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Abstract

Background: Hypertension is a major risk factor for cardiovascular disease and is responsible for 14% of all annua desths
globally. The prevalence of hypertension varies across occupational groups, possibly affected by differences in the working
environment. One work-related factor that might impose arisk for hypertension islifting due to the acute large increasesin blood
pressure (BP) during lifting.

Objective: Theaim of thisstudy isto explore associations between heavy occupational lifting and hypertension in the Copenhagen
City Heart Study.

Methods: Thisstudy will use datafrom thethird, fourth, and fifth examination of the Copenhagen City Heart Study. The dataset
contains person-based information on health as well as alarge variety of biological, environmental, and lifestyle-related factors.
Using a cross-sectional design, we will investigate the association between heavy occupational lifting and hypertension, defined
as using antihypertensive drugs or having a measured systolic BP (SBP) =140 mm Hg or diastolic BP (DBP) =90 mm Hg.
Furthermore, in a prospective design, we will investigate the association between heavy occupational lifting and risk of becoming
an SBP case, defined as the shift from not using antihypertensive drugs in examination n to use of antihypertensive drugs in
examination n+1 or an above median delta value of SBP (SBP in examination n+1-SBP in examination n).

Results: Inthethird examination in 1991-1994, 10,135 out of 16,560 participants attended (61.20%), in the fourth examination
in 2001-2003, 6237 out of 12,599 participants attended (49.50%), and in the fifth examination in 2011-2015, 4550 out of 9765
participants attended (46.59%). On the basis of the inclusion criteria of answering to the level of occupational physical activity,
5031 observations were excluded from examination 3, 2600 from examination 4, and 1621 from examination 5. Hence, the final
populationsfor the cross-sectional and prospective analysis are assumed to include less than 7166 participantsin the cross-sectional
analysis and less than 1850 participants in the prospective analysis due to the additional inclusion criteria of measured BP and
use of antihypertensive drugs.

Conclusions: One-third of the workforce in Europe reports to carry or move heavy loads regularly during working hours (6th
survey in Eurofound). Thus, if this study shows occupational lifting to increase the risk for hypertension, the prevention for
hypertension can be improved.

(JMIR Res Protoc 2018;7(4):€93) doi: 10.2196/resprot.9692
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Introduction

Background

Hypertension is amajor risk factor for cardiovascular diseases
[1,2] and is responsible for 14% of all annua deaths globally
[1]. The prevalence of hypertension varies across occupational
groups, possibly affected by differences in the working
environment. One work-related factor that might impose arisk
for hypertensioniislifting [3,4]. Heavy lifting causes acute large
increases in blood pressure (BP) [5]. These increases in BP
during heavy lifting are explained by the constriction of the
vessels due to contraction of muscle fibers surrounding the
vesselsaswell asthe pressor reflex, both leading to an increased
peripheral resistance and thereby also anincreased BP[5]. Thus,
because some workers perform occupational lifting for several
hours per day, many days per week, higher BP or hypertension
is likely to occur [6]. Yet, scientific knowledge of the relation
between heavy occupational lifting and hypertensionislimited.
Previous studies investigating this relation have found
occupational lifting to increase risks for myocardial infarction
[3] and ischemic heart disease[4] in population studiesincluding
both sexes and workersfrom white- and blue-collar occupations.
However, one study, only including males from blue-collar
occupationsdid not find increased risk for ischemic heart disease
from occupational lifting [7]. As the study by Petersen and
colleagues[4] found therisksfrom lifting to be most pronounced
among workers with low occupational physical activity (OPA)
but high exposure to lifting, it seems that investigations of
associations between occupational lifting and risk for
hypertension benefit from populationsincluding both sexes and
avariety of occupations.

Conversely, heavy lifting might also impose beneficial effects
on BP, sinceresistancetraining involving heavy lifting has been
shown to reduce resting BP [8,9]. Additionaly, it is aso
unknown whether effects of exposure to heavy occupational
lifting differ between participants with and without preexisting
hypertension. A Danish survey from 2016 [10] concludes that
22% of the Danish workforce are exposed to occupational lifting
during =25% of their working hours. Likewise, 32% of European
workers report to carry or move heavy loads regularly during
working hours (6th survey in Eurofound). Thus, aninvestigation
of the association between occupational lifting and risk of
hypertension in population studies including both sexes and
both blue- and white-collar occupations, might uncover a
potential for prevention of cardiovascular diseases for a quite
large proportion of the working popul ation.

