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Abstract
Background  A high resting heart rate (RHR) is associated with an increase in adverse events. However, the long-term 
prognostic value in a general population is unclear. We aimed to investigate the impact of RHR, based on both baseline and 
time-updated values, on mortality in a middle-aged male cohort.
Methods  A random population sample of 852 men, all born in 1913, was followed from age 50 until age 98, with repeated 
examinations including RHR over a period of 48 years. The impact of baseline and time-updated RHR on cause-specific 
mortality was assessed using Cox proportional hazard models and cubic spline models.
Results  A baseline RHR of ≥ 90 beats per minute (bpm) was associated with higher all-cause mortality, as compared with 
an RHR of 60–70 bpm (hazard ratio [HR] 1.60, 95% confidence interval [CI] 1.17–2.19, P = 0.003), but not with cardiovas-
cular (CV) mortality. A time-updated RHR of < 60 bpm (HR 1.41, 95% CI 1.07–1.85, P = 0.014) and a time-updated RHR 
of 70–80 bpm (HR 1.34, 95% CI 1.02–1.75, P = 0.036) were both associated with higher CV mortality as compared with an 
RHR of 60–70 bpm after multivariable adjustment. Analyses using cubic spline models confirmed that the association of 
time-updated RHR with all-cause and CV mortality complied with a U-shaped curve with 60 bpm as a reference.
Conclusion  In this middle-aged male cohort, a time-updated RHR of 60–70 bpm was associated with the lowest CV mortal-
ity, suggesting that a time-updated RHR could be a useful long-term prognostic index in the general population.
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Introduction

An elevated resting heart rate (RHR) is related to both 
increased cardiovascular (CV) morbidity and mortality 
in the general population [1–10]. Previous studies have 
shown that an increase in RHR of 10 beats per minute 
(bpm) will increase the risk of incident all-cause mortality 
by 17% [9]. Moreover, the change in RHR over a period 
of several years is also associated with mortality or CV 
events [10–14]. However, the RHR varies throughout life 
and there is still a suspended question of whether a time-
updated RHR is also of prognostic value in relation to mor-
tality. It has recently been demonstrated that an increase 
in time-updated RHR is associated with a higher risk of 
mortality in patients with heart failure or with chronic 
obstructive pulmonary disease (COPD) [15–17]. However, 
whether this relationship exists in the general population 
remains unknown. ‘The Study of Men Born in 1913’ is a 
random prospective cohort study from the general male 
population, which has been re-investigated several times 
during a 48-year follow-up. The present study aimed to 
investigate the impact of both baseline and time-updated 
RHR on the incidence of cause-specific mortality in this 
general population sample.

Methods

Study population

‘The Study of Men Born in 1913’ is a prospective cohort 
established in 1963 and comprises one-third of the male 
population born in 1913 and living in Gothenburg, Swe-
den, at the time of sampling. Details of the cohort and the 
sampling process have been given previously [18–21]. At 
baseline in 1963, 855 men (87.9% of the whole sample who 
fulfilled the inclusion criteria) agreed to participate in the 
study. Informed consent was obtained at each examination, 
orally during the first examinations, as required at the time, 
and in writing later on, according to the Helsinki Declara-
tion. Research ethics approval was obtained on several occa-
sions, first from the Research Ethics Committees in Goth-
enburg and Uppsala, Sweden, and later from the Regional 
Ethics Review Board, Uppsala, Sweden, No. 2011/304. The 
only exclusion criterion in the present study was a history of 
atrial fibrillation before the baseline examination.
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Assessments and data collection

The participants were examined at baseline in 1963 when 
they were all 50 years old and re-examined in 1967 (at age 
54 years), 1973 (age 60), 1980 (age 67), 1988 (age 75), and 
1993 (age 80) (Fig. 1). Clinical examinations including a 
12-lead electrocardiogram (ECG) were performed on each 
visit. Medical histories were collected by questionnaires.

