker 
and current heavy drinker).21

statistical analysis
Participants’ baseline characteristics according to eight leisure 
time PA categories (0, 10–59, 60–149, 150–299, 300–449, 
450–799, 800–1499 and ≥1500 min/week)9 were presented 
using proportions for categorical variables. A multivariable Cox 
proportional hazards regression model was used to estimate 
the risk of all-cause and cause-specific mortality with level of 
total leisure time PA, adjusting for potential confounding factors 
including demographic factors and lifestyle behaviours. We 
used the Schoenfeld residual plots to examine the proportional 
hazards assumption and we noted no violations. To estimate 
the potential differences in confounding effects, we used three 
models for covariates adjustments. Model 1 included sex, age 
and race/ethnicity; Model 2 included variables in Model 1 plus 
education and marital status; and Model 3 included variables 
in Model 2 plus lifestyle variables. Hazards ratios (HRs) and 
95% confidence intervals (CIs) were reported. To evaluate the 
dose-response relationship of total PA (as a continuous variable) 
with mortality risk, Cox models with penalised splines22 were 
used with R version 3.3.3. The output includes a graphic repre-
sentation of the fitted splines and standard error bars, with log 
HR for mortality on the y-axis and total PA on the x-axis. In addi-
tion, the associations of the study outcomes with two PA inten-
sity categories (light-to-moderate and vigorous PA) were also 
evaluated. Additionally, the association of leisure time PA with 
the risk of all-cause mortality was also assessed by survey year. 
The heterogeneity of the study participants’ responses between 
survey cycles was tested by Cochran’s Q test in meta-analysis. 
Stratified analyses were conducted to assess whether the associ-
ation of PA with all-cause mortality differed according to demo-
graphic and lifestyle variables. All data management and analyses 
were performed using SAS version 9.3 (SAS Institute Inc) and 
R-version 3.3.3. Two-sided P<0.05 was considered significant 
for statistical inferences.

resulTs
Overall, the study cohort included a total of 88 140 US adults 
aged 40–85 years at baseline. Table 1 presents the descriptive 
characteristics of the study participants in the total study cohort 
and also between the eight categories of the study exposure 
(categories of PA levels).

During a median follow-up of 9.0 years, there were 7855 
all-cause deaths, 1 695 CVD-specific deaths and 2269 cancer-spe-
cific deaths. As shown in table 2, when adjusted for all study 
covariates, participants performing 10–59 min/week of leisure 
time PA had 18% lower risk of all-cause mortality (HR=0.82, 
95% CI=0.72–0.95) than physically inactive ones. Similar 
estimates were found among those who reported 60–149 min/
week of leisure time PA (HR=0.78, 95% CI=0.72–0.86). Those 
who reported 1–2 times (150–299 min/week) or 2–3 times 
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Table 1 Baseline characteristics according to total leisure time physical activity level, NHIS, 1997–2008