Objective

The aim of this study isto explore associations between heavy
occupational lifting and hypertension in the Copenhagen City
Heart Study. Associations will be investigated both

cross-sectionally and prospectively, among randomly selected
citizens from two districts of Copenhagen, Denmark.

For the cross-sectional analysis, the primary null-hypothesisis
that there is no association between heavy occupational lifting
and hypertension. For the prospective analysis, the primary
null-hypothesis is that there is no association between heavy
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occupational lifting at baseline and increased resting systolic
BP (SBP) 10 years later.

Methods

Overview

This study will use datafrom the Copenhagen City Heart Study,
which have been collected via health examinations and
guestionnaires in five examinations, namely 1976-1978,
1981-1983, 1991-1994, 2001-2003, and 2011-2014, on random
population samples from two districts of Copenhagen. The
sample of the first examination consisted of approximately
20,000 people in the age range of 20 to 93 years. The samples
of the other examinations consisted of all previoudly invited
people plus a new sample of people, who were younger than
20 years at the time of the first examination. In the first
examination, 73.58% responded (14,223/19,329), this dropped
to 49.50% (6237/12,599) in the fourth examination [11]. The
dataset contains person-based information on health, aswell as
alargevariety of biological, environmental, and lifestyle-related
factors. This study will include data from the third, fourth, and
fifth examination of the Copenhagen City Heart Study for the
analysis of the association between heavy occupational lifting
and hypertension without inclusion of effect of time. Using a
cross-sectional design, we will investigate the association
between heavy occupationa lifting and hypertension, defined
asusing antihypertensive drugs or having ameasured SBP>140
mm Hg or DBP =90 mm Hg. Furthermore, in a prospective
design, we will investigate the association between heavy
occupational lifting and risk of becoming an SBP case across
a time span of approximately 10 years. An SBP case will be
defined as the shift from not using antihypertensive drugs in
examination n to use of antihypertensive drugs in examination
n+1 or an above median deltavalue of SBP (SBPin examination
n+1-SBP in examination n). Analyses of associations both
cross-sectional and prospectively hold the potentia of evaluating
associations both with and without inclusion of the effect of
time.

Inclusion Criteria

For the cross-sectional analysis, the criteria for inclusion will
be participation in the BP measurement and having responded
to the questions regarding level of OPA (also including heavy
lifting) and antihypertensive drug usage.

Inclusion criteria for the prospective analysis will be (1) that
the participant answered the question regarding level of OPA
at the third examination and/or fourth examination (n); (2) that
he or she was normotensive at examination n; and (3) that he
or she participated in the BP measurement and gave a valid
answer to the questions regarding antihypertensive drug usage
in examination n and n+1.

We believe that potentia effects of heavy occupational lifting
on BP may be concealed, reversed, or otherwise distorted by
effects from antihypertensive drugs. The reason for excluding
participants with hypertension at baseline from the prospective
analysis is that they either are treated with antihypertensive
drugs at examination n or, dueto being detected as hypertensive
at the health examination, are likely to receive treatment with
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antihypertensive drugs in the time period between examination
n and examination n+1.

Assessment of Exposure

In all 3 examinations, the self-reported information on level of
OPA was obtained by asking the question: “Please describe
your level of OPA within the past year” with the following
response categories: “(1) predominantly sedentary; (2) sitting
or standing, some walking; (3) walking, some handling of
material; (4) heavy manual work.” If answering 3 or 4, an
additional question regarding heavy occupational lifting was
applied. The question was. “Do you lift heavy burdens?’ with
the response categories: “(1) yes and (2) no.” Participants will
be classified as exposed to heavy occupationa lifting by
answering “yes’ to the question concerning heavy burdens, and
those participants answering 1, 2, and 3 or 4 in combination
with not lifting heavy burdenswill be classified asthereference

group.