Weight and height were measured, and body mass index 
(BMI) was calculated as weight (kg)/height (m)2. Waist 
circumference was measured at the level of the umbili-
cus. Blood pressure was measured using a standard mer-
cury sphygmomanometer. Hypertension was defined 
as a confirmed medical history, or the use of antihyper-
tensive medications, or current systolic blood pressure 
(SBP) of ≥ 140 mmHg or diastolic blood pressure (DBP) 
of ≥ 90 mmHg.

Atrial fibrillation was defined as atrial fibrillation or atrial 
flutter detected on the ECG recording at any of the screening 
examinations or by diagnoses from the Swedish Hospital 
Discharge Register. Smoking habits were asked about in the 
questionnaire and classified as never smokers, former smok-
ers, and current smokers. In the Cox analysis, smoking was 
treated as a binary variable (current smoker or not).

Physical activity during leisure time was assessed with 
the four-grade Saltin Grimby Physical Activity Scale and 
graded as 1, sedentary; 2, some light physical activity during 
leisure time, such as walking or light gardening for at least 
4 h a week; 3, regular moderate physical activity for at least 
3 h a week; and 4, regular intense physical training for com-
petitive sports [22]. Serum total cholesterol and triglyceride 

were analysed from venous blood samples drawn after an 
overnight fast. Diabetes was defined as a diagnosis of dia-
betes in the medical history.

Measurements of RHR and definition 
of time‑updated RHR

The RHR was recorded at rest using a standard 12-lead ECG 
with paper speed 50 mm/s and voltage calibration 10 mm/
mV at the baseline examination in 1963 and subsequent 
re-examinations in 1967, 1973, 1980, 1988, and 1993. The 
ECGs were evaluated by physicians who were blinded to the 
other clinical information relating to the participants at the 
time. The time-updated RHR was defined as the most recent 
available RHR for each man before the endpoint occurred. 
This means that, when analysing the association between 
the time-updated RHR and the outcome, a participant’s 
‘baseline’ RHR was carried forward until the next follow-up 
visit, at which time the new RHR obtained on this visit was 
adopted and subsequently carried forward again until the 
next visit. The RHR could, therefore, be updated up to five 
times after the baseline examination. To avoid the influence 
of atrial fibrillation, the RHR was only updated until the last 
visit before the atrial fibrillation diagnosis.

Follow‑up and endpoint identification

All the participants were followed up prospectively until 
death or until 31 December 2011 for survivors. Endpoints 
in the study included all-cause mortality, CV mortality, 
and non-CV mortality. CV mortality was defined as deaths 
caused by any cardiac disease (ICD-9 codes 393-398, 410-
414, 420-429, ICD-10 codes I00-I09, I11, I13, and I20-51), 
primary hypertension (401-405, I10), cerebrovascular dis-
eases (430-438, I60-I69), and peripheral arterial diseases 
(440.2-440.4, 444.2, I70.2-I70.7, I74.2-I74.4). The follow-
up and outcome data were collected by questionnaires on 
each visit, reviews of medical charts, and access to the 
Swedish Hospital Discharge Registry and the Swedish Cause 
of Death Registry.

Statistical analysis

Baseline characteristics were shown by dividing the par-
ticipants into five groups according to RHR at base-
line (RHR < 60, 60 to  < 70, 70 to  < 80, 80 to  < 90, 
and ≥ 90 bpm). Continuous variables were presented as the 
mean ± standard deviation or median (interquartile ranges) 
and categorical variables were given as counts and percent-
ages. For comparisons between groups, the ‘nptrend’ test 
was used for continuous variables and unordered categorical 
variables, while Spearman’s rank correlation test was used 
for two-way ordered categorical variables.Fig. 1   Flowchart of the study. AF atrial fibrillation
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The impact of baseline and time-updated RHR on all-
cause, CV, and HF mortality was assessed by univariable 
and multivariable Cox proportional hazard models, in 
which the RHR was entered as a continuous variable, eval-
uated by each 10 bpm increase and as a categorical vari-
able stratified in the same way as in Table 1. The stratifica-
tion of 60–70 bpm was treated as a reference level when 
the RHR was studied as a categorical variable. For the 
baseline RHR, confounders adjusted in the multivariable 
Cox models included SBP, BMI, smoking status, diabetes, 
and total cholesterol collected at baseline. For the time-
updated RHR, confounders adjusted in the multivariable 
Cox models included time-updated SBP, time-updated 
BMI, time-updated smoking status, time-updated diabe-
tes, and time-updated total cholesterol. Furthermore, we 
investigated the association of baseline and time-updated 
RHR with cause-specific mortality by utilising an adjusted 
Cox model using a restricted cubic spline with five knots 
and a reference value of 60 bpm. Confounders adjusted in 
the cubic model were consistent with those shown above 
in the multivariable Cox models.