Overall

leisure time PA level, minutes/week

0 10–59 60–149 150–299 300–449 450–799 800–1499 ≥1500

N 88 140 36 702 3695 11 739 11 580 8280 8446 5198 2500

Age, yrs, %

  40–59 78.5 74.3 81.4 79.6 81.3 81.9 84.0 79.9 80.5

  ≥60 21.5 25.7 18.6 20.4 18.7 18.1 16.0 20.1 19.5

Sex, %

  Men 48.6 48.5 39.9 42.6 45.8 49.3 53.0 57.9 66.2

  Women 51.4 51.5 60.1 57.4 54.2 50.7 47.0 42.1 33.8

Race/ethnicity, %

  White 76.9 69.8 78.6 79.9 81.9 81.3 84.2 82.7 80.7

  Black 8.6 11.2 8.6 7.3 6.6 6.9 6.3 6.6 7.6

  Hispanic 10.0 14.0 8.0 8.1 7.5 7.7 6.0 7.2 8.2

  Other 4.4 5.0 4.8 4.7 3.9 4.1 3.5 3.5 3.4

Education, %

  <High school 14.1 22.8 11.6 9.8 8.1 7.2 5.7 8.2 12.9

  High school 30.0 35.9 28.7 28.8 25.8 23.9 21.0 24.7 29.3

  >High school 56.2 41.3 59.6 61.4 66.1 68.9 73.3 67.1 57.8

Marital status, %

  Married 68.9 65.1 70.7 71.6 71.6 71.6 72.2 70.6 69.1

  Divorced/separated/widowed 19.8 22.7 18.2 18.3 18.0 17.6 16.8 18.1 18.8

  Never married 11.3 12.2 11.0 10.1 10.4 10.9 11.0 11.3 12.1

Body mass index, kg/m2, %

  <18.5 1.5 2.0 1.6 1.3 1.1 1.1 1.1 0.9 1.5

  18.5–24.9 41.0 38.1 37.7 39.5 42.6 44.9 46.4 45.7 41.7

  25.0–29.9 38.7 38.0 37.6 39.5 38.9 39.4 38.6 39.0 42.1

  ≥30.0 18.8 21.8 23.1 19.7 17.5 14.7 13.9 14.3 14.7

Smoking, %

  Never 52.5 51.0 53.2 54.4 55.2 53.9 54.6 49.6 45.9

  Former 24.9 20.9 25.2 25.7 26.4 28.8 29.8 29.9 26.8

  Current 22.6 28.2 21.6 20.0 18.5 17.3 15.6 20.5 27.4

Drinking, %

  Lifetime abstainer 19.6 28.5 16.1 16.6 14.6 12.9 10.8 12.1 12.0

  Former drinker 15.6 18.5 16.4 14.7 13.5 13.8 11.9 13.1 14.3

  Light to moderate 59.8 48.2 62.7 64.2 67.2 68.6 71.5 68.6 66.4

  Heavy 5.0 4.8 4.7 4.6 4.7 4.7 5.7 6.3 7.3

(300–449 min/week) the recommended level of leisure time PA 
had 31% (HR=0.69, 95% CI=0.63–0.75) and 33% (HR=0.67, 
95% CI=0.61–0.74) lower risk of all-cause mortality, respec-
tively. Similar benefits were found for PA levels at 3–5 times 
(450–799 min/week: HR=0.58, 95% CI=0.52–0.66), at 5–10 
times (800–1499 min/week: HR=0.63, 95% CI=0.56–0.72), 
and at 10 or more times (≥1500 min/week) the recommended 
minimum by the PA guidelines (HR=0.54, 95% CI=0.45–0.64).

Similar protective effects on CVD-specific and cancer-specific 
mortality were also observed across different leisure time PA 
categories (table 2). The HRs and 95% CIs for CVD-specific 
mortality for 10–59, 60–149, 150–299, 300–449, 450–799, 
800–1499 and ≥1500 minutes/week leisure time PA were 
0.88 (0.67–1.17), 0.76 (0.63–0.92), 0.63 (0.52–0.78), 0.64 
(0.49–0.82), 0.64 (0.49–0.83), 0.74 (0.57–0.97) and 0.67 
(0.45–0.99), respectively. The corresponding HRs and 95% CIs 
for cancer-specific mortality were 0.86 (0.66–1.11), 0.84 (0.72–
0.98), 0.76 (0.64–0.89), 0.85 (0.71–0.99), 0.71 (0.59–0.86), 
0.65 (0.51–0.83) and 0.53 (0.39–0.73), respectively.

The Cox models with penalised splines showed that there 
was a curvilinear relationship between total leisure time PA 
(as a continuous variable) and risk of all-cause mortality (P for 

nonlinearity <0.001, figure 1), CVD-specific mortality (P for 
nonlinearity <0.001, figure 2) and cancer-specific mortality (P 
for nonlinearity <0.001, figure 3). Compared with physical inac-
tivity, the protective effect of PA on all-cause mortality started 
at a low dose and became stronger with an increasing dose up 
to the level of more than 10 times of the recommended PA. In 
addition, the dose-response association of leisure time PA with 
cancer-specific mortality was more apparent compared with the 
association with CVD-specific mortality, especially at high PA 
levels (figures 2 and 3).

We examined the association between leisure time PA and 
the risk of all-cause mortality stratified by survey year and found 
results similar with those of the pooled data. In addition, we 
found no statistically significant difference in heterogeneity in 
the associations across the survey years, which allowed us to 
combine all data in this study (online supplementary table S1).

Table 3 presents the association of leisure time PA with 
all-cause and cause-specific mortality risks in the two PA 
intensity categories. Low levels (10–59 min/week) of either 
light-to-moderate or vigorous intensity PA were associated 
with reduced risk of all-cause mortality. In addition, higher 
levels (≥600 min/week) of both PA intensities were found to 
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Figure 1 Dose-response association between total leisure time 
physical activity (as a continuous variable, min/week) and risk of all-
cause mortality.