Korshg et d

Between the examinations of data collection, we do not have
any information about their exposure to OPA or lifting.
However, for the prospective analysis, ameasure of the stability
of exposure was accounted for by cross-tabulating the
self-reported exposure at examination 3 by exposure at
examination 4 and a so the self-reported exposure at examination
4 by exposure at examination 5. Among those participants
responding to the self-reported exposureto OPA at examinations
3and 4, 13.4% (329/2459) stated to be exposed to heavy lifting
in examination 3 and 12.0% (295/2459) in examination 4.
Among those participants responding to the self-reported
exposure to OPA at examinations 4 and 5, 8.29% (146/1762)
stated to be exposed to heavy lifting in examination 4 and 6.81%
(120/1762) in examination 5. An evaluation of the agreement
(Cohen kappa) between exposure to heavy occupational lifting
in examinations 3 and 4 was .30, and the agreement between
exposure to heavy occupational lifting in examinations4 and 5
was .40, indicating afair agreement between exposure to heavy
occupational lifting across examinations (see Tables 1-4) [12].

Table 1. Number of participants who responded to the questions on level of occupational physical activity (OPA) at examinations 3 and 4.

Examination 3 (1991-1994) Examination 4 (2001-2003)

12 2 3 4
1 599 223 45 9
2 173 511 123 8
3 57 210 367 34
4 3 21 26 50

% =predominantly sedentary; 2=sitting or standing, some walking; 3=walking, some handling of material; 4=heavy manual work.

Table 2. Number of participants who reported to have heavy occupational lifting at examinations 3 and 4.

Examination 3 (1991-1994)

Examination 4 (2001-2003)

Yes No
Yes 236 93
No 59 90

Table 3. Number of participants who responded to the questions on level of occupational physical activity (OPA) at examinations 4 and 5.

Examination 4 (2001-2003) Examination 5 (2011-2015)

12 2 3 4
1 523 163 30 1
2 175 352 73 3
3 43 112 219 13
4 7 13 13 22

8 =predominantly sedentary; 2=sitting or standing, some walking; 3=walking, some handling of material; 4=heavy manual work.
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Table 4. Number of participants who reported to have heavy occupational lifting at examinations 4 and 5.

Examination 4 (2001-2003)

Examination 5 (2011-2015)

Yes No
Yes 94 52
No 26 95

Assessment of Outcome

The primary outcome in the cross-sectional analysis will be
hypertensive status. Participants will be classified as
hypertensives if they use antihypertensive drugs or they had a
measured SBP =140 mm Hg or DBP > 90 mm Hg.

In the prospective analysis, the primary outcome will be
classified as an SBP case. The SBP case definition is the shift
from no use of antihypertensive drugs in examination n to use
of antihypertensive drugs in examination n+1 or an above
median delta value of SBP (SBP in examination n+1-SBP in
examination n).

In addition, secondary analyses will be conducted with pulse
pressure (pulse pressure=SBP-DBP), mean arterial pressure
(mean arterial pressure=([2 x DBP] + SBP/3) and mid BP (2
SBP + % DBP) as outcomes [13].

Assessment of Covariates

Previoudy anumber of factors have been shown to be associated
both with occupational workload and BP. Thus, those factors
will be included as covariates: sex (mae or female) [14,15];
age (categories of <40, 50-59, 60-69, 70-79, and >80 years)
[16]; body mass index (BMI; categories of <18.5, 18.5-24.9,
25.0-29.9, and >30kg/m?) [17,18] calculated from objectively
measured body height and weight; smoking (categories of
nonsmoking and currently smoking) [19,20]; length of education
(categories of uneducated, low educated up to 3 years,
vocationally educated 1-3 years, higher educated, and
academically educated) [1,21]; for the prospective anadysisonly,
additional adjustment for vital exhaustion, split in 4 categories
defined elsewhere (0, 1-4, 5-9, and 10-17) [22,23]; self-rated
cardiorespiratory fitness (categories of lower, similar, and higher
cardiorespiratory fitness compared with peers of same sex and
age) [24]; SBP at baseline (categories of 80-89, 90-99, 100-109,
110-119, 120-129, 130-139, and =140 mm Hg) [13]; and DBP
at baseline (categories of 40-49, 50-59, 60-69, 70-79, 80-89,
and 290 mm Hg).