Statistical significance was set at P < 0.05 (two-tailed). 
All the statistical analyses were performed with Stata 16.0 
(Stata Corp LLC, College Station, Texas, USA).

Results

Three of 855 participants were diagnosed with atrial fibril-
lation before the baseline examination and were excluded, 
leaving 852 men in the current analysis. The characteristics 
of the study population are shown in Table 1. At baseline, 
men with a higher RHR had higher levels of SBP, DBP, 
serum total cholesterol, and triglycerides, and more fre-
quently had hypertension and diabetes.

During the study period, 829 men died (mortality rate 
34.3/1000 person-years), of whom 412 men died from CV 
diseases (CV mortality rate 17.0/1000 person-years) and 
417 men died from non-CV causes (non-CV mortality rate 
17.2/1000 person-years), Table 2.

Baseline RHR and cause‑specific mortality

Used as a continuous variable, the adjusted hazard ratio 
(HR) for each 10 bpm increase in baseline RHR in relation 
to all-cause mortality was 1.02, 95% confidence interval (CI) 
0.96–1.09, P = 0.451, Table 2. The all-cause mortality inci-
dence in those with an RHR of ≥ 90 bpm increased by 60% 
(HR 1.60, 95% CI 1.17–2.19, P = 0.003) as compared with 
the group of men with an RHR of 60–70 bpm.

Further analyses showed that a high baseline RHR was a 
statistically significant predictor of non-CV mortality with 

Table 1   Baseline characteristics by RHR examined at 1963

Values are given as n (%), mean ± standard deviation or median (interquartile ranges). BMI body mass index, DBP diastolic blood pressure, RHR 
resting heart rate, SBP systolic blood pressure

Variables Overall
n = 852

RHR < 60
n = 196

60 ≤ RHR < 70
n = 298

70 ≤ RHR < 80
n = 224

80 ≤ RHR < 90
n = 83

RHR ≥ 90
n = 51

P value

Mean RHR, bpm 69 ± 12 55 ± 4 64 ± 3 74 ± 3 84 ± 3 97 ± 7
Median RHR, bpm 67 (60–75) 56 (52–58) 65 (62–67) 73 (71–76) 83 (81–87) 97 (91–102)
Time-updated RHR, bpm 68 (61–79) 61 (54–68) 66 (60–75) 72 (66–80) 79 (69–90) 85 (72–98)
SBP, mmHg 138.3 ± 20.9 133.9 ± 18.9 135.9 ± 20.3 140.4 ± 21.2 148.3 ± 22.7 143.2 ± 21.2  < 0.001
DBP, mmHg 91.6 ± 13.2 87.2 ± 11.7 90.0 ± 13.0 94.1 ± 13.7 97.1 ± 12.5 97.4 ± 12.0  < 0.001
BMI, kg/m2 24.8 ± 3.2 24.8 ± 3.3 24.8 ± 2.9 24.9 ± 3.3 24.6 ± 2.5 24.4 ± 4.1 0.492
Smoking
 Never smoker 207 (24.3) 47 (24.0) 69 (23.1) 59 (26.3) 19 (22.9) 13 (25.5) 0.986
 Former smoker 167 (19.6) 43 (21.9) 59 (19.8) 37 (16.5) 17 (20.5) 11 (21.6)
 Current smoker 478 (56.1) 106 (54.1) 170 (57.1) 128 (57.2) 47 (56.6) 27 (52.9)