Figure 2 Dose-response association between total leisure time 
physical activity (as a continuous variable, min/week) and risk of CVD- 
specific mortality.

Figure 3 Dose-response association between total leisure time 
physical activity (as a continuous variable, min/week) and risk of cancer-
specific mortality.

be associated with a lower risk of all-cause and cancer-specific 
mortality, respectively.

In stratified analyses, we found the same direction of associ-
ations regardless of demographic factors and lifestyle variables, 
although variations in estimates were noticed (online supple-
mentary table S2). The associations were more significant in 
the older group than in the middle-aged group, in women than 
in men, and in never or ever smokers than in current smokers.

dIsCussIOn
Using a nationally representative sample of US adults, our study 
suggested that individuals with 10–59 min/week of light-to-mod-
erate PA had significant health benefits compared with physically 
inactive adults. Individuals with high levels of PA could achieve 
further health benefits. Importantly, very high levels of PA (10 or 
more times than the recommended minimum by the PA guide-
lines) continued to have health benefits against mortality risk.

Currently, about 51% US adults fail to meet the recommenda-
tion for PA.6 Very low levels of PA, such as about 5–10 min/day 
may be easy to achieve by most adults; thus, it is important to 
determine whether PA at such a level is beneficial. To date, only 
two large studies have been conducted to determine the precise 
minimum level of leisure time PA that is beneficial.7 10 Both 
studies suggested 5–10 min/day (30–59 min/week) running10 
or 15 min/day (90 min/week) moderate-intensity exercise7 to 

reduce the risk of all-cause and cause-specific mortality. Similar 
to these two studies, our study findings suggest that leisure time 
PA for 10–59 min/week may have a beneficial effect on all-cause 
mortality.

There have been contradictory findings on the associa-
tion between very high leisure time PA levels and mortality 
risk.9 11 14 Several studies reported harmful effects with very 
high leisure time PA levels,11 14 while others,9 including ours, 
suggested beneficial effect. Two mini reviews by Eijsvogels et 
al23 24 stated that the disappearance of health benefits of PA at a 
high dose in the two previous studies11 14 might be subjected to 
methodological limitations. In the Million Women Study, indi-
viduals who performed daily strenuous PA had an increased 
risk of cerebrovascular disease and venous thromboembolism 
when compared with inactive study participants. However, the 
baseline characteristics of two subgroups were not comparable 
and this finding might be misleading.11 In the Copenhagen 
Study, the mortality rate was higher in high intensity joggers 
(>3 times/week for >4 hours at a fast pace) than non-joggers. 
However, the sample of high-intensity joggers was very small 
(n=36).14 Our study using a nationally representative sample 
of US adults had sufficient sample size for the very high PA 
category (141 deaths occurred in 2500 participants), thereby 
supporting the beneficial effect of very high levels of PA on 
mortality risk. Our findings, however, were based on samples 
from a general healthy population, and may not be generalis-
able to high-risk patients.25 In addition, we also found partic-
ipants who performed more than 1500 minutes/week leisure 
time PA were more likely to be young white men with higher 
education level. Indeed, this highest level of leisure time PA is 
difficult to achieve for a working adult.

We also found significantly lower risk of all-cause and 
cause-specific mortality among individuals who do vigorous 
PA compared with those who only do light/moderate PA, and 
these results were consistent with previous studies.7–10 Because 
of the higher exertion involved, participation in vigorous-in-
tensity activity is more time-efficient than moderate-intensity 
activity.7 Thus, vigorous-intensity PA may be an attractive 
option for able-bodied individuals with limited time.