Criteriafor Statistical Significance

The overal significance level will be set at .05. A Bonferroni
correction will be applied, due to the similarity of the two
proposed hypotheses, which meansthat each of thetwo primary
hypotheses will be tested at a significance level of P=.025.
Secondary analyses will be regarded as exploratory and will
therefore not be tested for statistical significance, but the
precision will be reported by 95% CI. They may influence the
interpretation of findings of the primary analyses.

http://www.researchprotocols.org/2018/4/e93/

Primary Statistical Analyses

Logistic regression will be used to estimate the odds of
becoming a case from examination n to n+1 as a function of
heavy occupational lifting. For the cross-sectional analysis,
there will be a possihility of 3 observations per participant, 1
from each examination. For the prospective analysis, there will
be a possibility of 2 observations per participant, 1 from the
third to the fourth examination and one from the fourth to the
fifth examination. The cross-sectional analysiswill be controlled
for sex, age, BMI, smoking, and education. The prospective
analysis will, in addition to the variables of the cross-sectional
analysis, be controlled for self-rated cardiorespiratory fitness,
vital exhaustion, and BP at baseline. Self-rated cardiorespiratory
fitness and vital exhaustion will only be included as covariates
in the prospective analysis where the main point of interest is
new cases and not prevalent cases as in the cross-sectional
analysis. Generalized estimating equations will be used to
estimate the parameters. Observations from the same person
will be treated as repeated measurements. A first order
autoregressive correlation structure is assumed. Should the
estimated covariance matrix fail to converge, then wewill resort
to avariance component correlation structure.

The significance test will be based on the empirical SE and the
Wald Statistic. The odds ratio (OR) between the exposed and
the nonexposed will be calculated and presented with a 95%
Cl. The CI will be based on the empiric SE.

Statistical Power

The power calculations are based on, inter alia, the following
assumptions:

« In total, 20% of the participants were hypertensive at
baseline [16].

« Intotal, 15.68% (1830/11,670) participants performed heavy
occupational lifting at baseline (Table 2).

- Intotal, 55% of the participants who were normotensive at
examination n would meet the case criteria (antihypertensive
drug usage or an above median deltaof SBP) at examination
n+1.

- The intraperson correlation coefficient equals .5 in the
cross-sectional analysisand .1 in the prospective analysis.

Table 5 shows the expected numbers of observations,
participants, and “cases’ that will be included in the primary
analyses. It also shows the variance inflation factor, whichisa
function of the assumed intraperson correlation and the mean
numbers of observations per participant.
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Table 5. Number of observations, participants, and estimated cases that we expect to include in the primary analyses.

Anaysis Number of observations Number of participants  Observations/Participants Estimated number  Variance inflation factor
of cases?

Cross-sectional 11,670 7166 1.63 2334 131

Prospective 4746 3271 145 2610 1.05

A casein the primary analysis will be defined as the shift from no use of antihypertensive drugs in examination n to use of antihypertensive drugs in
examination n+1 or an above median delta value of systolic blood pressure (systolic blood pressure in examination n+1-systolic blood pressure in
examination n).

Figurel. Statistical power of detecting across-sectional association between heavy occupational lifting and hypertension, asafunction of the underlying
odds ratio between exposed and unexposed participantsin the target population.
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Figure?2. Statistical power of detecting an association between heavy occupational lifting at examination n and antihypertensive drug usage or an above
median deltaof systolic blood pressure (SBP) at examination n+1, asafunction of the underlying odds ratio between exposed and unexposed partici pants

in the target population.
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The statistical powers of the primary hypotheses are given in
Figures 1 and 2. The caculations are based on the above
assumptions, the propagation of error formulas, the central limit
theorem, and atwo-tailed significance level at P=.025, for each
of the two hypotheses.

Secondary Analyses

Linear Regression on Systolic Blood Pressure

It has been suggested that each mm Hg increase in resting SPB
isassoci ated with an approximately 3.5% increased risk of death
dueto ischemic heart disease (IHD) [13]. It has moreover been
suggested that the rel ative effect of a1 mm Hg increaseis quite
independent of the level of SBP; achange in SBP from 120 to
121 would, for example, cause the same relative risk increase
asachangefrom 139to 140[13]. From thisviewpoint, it would
be of interest to estimate the expected effect of heavy
occupational lifting on resting SBPin alinear regression model
and thereby obtain an estimate that could be directly trandated
into relative risks of death due to IHD. There are, however,
some problems with this approach:

If occupational lifting is associated with risk of hypertension
and we exclude participants who are treated for hypertension,
then the participants who had been most affected by their
occupational lifting status would be morelikely to be excluded
than the ones who had been least affected, and this would bias
the estimation toward unity.