Leisure physical activity
 Sedentary 294 (35.3) 72 (37.3) 91 (31.3) 80 (35.7) 30 (38.0) 21 (45.7) 0.542
 Moderate activity 268 (32.2) 54 (28.0) 110 (37.8) 71 (31.7) 22 (27.8) 11 (23.9)
 Regular exercise or intense training 271 (32.5) 67 (34.7) 90 (30.9) 73 (32.6) 27 (34.2) 14 (30.4)

Hypertension 577 (67.7) 108 (55.1) 189 (63.4) 171 (76.3) 69 (83.1) 40 (78.4)  < 0.001
Diabetes 6 (0.7) 0 0 1 (0.5) 2 (2.4) 3 (5.9)  < 0.001
Total s-cholesterol, mmol/L 6.4 ± 1.1 6.3 ± 1.0 6.4 ± 1.1 6.5 ± 1.1 6.6 ± 1.3 6.6 ± 1.3 0.037
s-Triglycerides, mmol/L 1.3 ± 0.8 1.1 ± 0.5 1.2 ± 0.7 1.3 ± 1.1 1.3 ± 1.0 1.4 ± 0.7  < 0.001
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HR 1.10 (95% CI 1.01–1.20, P = 0.024) per 10 bpm increase 
and HR 2.19 (95% CI 1.47–2.38, P < 0.001) for an RHR 
of ≥ 90 bpm versus 60–70 bpm, while no significant associa-
tion was detected between baseline RHR and CV mortality. 
In analyses using the restricted cubic spline model, an RHR 
at baseline above 105 bpm was related to a higher risk of all-
cause mortality and an RHR at baseline above 85 bpm was 
related to a higher risk of non-CV mortality compared with 
an RHR of 60 bpm, Fig. 2. The baseline RHR was not cor-
related to CV mortality in the adjusted Cox analysis using 
the cubic spline model.

Time‑updated RHR and cause‑specific mortality

The time-updated RHR was not significantly associated with 
all-cause mortality or non-CV mortality, either as a continu-
ous variable or as a categorical variable, despite a trend sim-
ilar to the baseline RHR, Table 2. However, a time-updated 
RHR of < 60 bpm (HR 1.41, 95% CI 1.07–1.85, P = 0.014) 
and a time-updated RHR of 70–80 bpm (HR 1.34, 95% CI 

1.02–1.75, P = 0.036) were both associated with a higher 
risk of CV mortality as compared with the time-updated 
RHR of 60–70 bpm in the multivariable model.

The Cox analyses with the cubic spline model revealed 
a U-shaped trend for the time-updated RHR of < 60 bpm 
and > 60 bpm, both of which showed an incidence increase 
in all-cause mortality and CV mortality, Fig. 2. Non-CV 
mortality showed a one-way rising curve across the whole 
time-updated RHR spectrum, although no significance was 
achieved.

Discussion

In a 48-year prospective follow-up of a random general 
population sample of 50-year-old men, we found that a 
higher baseline RHR was associated with a higher risk 
of all-cause and non-CV mortality but not CV mortality. 
However, the time-updated RHR with 60 bpm as a reference 
showed a U-shaped curve and was closely associated with 

Fig. 2   Association of baseline and time-updated RHR with cause-
specific mortality by adjusted cubic spline model. The black dashed 
curves represent the upper and lower 95% confidence limits, respec-

tively. The horizontal red line represents the adjusted hazard ratio of 
1. CV cardiovascular, RHR resting heart rate
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CV mortality. Our findings suggest that, in addition to an 
RHR in middle age, a time-updated recent RHR may also be 
a useful prognostic index in the general population.