Our finding on the protective effects of leisure time 
PA on cause-specific mortality is consistent with previous 
studies.10 26–28 It is well established that PA improves fitness 
and physical function.29 A systematic review of interven-
tion studies indicated that physical exercises such as running 
and playing football improved metabolic fitness, muscular 
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Table 3 Association between leisure time physical activity level and the risk of all-cause and cause-specific mortality by intensity of activity

leisure time PA level, minutes/week, hr (95% CI)

0 10–59 60– 149 150–299 300–599 ≥600

Light/moderate

  Participants (N) 44 281 6384 17 797 10 395 5996 3287

All-cause

  Deaths (n) 5074 352 1041 715 426 247

  Model 1 1 0.75 (0.66 to 0.85) 0.70 (0.65 to 0.76) 0.76 (0.69 to 0.83) 0.69 (0.62 to 0.77) 0.78 (0.67 to 0.91)

  Model 2 1 0.79 (0.69 to 0.89) 0.75 (0.69 to 0.82) 0.82 (0.75 to 0.89) 0.75 (0.67 to 0.83) 0.81 (0.69 to 0.94)

  Model 3 1 0.81 (0.71 to 0.92) 0.78 (0.72 to 0.85) 0.84 (0.77 to 0.92) 0.74 (0.66 to 0.83) 0.80 (0.68 to 0.93)

CVD

  Deaths (n) 1132 79 199 130 99 56

  Model 1 1 0.79 (0.62 to 1.02) 0.63 (0.52 to 0.75) 0.60 (0.48 to 0.75) 0.70 (0.55 to 0.90) 0.77 (0.56 to 1.08)

  Model 2 1 0.82 (0.64 to 1.06) 0.69 (0.57 to 0.83) 0.66 (0.53 to 0.83) 0.77 (0.60 to 0.99) 0.81 (0.58 to 1.13)

  Model 3 1 0.84 (0.65 to 1.09) 0.72 (0.59 to 0.86) 0.69 (0.55 to 0.86) 0.78 (0.61 to 0.99) 0.84 (0.60 to 1.16)

Cancer

  Deaths (n) 1341 105 359 239 153 72

  Model 1 1 0.72 (0.57 to 0.91) 0.78 (0.68 to 0.90) 0.86 (0.74 to 0.99) 0.83 (0.70 to 0.99) 0.73 (0.55 to 0.98)

  Model 2 1 0.77 (0.61 to 0.97) 0.84 (0.73 to 0.97) 0.94 (0.80 to 1.09) 0.90 (0.75 to 1.08) 0.77 (0.57 to 0.99)

  Model 3 1 0.79 (0.62 to 0.99) 0.88 (0.76 to 0.99) 0.97 (0.83 to 1.13) 0.89 (0.74 to 1.06) 0.76 (0.57 to 0.99)

Vigorous

  Participants(N) 57 889 3843 11 772 8102 4561 1973

All-cause

  Deaths (n) 6561 172 490 327 207 98

  Model 1 1 0.68 (0.57 to 0.80) 0.68 (0.61 to 0.77) 0.59 (0.52 to 0.66) 0.63 (0.54 to 0.74) 0.57 (0.45 to 0.71)

  Model 2 1 0.72 (0.61 to 0.85) 0.73 (0.65 to 0.82) 0.63 (0.56 to 0.72) 0.67 (0.57 to 0.78) 0.57 (0.46 to 0.72)

  Model 3 1 0.74 (0.63 to 0.87) 0.76 (0.68 to 0.86) 0.66 (0.59 to 0.75) 0.69 (0.59 to 0.81) 0.58 (0.46 to 0.73)

CVD

  Deaths (n) 1413 31 113 63 52 23

  Model 1 1 0.66 (0.45 to 0.98) 0.80 (0.64 to 0.99) 0.57 (0.42 to 0.78) 0.79 (0.58 to 1.07) 0.64 (0.40 to 1.05)

  Model 2 1 0.71 (0.48 to 1.06) 0.87 (0.68 to 1.09) 0.63 (0.46 to 0.85) 0.84 (0.62 to 1.14) 0.64 (0.40 to 1.05)

  Model 3 1 0.74 (0.50 to 1.10) 0.91 (0.72 to 1.15) 0.67 (0.49 to 0.91) 0.88 (0.65 to 1.21) 0.66 (0.40 to 1.07)

Cancer

  Deaths (n) 1782 63 185 127 74 38

  Model 1 1 0.72 (0.54 to 0.96) 0.76 (0.63 to 0.92) 0.67 (0.55 to 0.83) 0.61 (0.46 to 0.81) 0.61 (0.42 to 0.89)

  Model 2 1 0.76 (0.57 to 1.02) 0.82 (0.68 to 0.98) 0.73 (0.59 to 0.90) 0.65 (0.49 to 0.86) 0.62 (0.43 to 0.91)