If we do not exclude participants who are treated for
hypertension then the potential effects of occupational lifting
on BP may be concealed, reversed, or otherwise distorted by
effects from antihypertensive drugs and other types of heart
medications.

http://www.researchprotocols.org/2018/4/e93/

It was the above mentioned problemsthat made usrefrain from
linear regression in the primary analyses. We recognize,
however, that a conservative estimation of the effect of heavy
occupational lifting on resting SBPin alinear regression model
may provide meaningful information if the bias is taken into
account in the interpretation of the results. We will therefore
conduct asecondary analysis, in which the association between
heavy occupational lifting and SBP will be investigated, first
cross-sectionally and then prospectively (change in SBP [mm
Hg] from examination n to examination n+1), by use of linear
regression. Observations from participantswho are treated with
antihypertensive drugs or other types of heart medicationswill
be excluded from an analysis similar to the primary analysis
and performed both cross-sectionally and prospectively.

Generalized estimating equations will be used to estimate the
parameters. Observations from the same person will be treated
as repeated measurements. A first-order autoregressive
correlation structure is assumed. Should the estimated
covariance matrix fail to converge then we will resort to a
variance component correlation structure. The expected
difference between the exposed and the nonexposed will be
estimated and presented with a 95% CI, based on the empiric
SE.

Analysis on Other Types of Blood Pressure
Measurements

It is presently not known if and how a person’s resting BP is
influenced by occupational lifting activities. It is therefore of
interest to also regard potential effects of occupational lifting
on mean arterial pressure, DBP, and pulse pressure. For this
reason, we will repeat the linear regression analyses described
above on each of these outcomes. Furthermore, a prospective
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analysis will be applied where the outcome will be classified
asaDBP case, similar to the analysis aforementioned relating
occupational lifting to the risk of becoming an SBP case. The
DBP case will be defined by the shift from no use of
antihypertensive drugs in examination n to use of
antihypertensive drugsin examination n+1 or an above median
delta value of DBP (DBP in examination n+1-DBP in
examination n).

Sensitivity to Choice of Comparison Group

According to our primary assessment of exposure, the exposed
group would consist of participants whose work entailed heavy
occupational lifting combined with walking, some handling of
material, or heavy manual work. The comparison group would
consist of the rest of the occupationaly active participants,
regardless of their type of occupational activity. We want to
know how sensitive our analyses are to the choice of comparison
group after adjustment for the included covariates. To shed

Korshg et d

some light on this issue, we plan to perform an additional set
of linear regressions on SBP. In these particular analyses, we
will split the comparison group into three different subgroups
and thereby create an exposure variable with 4 instead of 2
categories. The statistical models, covariates, and inclusion
criteriawill otherwise be the same asthey arein our previously
defined linear regression analyses. Theresultswill be presented
asoutlined in Table 6.

Sensitivity to the Definition of Hypertension

In our primary cross-sectional anaysis, we will define
hypertension asthe use of antihypertensive drugs or ameasured
consultation SBP =140 mm Hg or DBP =90 mm Hg [25]. We
recognize, however, that the cut-points could have been defined
differently, eg, SBP 2160 mm Hg or DBP =100 mm Hg [25];
SBP>180 mm Hg or DBP>110 mm Hg [25,26]; and SBP>130
mm Hg or DBP =80 mm Hg [27].

Table 6. Dummy table for the reporting of results of linear regressions on systolic blood pressure (SBP) as a function of occupational physical activity.

Occupational physical activity

Cross-sectional differencesin SBP  Prospective differencesin deltaSBP

N2 Diff? 95% Cl N Diff 95% Cl

Heavy lifting

Walking, some handling of material or heavy manual work but no heavy
lifting

Sitting or standing, some walking
Predominantly sedentary work

Ref® - Ref -

@Number of observations.
bDifferencein mm Hg.
CReference group.