The established relationship between the baseline RHR 
and the risk of mortality in the general population has been 
confirmed by two recent meta-analyses comprising 46 and 
87 studies, respectively [6, 9]. However, people’s heart 
rate may not remain stable throughout their lives. There-
fore, whether or not a time-updated heart rate has prognos-
tic importance should also be an interesting and critical 
question. The research team of the CHARM (candesartan 
in heart failure: assessment of reduction in mortality and 
morbidity) and TOPCAT (Treatment of Preserved Cardiac 
Function Heart Failure With an Aldosterone Antagonist) 
studies demonstrated in both cohorts that a time-updated 
RHR of > 76 bpm was associated with a steep rise in the risk 
of CV mortality or heart failure hospitalisation in chronic 
heart failure patients [15, 16]. Omlor et al. found that the risk 
of all-cause mortality in COPD patients increased by 79% in 
those with a time-updated RHR of > 72 bpm compared with 
an RHR of ≤ 72 bpm [17].

To our knowledge, the present study is the first to inves-
tigate the association between a time-updated RHR and 
prognosis in the general population. Our analyses indicate 
that a time-updated RHR is independently associated with 
CV mortality in the studied male cohort, providing addi-
tional evidence that an RHR recorded at any time is also of 
prognostic importance and should receive attention not only 
in patients with CV or pulmonary diseases but also in the 
general population.

Our analyses demonstrated a U-shaped impact of time-
updated RHR on CV mortality, with elevated mortality 
when the RHR diverged (either lower or higher) from 60 
to 70 bpm. These findings differ slightly from those in the 
previous studies with regard to the effect of a time-updated 
RHR of < 60 bpm [15–17]. This discrepancy is probably due 
to different study populations. In a general population sam-
ple, only a subgroup may have cardiovascular or pulmonary 
diseases. Our results and previous findings together empha-
sise that a relatively low RHR is a determinant of a better 
long-term prognosis both among patients with established 
cardiovascular diseases and in the general male population.

This finding is of importance, as the impact of a time-
updated RHR on the long-term outcome in a general popu-
lation has not previously been studied during a follow-up 
period of almost 5 decades, making our data unique. Moreo-
ver, the present study has extended our knowledge by show-
ing that both an extremely low and high time-updated RHR 
are associated with an adverse CV outcome, indicating that 
an RHR at the lower limit of normal heart rate range is desir-
able and should, therefore, be achieved as a preventive goal 
even in a general population.

The pathophysiological explanations of our findings are 
probably multifactorial. A low time-updated RHR may rep-
resent some recently occurred underlying pathophysiologi-
cal changes ranging from conduction system disturbances 
to other potential arrhythmias [23]. A reduced heart rate 
could result in the dispersion of atrial repolarisation, which 
would, in turn, initiate CV events [24, 25]. For instance, a 
low heart rate has been shown to be a predictor of incident 
atrial fibrillation in healthy middle-aged men [26]. Addition-
ally, bradycardia may also reduce the cardiac output and 
the peripheral perfusion in certain pathological situations, 
or even reduce the ability to respond to stressful events. 
Although a high RHR has been shown to exert harmful 
effects on the progression of coronary atherosclerosis, the 
occurrence of myocardial ischaemia, the incidence of atrial 
and ventricular arrhythmias, and the attenuation of left ven-
tricular function [27], the present study indicates that the 
risk may only increase continuously at heart rates above 
60–70 bpm. Instead, a low heart rate appears not to be ben-
eficial and indicates increased mortality.

Although several previous studies have found a stronger 
association with mortality for time-updated RHR than for 
baseline RHR [15–17], our study found that baseline RHR 
better predicts all-cause mortality. The main reason for this 
different finding is probably differences in study populations. 
While most previous studies were on COPD or HF patients, 
we studied a general population sample with a low rate of 
cardiovascular disease at baseline.

Strengths and limitations

The strengths of the present study include the fact that we 
investigated a randomly sampled cohort of the same age and 
sex from the general population, followed prospectively for 
48 years with comprehensive identifications of outcome 
events by accessing the Swedish National Health Registry 
and the Swedish Cause of Death Registry. The RHRs were 
repeatedly examined up to six times between 1963 and 1993, 
allowing us to assess the impact of a time-updated RHR on 
mortality. Some limitations should also be recognised.