  Model 3 1 0.79 (0.59 to 1.05) 0.86 (0.71 to 1.04) 0.77 (0.63 to 0.95) 0.67 (0.51 to 0.89) 0.61 (0.42 to 0.89)

Model 1: adjusted for sex, age, race/ethnicity and mutually adjusted for both moderate- and vigorous-intensity activities.
Model 2: Model 1 plus additionally adjusted for education, marital status and mutually adjusted for both moderate- and vigorous-intensity activities.
Model 3: Model 2 plus additionally adjusted for body mass index, smoking, alcohol intake and mutually adjusted for both moderate- and vigorous-intensity activities.
CI, confidence interval; CVD, cardiovascular disease; HR, hazard ratio.

performance and cardiac function, and were beneficial for 
weight loss,30 which may help explain why PA decreased 
the risk of CVD mortality. The protective effects of PA on 
cancer mortality have also been widely established in previous 
studies.26 28 The protective effects of PA against cancer risk 
may be mediated by reductions in body weight, circulating 
sex hormones and inflammation, and improved immune func-
tions.31 Thus, our study findings emphasise the importance of 
PA in the prevention of CVD and cancer deaths.

There have been several publications on associations between 
accelerometer measured PA and the risk of mortality.32–35 Data 
from the 2003–2006 National Health and Nutrition Exam-
ination Survey reported that both self-reported and acceler-
ometer-assessed moderate-to-vigorous PA were associated 
with the risk of all-cause and CVD-specific mortality.32 Other 
studies also demonstrated that all intensities of objectively 
measured PA were beneficially associated with all-cause and 
cause-specific mortality.33–35 The study exposure measurement 

in our study is subjective, however findings were similar to 
those from studies with PA objectively measured.

The 2018 Physical Activity Guidelines for Americans has 
become available recently.36 The guidelines concludes that 
PA reduces the risk of morbidity and mortality, and there are 
various ways to achieve the benefits of PA. It also states that 
bouts, or episodes, of moderate-to-vigorous PA of any dura-
tion may have health benefits; further, higher intensity, longer 
duration and/or higher frequency will bring about greater 
health benefits. Overall, our study findings concur with the 
recommendations of the 2018 Guidelines.

study strength and limitations
Our study has numerable strengths. First, we utilised data 
from samples representative of the general US middle- 
and old-age population with a relatively large sample size. 
Second, we addressed the possibility of reverse causation by 
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excluding participants from all analyses who were followed 
within the first 3 years and who reported diagnosis with at 
least one chronic disease condition. Third, we conducted 
several sensitivity analyses to investigate the association 
in different sub-populations. Our study also has several 
limitations. First, information on study exposure and most 
covariates was obtained through participants’ self-reported 
responses, which might be subject to recall bias. Second, data 
on participants’ PA were not available during the follow-up 
period. Repeated evaluations of PA, rather than a one-time 
evaluation, could likely improve the robustness of PA effect 
sizes. Third, although we adjusted for many confounders at 
baseline, several unmeasured confounders such as dietary 
intakes or disabilities have not been captured. Future epide-
miological studies will benefit from collecting information 
on these unmeasured variables and test for the possible roles 
of confounding, interaction, mediation in the causal pathway 
between PA and mortality. Fourth, data on occupational, 
transport or other domains of PA were unavailable in the 
current study. Further studies should examine the impacts of 
other PA patterns on mortality risk. In addition, we had no 
data on sedentary behaviours which may modify the associa-
tion between PA and mortality risk.37

COnClusIOns
Assuming causality of the associations we observed, both 
low and high levels of PA have beneficial effects on all-cause 
and cause-specific mortality risk. Importantly, vigorous PA 
has added benefits for reducing mortality compared with 
moderate PA. Promoting PA of any intensity and amount 
is an important approach to reducing mortality risk in the 
general population.

What are the findings?

 ► Our cohort study suggested that a low dose of light to 
moderate-intensity physical activity was associated with 
lower risk of mortality: individuals doing more exercise could 
achieve additional health benefits. Of note, there was still 
benefit rather than excess risk associated with very high 
levels of leisure time physical activity.

how might it impact on clinical practice in the future?

 ► Since the benefits of physical activity start at a low dose with 
additional benefits associated with high doses, clinicians 
should encourage patients to increase physical activity 
regardless of baseline levels.