Wewant to know whether the OR for hypertension asafunction
of heavy occupationa lifting is sensitive to the definition of
hypertension. We will therefore conduct two additional
cross-sectional logistic regression analyses, which will be
performed in the same way as the primary cross-sectional
analysisbut with the cut-points SBP>160 mm Hg or DBP>100
mm Hg and SBP >130 mm Hg or DBP =80 mm Hg instead of
the traditional SBP =140 mm Hg or DBP =90 mm Hg.

Stratification by Age

A potential effect of occupational exposures might be more
pronounced among people who are likely to be occupationally
active throughout the approximately 10-year period that passes
between the baseline and follow-up examinations than it is
among people who have fulfilled the requirements for old-age
pension (65 years of age) or early retirement (60 years of age)
at thetime of the follow-up examination. It istherefore possible
that this study is more relevant among participants who are
younger than 50 years at baseline than it is among those who
are 50 years or older. For this reason, we will perform a
sensitivity analysis in which the sample is stratified by age at
baseline (= vs <50 years). The outcome, statistica model,
inclusion criteria, and covariates will otherwise be the same as
they werein the primary prospective analysis.

http://www.researchprotocols.org/2018/4/e93/

Linear Regression on Systolic Blood Pressure Without
Exclusion of Participants Treated With Antihypertensive
Drugs

As previously mentioned, we believe that any potential effect
of occupational lifting on SBP may be concealed, reversed, or
otherwise distorted by effects from antihypertensive drugs and
other types of heart medications. It is, however, relevant to
investigate the effect of the decision to exclude participantswho
weretreated for antihypertensive drugs from sensitivity analysis
1 and, therefore, we will repeat the steps of that analysis, without
the exclusion of medically treated participants.

Substudy on Cardiac Damage

Data from the fourth and fifth examinations of the Copenhagen
City Heart Study will be included for the cross-sectional and
long-term associations between heavy occupational lifting and
cardiac damage in a hested design. Early subclinical structural
changes of the heart will be recognized by advanced
echocardiographic analyses. We will compare participants
exposed to heavy occupationa lifting (cases) with matched
participants who are not exposed to heavy occupational lifting
(controls) both in the cross-sectional and longitudinal study.
Controls will be matched on age and sex. Echocardiographic
assessment will focus on early subclinical changes in cardiac
structure primarily assessed by cardiac mass, indices of diastolic
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function, and globa strain assessments. Analyses will be
adjusted for confounders, including hypertension, diabetes, and
BMI. With 200 exposed and 200 unexposed participants
included in the echocardiographic analyses, we will have 80%
power to detect a between-group difference of 1 in global
longitudinal strain (equal to 5% difference based on an expected
mean of 20) with a significance level (alpha) of 1.25%. The
choice of alphaisadjusted to allow for comparison over several
parameters of subclinical structural changes.

Results

Flow of Participants

In the third examination in 1991-1994, 10,135 out of 16,560
(61.20%) participants attended; in the fourth examination in
2001-2003, 6237 out of 12,599 (49.50%) participants attended;
and in the fifth examination in 2011-2015, 4550 out of 9765
(46.59%) participants attended. On the basis of the inclusion
criteria of responding to the level of OPA, 5031 observations
were excluded from examination 3; 2600 from examination 4;
and 1621 from examination 5. Hence, the final populations for
the cross-sectional and prospective analysis are assumed to
includelessthan 7166 participantsin the cross-sectiona analysis
and less than 1850 participants in the prospective analysis
(Figure 3), due to the additional inclusion criteria of measured
BP and use of antihypertensive drugs. The information on BP

http://www.researchprotocols.org/2018/4/e93/
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and use of antihypertensive drugs will be provided after
submission of this protocol paper.

Descriptive I nformation of the Included Population

The population which will be included in the analysis will be
set by the criteriafor inclusion, described previoudly. Therefore,
it is assumed that fewer participants will be included in the
analysisthan the amount of participants answering on the level
of OPA, described in Tables 7 and 8.

Differencesin the Study Population

Smaller numerical differences were observed between the
participants answering on the level of OPA and the attending
participants.