One limitation is that we only included male participants 
in the present study and conclusions about RHR in middle-
aged women may differ. Nevertheless, according to the study 
by Omlor et al. in COPD patients, there was no evidence 
supporting significant sex-related differences in relation 
to the effect of time-updated RHR on mortality, although 
they found that male sex was associated with a higher time-
updated RHR [17]. Another limitation is the fairly small 
sample size, which may limit the power of the test to some 
extent. However, our cohort had a very long-term follow-up 
and this would make up for some shortcomings caused by 
the relatively small sample size.
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Conclusions

During a 48-year follow-up of this random middle-aged 
male cohort from the general population, a time-updated 
RHR of 60–70 bpm was associated with the lowest CV 
mortality, suggesting that the time-updated RHR could 
be a useful prognostic index in the long run in the general 
population and supporting the importance of measuring 
RHR intermittently throughout life.

Acknowledgements  Open access funding provided by University of 
Gothenburg. We would like to thank Georgios Lappas and Aldina Piv-
odic for help with extracting data for analysis.

Author contributions  XC, MF, and POH contributed to conception and 
design of the work. XC contributed to analysis and interpretation of the 
data for the work; KS and POH contributed to acquisition and interpre-
tation of the data; ZM, ET, and MF contributed to interpretation of the 
data. XC drafted the manuscript. ZM, ET, MF, KS, and POH critically 
revised the manuscript. All authors gave the final approval and agree to 
be accountable for all aspects of work ensuring integrity and accuracy.

Funding  The study was financed by grants from several sources. Dur-
ing a long period, the Swedish Medical Research Council funded the 
study. Research grants were also received from the Swedish Heart and 
Lung Foundation. In recent years, funding has been received from the 
Swedish state under the agreement between the Swedish government 
and the county councils relating to the economic support of research 
and education under the ALF agreement (ALFGBG-721351).

Data availability  Data could be available under reasonable request after 
authors’ evaluation and agreement.

Compliance with ethical standards 

Conflict of interest  The authors declare that they have no conflict of 
interest.

Ethical approval  Research ethics approval was obtained on several 
occasions, first from the Research Ethics Committees in Gothenburg 
and Uppsala, Sweden, and later from the Regional Ethics Review 
Board, Uppsala, Sweden, No. 2011/304.

Consent to participate  Informed consent was obtained at each exami-
nation, orally during the first examinations, as required at the time, and 
in writing later on, according to the Helsinki Declaration.

Consent for publication  All authors have reviewed and made the final 
approval of the manuscript to be submitted and published. The con-
sent for publication from participants is not applicable for almost all 
participants have died.

Code availability  Not applicable.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article’s Creative Commons licence, unless indicated 

otherwise in a credit line to the material. If material is not included in 
the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://creat​iveco​mmons​.org/licen​ses/by/4.0/.

References

	 1.	 Kannel WB, Kannel C, Paffenbarger RJ, Cupples LA (1987) 
Heart rate and cardiovascular mortality: the Framingham Study. 
Am Heart J 113:1489–1494

	 2.	 Jensen MT, Marott JL, Allin KH, Nordestgaard BG, Jensen GB 
(2012) Resting heart rate is associated with cardiovascular and 
all-cause mortality after adjusting for inflammatory markers: the 
Copenhagen City Heart Study. Eur J Prev Cardiol 19:102–108

	 3.	 Jensen MT, Suadicani P, Hein HO, Gyntelberg F (2013) Ele-
vated resting heart rate, physical fitness and all-cause mortal-
ity: a 16-year follow-up in the Copenhagen Male Study. Heart 
99:882–887

	 4.	 Woodward M, Webster R, Murakami Y, Barzi F, Lam TH, Fang 
X, Suh I, Batty GD, Huxley R, Rodgers A, from the Asia Pacific 
Cohort Studies Collaboration (2014) The association between 
resting heart rate, cardiovascular disease and mortality: evi-
dence from 112,680 men and women in 12 cohorts. Eur J Prev 
Cardiol 21:719–726