Acknowledgements We thank the National Center for Health Statistics of the 
Centers for Disease Control and Prevention for sharing the NHIS data. We thank Dr. 
Steven Moore for sharing the code for calculating covariate-adjusted survival curves 
that was adapted for this analysis. 

Contributors BX and MZ designed the study, performed data analyses and had full 
access to all the data in the study, and take responsibility for the integrity of the data 
and the accuracy of the data analysis. MZ drafted the manuscript. SPV, LMS and SL 
made critical revision of the manuscript for important intellectual content. All authors 
approved the final submitted version.

Funding The authors have not declared a specific grant for this research from any 
funding agency in the public, commercial or not-for-profit sectors. 

Competing interests None declared.

Provenance and peer review Not commissioned; externally peer reviewed.

OrCId id
Bo Xi http:// orcid. org/ 0000- 0003- 0491- 5585

RefeRences
 1 Sattelmair J, Pertman J, Ding EL, et al. Dose response between physical activity and 

risk of coronary heart disease: a meta-analysis. Circulation 2011;124:789–95.
 2 Lee IM, Shiroma EJ, Lobelo F, et al. Effect of physical inactivity on major non-

communicable diseases worldwide: an analysis of burden of disease and life 
expectancy. Lancet 2012;380:219–29.

 3 Li Y, Gu M, Jing F, et al. Association between physical activity and all cancer mortality: 
dose-response meta-analysis of cohort studies. Int J Cancer 2016;138:818–32.

 4 Physical Activity Guidelines Advisory Committee. Physical activity guidelines for 
Americans. 2008 http://www. health. gov/ PAGuidelines (Accessed 20 Oct 2018).

 5 World Health Organization. Global recommendations on physical activity for health. 
http://www. who. int/ dietphysicalactivity/ publications/ 9789241599979/ en/ (Accessed 
20 Oct 2018).

 6 Centers for Disease Control and Prevention. Fastats: exercise or physical activity. 
http://www. cdc. gov/ nchs/ fastats/ exercise. htm (Accessed 20 Oct 2018).

 7 Wen CP, Wai JP, Tsai MK, et al. Minimum amount of physical activity for reduced 
mortality and extended life expectancy: a prospective cohort study. Lancet 
2011;378:1244–53.

 8 Hupin D, Roche F, Gremeaux V, et al. Even a low-dose of moderate-to-vigorous 
physical activity reduces mortality by 22% in adults aged ≥60 years: a systematic 
review and meta-analysis. Br J Sports Med 2015;49:1262–7.

 9 Arem H, Moore SC, Patel A, et al. Leisure time physical activity and mortality: a 
detailed pooled analysis of the dose-response relationship. JAMA Intern Med 
2015;175:959–67.

 10 Lee DC, Pate RR, Lavie CJ, et al. Leisure-time running reduces all-cause and 
cardiovascular mortality risk. J Am Coll Cardiol 2014;64:472–81.

 11 Armstrong ME, Green J, Reeves GK, et al. Frequent physical activity may not reduce 
vascular disease risk as much as moderate activity: large prospective study of women 
in the United Kingdom. Circulation 2015;131:721–9.

 12 Mons U, Hahmann H, Brenner H. A reverse J-shaped association of leisure time 
physical activity with prognosis in patients with stable coronary heart disease: 
evidence from a large cohort with repeated measurements. Heart 2014;100:1043–9.

 13 Williams PT, Thompson PD. Increased cardiovascular disease mortality associated with 
excessive exercise in heart attack survivors. Mayo Clin Proc 2014;89:1187–94.

 14 Schnohr P, O’Keefe JH, Marott JL, et al. Dose of jogging and long-term mortality: the 
Copenhagen City Heart Study. J Am Coll Cardiol 2015;65:411–9.

 15 National Center for Health Statistics of Centers for Disease Control and Prevention. 
National health interview survey. www. cdc. gov/ nchs/ nhis/ about_ nhis. htm (Accessed 
20 Oct 2018).

 16 National Center for Health Statistics of Centers for Disease Control and Prevention. 
NCHS 2011 Linked mortality files matching methodology. http://www. cdc. gov/ nchs/ 
data/ datalinkage/ 2011_ linked_ mortality_ file_ matching_ methodology. pdf (Accessed 
20 Oct 2018).