Cross-sectionally, the participants responding to the level of
OPA were 9.8 years younger (mean age 49.0 years among the
participants answering on the level of OPA and 58.8 years
among the attending), had a higher level of education than the
attending participants (13.87% [1619/11,670] participants
responding to the level of OPA were noneducated and 20.69%
[4328/20,922] among the attending), and a higher proportion
of the participants responding to the level of OPA stated to be
exposed to heavy occupational lifting (14.04% [1638/11,670]
among the participants responding to the level of OPA and
8.48% [1774/20,922] among the attending participants).
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Figure 3. Flow of the observations and participantsin the third, fourth, and fifth examinations of the Copenhagen City Heart Study. OPA: occupational
physical activity; obs: observation.

Response rate: 61.2%

3rd survey [1991-1994)

Invited N=16,560 and M=10,135 attending study population

Participantsanswering on OPA: N=5104

1062 new participants invited

(aged 20-49) |

Mot possible toinviteto 4th

survey: N=5023

Response rate: 49.5%

4th survey (2001-2003)

Invited N=12,599 and N=6237 attending study population

Participants answering on OPA: N=3637
Reexamined from 3rd survey: N=5007
Reexamined from OPAIn 3rd survey: N=3422

1000 new participants invited
(aged 20-29)

Mot possible to inviteto 5th

survey: N=3334

Response rate: 46.6%

tth survey (2011-2015)

Invited N=9765 and N=4550 attending study population

Participants answering on OPA: N=2929
Reexamined from 4th survey: N=3249
Reexamined from OPA in dth survey: N=2510

L 2

L 2

Cross-sectional analysis

11,670 observations
7166 participants
1.63 obs/participant

Prospective analysis

5932 observations
4089 participants
1.45 obs/participant
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Table 7. Baseline characteristics of the participants responding to the level of occupational physical activity for the cross-sectiona analysis; 11,670

observations on 7166 participants.

Cross-sectional analysis Mean (SD) n (%) Range
Age (years) 49.0 (13.8) 20.3-99.7
Sex (% female) 5330 (54.3)
Body mass index (kg/m?) 25.2 (4.3) 12.8-56.6
Smoking (% current smokers) 4292 (36.9)
Education

Uneducated 1619 (14.1)

Low educated, <3 years 1806 (15.7)

Vocational education, 1-3 years 3123 (27.2)

Higher education, >3 years 2103 (18.3)

Academic education 2837 (24.7)
Occupational physical activity

Predominantly sedentary 4407 (37.8)

Sitting or standing, some walking 4079 (35.0)

Walking, some handling of materia 2729 (23.4)

Heavy manual work 455 (3.9)
Occupational heavy lifting (% yes) 1830 (15.7)
Vital exhaustion (sum, 0-17) 3.0(35) 0-17
Cardiorespiratory fitness (% similar level as peers) 6390 (54.8)
Observation per participant 2.0(0.8) 1-3

Prospectively, the participants answering on the level of OPA
were 11.0 years younger (mean age 48.0 years among
participants responding to the level of OPA and 59.0 years
among the attending). The smokerswere 2.31 percentage points
higher (38.96% [2311/5932] of the participants responding to
the level of OPA were current smokers and 36.65%
[6930/18,908] among the attending); they had ahigher level of
education than the attending participants (12.39% [735/5932]
of the participants responding to the level of OPA were
noneducated and 19.76% [3737/18,908] among the attending).
A higher proportion of the participants responding to the level
of OPA stated to be exposed to heavy occupationa lifting
(17.52% [1039/5932] among the participants responding to the
level of OPA and 8.34% [1576/18,908] among the attending
participants), and a higher proportion of the participants
responding to the level of OPA stated to have a level of
cardiorespiratory fitness similar to their peers (57.67%
[3421/5932] among the participants responding to the level of
OPA and 45.57% [8617/18,908] among the attending).

http://www.researchprotocols.org/2018/4/e93/

These nonsignificant differences between the attending
participants and participants responding to the level of OPA in
the cross-sectional and prospective populations may affect the
prevalence of hypertension. The younger age of the participants
responding to the level of OPA aswell astheir higher proportion
of being educated might lower the prevalence of hypertension
among these participants compared with those attending [28].
Conversely, may those participants responding to the level of
OPA have a higher prevalence of hypertension due to their
higher exposure to heavy occupational lifting than among the
attending participants. In the prospective population, the small
difference in proportion of participants stating to have a level
of cardiorespiratory fitness similar to their peers, isnot believed
to affect the prevalence of hypertension, as the proportion of
participants stating to have a higher level of cardiorespiratory
fitness than their peers is similar among those participants
responding to the level of OPA and those attending.
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Table 8. Basdine characteristics of the participants responding to the level of occupational physical activity for the prospective analysis; 5932 observations

on 4089 participants.