	 5.	 Wang A, Chen S, Wang C, Zhou Y, Wu Y, Xing A, Luo Y, 
Huang Z, Liu X, Guo X, Zhao X, Wu S (2014) Resting heart 
rate and risk of cardiovascular diseases and all-cause death: the 
Kailuan study. PLoS ONE 9:e110985

	 6.	 Zhang D, Shen X, Qi X (2016) Resting heart rate and all-cause 
and cardiovascular mortality in the general population: a meta-
analysis. CMAJ 188:E53–E63

	 7.	 Sharashova E, Wilsgaard T, Mathiesen EB, Løchen ML, Njøl-
stad I, Brenn T (2016) Resting heart rate predicts incident myo-
cardial infarction, atrial fibrillation, ischaemic stroke and death 
in the general population: the Tromso Study. J Epidemiol Com-
mun Health 70:902–909

	 8.	 Alhalabi L, Singleton MJ, Oseni AO, Shah AJ, Zhang ZM, Soli-
man EZ (2017) Relation of higher resting heart rate to risk of 
cardiovascular versus noncardiovascular death. Am J Cardiol 
119:1003–1007

	 9.	 Aune D, Sen A, O’Hartaigh B, Janszky I, Romundstad PR, 
Tonstad S, Vatten LJ (2017) Resting heart rate and the risk of 
cardiovascular disease, total cancer, and all-cause mortality—a 
systematic review and dose-response meta-analysis of prospec-
tive studies. Nutr Metab Cardiovasc Dis 27:504–517

	10.	 Seviiri M, Lynch BM, Hodge AM, Yang Y, Liew D, English 
DR, Giles GG, Milne RL, Dugué PA (2018) Resting heart rate, 
temporal changes in resting heart rate, and overall and cause-
specific mortality. Heart 104:1076–1085

	11.	 Jouven X, Empana JP, Escolano S, Buyck JF, Tafflet M, Desnos 
M, Ducimetière P (2009) Relation of heart rate at rest and long-
term (>20 years) death rate in initially healthy middle-aged 
men. Am J Cardiol 103:279–283

	12.	 Nauman J, Janszky I, Vatten LJ, Wisløff U (2011) Temporal 
changes in resting heart rate and deaths from ischemic heart 
disease. JAMA 306:2579–2587

	13.	 Floyd JS, Sitlani CM, Wiggins KL, Wallace E, Suchy-Dicey 
A, Abbasi SA, Carnethon MR, Siscovick DS, Sotoodehnia N, 
Heckbert SR, McKnight B, Rice KM, Psaty BM (2015) Varia-
tion in resting heart rate over 4 years and the risks of myocardial 
infarction and death among older adults. Heart 101:132–138

http://creativecommons.org/licenses/by/4.0/


830	 Clinical Research in Cardiology (2021) 110:822–830

1 3

	14.	 Chen XJ, Barywani SB, Hansson PO, Östgärd Thunström E, 
Rosengren A, Ergatoudes C, Mandalenakis Z, Caidahl K, Fu 
ML (2019) Impact of changes in heart rate with age on all-cause 
death and cardiovascular events in 50-year-old men from the 
general population. Open Heart 6:e000856

	15.	 Vazir A, Claggett B, Jhund P, Castagno D, Skali H, Yusuf S, 
Swedberg K, Granger CB, McMurray JJ, Pfeffer MA, Solomon 
SD (2015) Prognostic importance of temporal changes in resting 
heart rate in heart failure patients: an analysis of the CHARM 
program. Eur Heart J 36:669–675

	16.	 Vazir A, Claggett B, Pitt B, Anand I, Sweitzer N, Fang J, Fleg 
J, Rouleau J, Shah S, Pfeffer MA, Solomon SD (2017) Prognos-
tic importance of temporal changes in resting heart rate in heart 
failure and preserved ejection fraction: from the TOPCAT study. 
JACC Heart Fail 5:782–791