 17 Jha P, Ramasundarahettige C, Landsman V, Rostron B, et al. 21st-century 
hazards of smoking and benefits of cessation in the United States. N Engl J Med 
2013;368:341–50.

 18 Mukamal KJ, Chen CM, Rao SR, et al. Alcohol consumption and cardiovascular 
mortality among US adults, 1987 to 2002. J Am Coll Cardiol 2010;55:1328–35.

 19 National Center for Health Statistics. NHANES I Epidemiologic Follow-up Survey 
(NHEFS) – Calibration sample for NDI matching methodology. http://www. cdc. gov/ 
nchs/ data/ datalinkage/ mort_ calibration_ study. pdf (Accessed 20 Oct 2018).

 20 Lochner K, Hummer RA, Bartee S, et al. The public-use National Health Interview 
Survey linked mortality files: methods of reidentification risk avoidance and 
comparative analysis. Am J Epidemiol 2008;168:336–44.

 21 US Department of Health and Human Services USDoA. 2015–2020 Dietary Guidelines 
for Americans. https:// health. gov/ dietaryguidelines/ 2015/ (Accessed 20 Oct 2018).

 22 Eisen EA, Agalliu I, Thurston SW, et al. Smoothing in occupational cohort studies: an 
illustration based on penalised splines. Occup Environ Med 2004;61:854–60.

 23 Eijsvogels TM, Thompson PD. Exercise Is medicine: at any dose? JAMA 
2015;314:1915–6.

 24 Eijsvogels TM, Molossi S, Lee DC, et al. Exercise at the extremes: the amount of 
exercise to reduce cardiovascular events. J Am Coll Cardiol 2016;67:316–29.

 25 Fihn SD, Blankenship JC, Alexander KP, et al. ACC/AHA/AATS/PCNA/SCAI/STS Focused 
Update of the Guideline for the Diagnosis and Management of Patients With Stable 
Ischemic Heart Disease. A Report of the American College of Cardiology/American 
Heart Association Task Force on Practice Guidelines, and the American Association 
for Thoracic Surgery, Preventive Cardiovascular Nurses Association, Society for 
Cardiovascular Angiography and Interventions, and Society of Thoracic Surgeons. 
Circulation 2014;2014:1749–67.

 26 Wen CP, Wai JP, Tsai MK, et al. Minimal amount of exercise to prolong life: to walk, to 
run, or just mix it up? J Am Coll Cardiol 2014;64:482–4.

 27 Lear SA, Hu W, Rangarajan S, et al. The effect of physical activity on mortality and 
cardiovascular disease in 130 000 people from 17 high-income, middle-income, and 
low-income countries: the PURE study. Lancet 2017;390:2643–54.

 on O
ctober 16, 2021 by guest. P

rotected by copyright.
http://bjsm

.bm
j.com

/
B

r J S
ports M

ed: first published as 10.1136/bjsports-2018-099254 on 19 M
arch 2019. D

ow
nloaded from

 

http://orcid.org/0000-0003-0491-5585
http://dx.doi.org/10.1161/CIRCULATIONAHA.110.010710
http://dx.doi.org/10.1016/S0140-6736(12)61031-9
http://dx.doi.org/10.1002/ijc.29828
http://www.health.gov/PAGuidelines
http://www.who.int/dietphysicalactivity/publications/9789241599979/en/
http://www.cdc.gov/nchs/fastats/exercise.htm
http://dx.doi.org/10.1016/S0140-6736(11)60749-6
http://dx.doi.org/10.1136/bjsports-2014-094306
http://dx.doi.org/10.1001/jamainternmed.2015.0533
http://dx.doi.org/10.1016/j.jacc.2014.04.058
http://dx.doi.org/10.1161/CIRCULATIONAHA.114.010296
http://dx.doi.org/10.1136/heartjnl-2013-305242
http://dx.doi.org/10.1016/j.mayocp.2014.05.006
http://dx.doi.org/10.1016/j.jacc.2014.11.023
www.cdc.gov/nchs/nhis/about_nhis.htm
http://www.cdc.gov/nchs/data/datalinkage/2011_linked_mortality_file_matching_methodology.pdf
http://www.cdc.gov/nchs/data/datalinkage/2011_linked_mortality_file_matching_methodology.pdf
http://dx.doi.org/10.1056/NEJMsa1211128
http://dx.doi.org/10.1016/j.jacc.2009.10.056
http://www.cdc.gov/nchs/data/datalinkage/mort_calibration_study.pdf
http://www.cdc.gov/nchs/data/datalinkage/mort_calibration_study.pdf
http://dx.doi.org/10.1093/aje/kwn123
https://health.gov/dietaryguidelines/2015/
http://dx.doi.org/10.1136/oem.2004.013136
http://dx.doi.org/10.1001/jama.2015.10858
http://dx.doi.org/10.1016/j.jacc.2015.11.034
http://dx.doi.org/10.1016/j.jacc.2014.05.026
http://dx.doi.org/10.1016/S0140-6736(17)31634-3
http://bjsm.bmj.com/