	17.	 Omlor AJ, Trudzinski FC, Alqudrah M, Seiler F, Biertz F, 
Vogelmeier CF, Welte T, Watz H, Waschki B, Brinker TJ, Andreas 
S, Fähndrich S, Alter P, Jörres RA, Böhm M, Bals R, Cohort 
GCOSYCONET (2020) Time-updated resting heart rate predicts 
mortality in patients with COPD. Clin Res Cardiol 109:776–786

	18.	 Welin L, Svardsudd K, Wilhelmsen L, Larsson B, Tibblin G 
(1987) Analysis of risk factors for stroke in a cohort of men born 
in 1913. N Engl J Med 317:521–526

	19.	 Hansson PO, Welin L, Tibblin G, Eriksson H (1997) Deep 
vein thrombosis and pulmonary embolism in the general pop-
ulation. ‘The Study of Men Born in 1913’. Arch Intern Med 
157:1665–1670

	20.	 Wilhelmsen L, Dellborg M, Welin L, Svärdsudd K (2015) Men 
born in 1913 followed to age 100 years. Scand Cardiovasc J 
49:45–48

	21.	 Fu M, Rosengren A, Thunstrom E, Mandalenakis Z, Welin L, Cai-
dahl K, Pivodic A, Zhong Y, Ergatoudes C, Morales D, Welin C, 
Svärdsudd K, Dellborg M, Hansson PO (2018) Although coronary 
mortality has decreased, rates of cardiovascular disease remain 
high: 21 years of follow-up comparing cohorts of men born in 
1913 with men born in 1943. J Am Heart Assoc 7:e008769

	22.	 Saltin B, Grimby G (1968) Physiological analysis of middle-aged 
and old former athletes. Comparison with still active athletes of 
the same ages. Circulation 38:1104–1115

	23.	 Lee KL, Woodlief LH, Topol EJ, Weaver WD, Betriu A, Col J, 
Simoons M, Aylward P, Van de Werf F, Califf RM (1995) Predic-
tors of 30-day mortality in the era of reperfusion for acute myo-
cardial infarction. Results from an international trial of 41,021 
patients. GUSTO-I Investig Circ 91:1659–1668

	24.	 Tian J, Yuan Y, Shen M, Zhang X, He M, Guo H, Yang H, Wu T 
(2019) Association of resting heart rate and its change with inci-
dent cardiovascular events in the middle-aged and older Chinese. 
Sci Rep 9:6556

	25.	 Ferrari R, Fox K (2016) Heart rate reduction in coronary artery 
disease and heart failure. Nat Rev Cardiol 13:493–501

	26.	 Grundvold I, Skretteberg PT, Liestol K, Erikssen G, Engeseth 
K, Gjesdal K, Kjeldsen SE, Arnesen H, Erikssen J, Bodegard J 
(2013) Low heart rates predict incident atrial fibrillation in healthy 
middle-aged men. Circ Arrhythm Electrophysiol 6:726–731

	27.	 Fox K, Borer JS, Camm AJ, Danchin N, Ferrari R, Lopez Sendon 
JL, Steg PG, Tardif JC, Tavazzi L, Tendera M, Heart Rate Work-
ing Group (2007) Resting heart rate in cardiovascular disease. J 
Am Coll Cardiol 50:823–830


	The impact of time-updated resting heart rate on cause-specific mortality in a random middle-aged male population: a lifetime follow-up
	Abstract
	Background 
	Methods 
	Results 
	Conclusion 
	Graphic abstract

	Introduction
	Methods
	Study population
	Assessments and data collection
	Measurements of RHR and definition of time-updated RHR
	Follow-up and endpoint identification
	Statistical analysis

	Results
	Baseline RHR and cause-specific mortality
	Time-updated RHR and cause-specific mortality

	Discussion
	Strengths and limitations

	Conclusions
	Acknowledgements 
	References