8 of 8 Zhao M, et al. Br J Sports Med 2019;53:1405–1411. doi:10.1136/bjsports-2018-099254

Original article

 28 Arem H, Moore SC, Park Y, et al. Physical activity and cancer-specific mortality in the 
NIH-AARP Diet and Health Study cohort. Int J Cancer 2014;135:423–31.

 29 Kujala UM. Is physical activity a cause of longevity? It is not as straightforward as 
some would believe. A critical analysis. Br J Sports Med 2018;52:914–8.

 30 Oja P, Titze S, Kokko S, et al. Health benefits of different sport disciplines for adults: 
systematic review of observational and intervention studies with meta-analysis. Br J 
Sports Med 2015;49:434–40.

 31 Friedenreich CM, Neilson HK, Lynch BM. State of the epidemiological evidence on 
physical activity and cancer prevention. Eur J Cancer 2010;46:2593–604.

 32 Evenson KR, Wen F, Herring AH. Associations of accelerometry-assessed and self-
reported physical activity and sedentary behavior with all-cause and cardiovascular 
mortality among US adults. Am J Epidemiol 2016;184:621–32.

 33 LaMonte MJ, Buchner DM, Rillamas-Sun E, et al. Accelerometer-measured  
physical activity and mortality in women aged 63 to 99. J Am Geriatr Soc 
2018;66:886–94.

 34 Dohrn IM, Sjöström M, Kwak L, et al. Accelerometer-measured sedentary time and 
physical activity – a 15 year follow-up of mortality in a Swedish population-based 
cohort. J Sci Med Sport 2018;21:702–7.

 35 Jefferis BJ, Parsons TJ, Sartini C, et al. Objectively measured physical activity, 
sedentary behaviour and all-cause mortality in older men: does volume of activity 
matter more than pattern of accumulation? Br J Sports Med 2018. doi: 10.1136/
bjsports-2017-098733. [Epub ahead of print].

 36 Piercy KL, Troiano RP, Ballard RM, et al. The Physical Activity Guidelines for Americans. 
JAMA 2018;320:2020–8.

 37 Ekelund U, Steene-Johannessen J, Brown WJ, et al. Does physical activity attenuate, 
or even eliminate, the detrimental association of sitting time with mortality? A 
harmonised meta-analysis of data from more than 1 million men and women. Lancet 
2016;388:1302–10.

 on O
ctober 16, 2021 by guest. P

rotected by copyright.
http://bjsm

.bm
j.com

/
B

r J S
ports M

ed: first published as 10.1136/bjsports-2018-099254 on 19 M
arch 2019. D

ow
nloaded from

 

http://dx.doi.org/10.1002/ijc.28659
http://dx.doi.org/10.1136/bjsports-2017-098639
http://dx.doi.org/10.1136/bjsports-2014-093885
http://dx.doi.org/10.1136/bjsports-2014-093885
http://dx.doi.org/10.1016/j.ejca.2010.07.028
http://dx.doi.org/10.1093/aje/kww070
http://dx.doi.org/10.1111/jgs.15201
http://dx.doi.org/10.1016/j.jsams.2017.10.035
http://dx.doi.org/10.1136/bjsports-2017-098733
http://dx.doi.org/10.1001/jama.2018.14854
http://dx.doi.org/10.1016/S0140-6736(16)30370-1
http://bjsm.bmj.com/

	Beneficial associations of low and large doses of leisure time physical activity with all-cause, cardiovascular disease and cancer mortality: a national cohort study of 88,140 US adults
	Abstract
	Introduction
	Methods
	Study population
	Study outcome
	Study exposure
	Covariates
	Statistical analysis

	Results
	Discussion
	Study strength and limitations

	Conclusions
	References