Prospective analysis Mean (SD) n (%) Range
Age (years) 480 (11.8) 20.3-84.3
Sex (% female) 3301 (55.7)
BMI (kg/m?) 25.0 (4.0) 16.0-52.5
Smoking (% current smokers) 2311 (39.1)
Education

Uneducated 735 (12.6)

Low educated, <3 years 2142 (36.7)

Vocational education, 1-3 years 1983 (34.0)

Higher education, >3 years 380 (6.5)

Academic education 590 (10.1)
Occupational physical activity

Predominantly sedentary 2113 (35.6)

Sitting or standing, some walking 2086 (35.2)

Walking, some handling of materia 1497(25.2)

Heavy manual work 234 (3.9)
Occupational heavy lifting (% yes) 1039 (17.5)
Vital exhaustion (sum, 0-17) 29(3.3) 0-17
Cardiorespiratory fitness (% similar level as peers) 3421 (57.7)
Observation per participant 1.5(0.5) 1-2

Discussion

Study Protaocol

This study aims to contribute to the knowledge of risk for
hypertension from heavy occupational lifting, and possibly
thereby contribute to the prevention of cardiovascular disease
by giving recommendations for participants exposed to heavy
occupational lifting.

Methodological Challenges

In the primary prospective analysis, the power would be
insufficient if the outcome had been defined as hypertensive
(yes or no). Therefore, we chose a case definition which
included both hypertension and an above median increase in
SBP of the study population from examination n to n+1. The
proposed analyses have some limitations, such as the
self-reported exposure to occupational lifting and level of
cardiorespiratory  fitness. Previous studies show that
self-reported exposure to occupational lifting may be affected
by recall bias [29,30]. Also the collection of BP only in
consultation during rest is a limitation due to the lower
prognostic value than obtained by monitoring of 24 hours BP
or BP during dleep [31,32]. Furthermore, a previous study has
shown occupationa lifting to reduce the odds for having
prolonged working hours [33]; however, thisis not possible to
adjust for in this analysis due to the lack of information on
amount of weekly working hours. It could also be speculated
that the range and variety of the exposureto occupational lifting
could be limited due to the Danish Working Environment

http://www.researchprotocols.org/2018/4/e93/

Authority guideline for occupationa lifting [34], stating that
carrying, lifting, pulling, and pushing of nonliving burdens
below 3 kg are not classified as heavy lifting, and workers
should not lift or carry burdens heavier than 20 kg.

Some of the strengthsin the proposed analysis arethe follow-up
time of 8 to 10 years and the determination of hypertension
based both on the use of prescription medicine and the resting
BP in mm Hg. This limits the risk of classifying a participant
as false negative (eg, using antihypertensives and therefore
having a resting BP below the threshold). Another strength is
the randomly selected study population.

Implications of the Proposed Analysis

Since one-third of the workforce in Europe reports to carry or
move heavy loads regularly during working hours (6th survey
in Eurofound) and hypertension is a major risk factor for
cardiovascular disease and mortality [1;2], apositive association
between occupational lifting and risk for hypertension could
reveal a potential for improved prevention for hypertension by
reducing exposure to occupational lifting inthe population. This
could, for example, be achieved by using technical lifting
devices and automatization of manua work tasks currently
requiring heavy lifting. Thisis particularly the case because a
positive association could be considered as a reflection of a
physiological mechanism and therefore must be assumed to
apply for themajority of humans exposed to occupational lifting.
Conversely, a negative association would not be assumed as a
reflection of a physiological mechanism before the negative
association had been verified in populations not subject to
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restrictive regulations of occupational lifting, as employeesin  randomly selected adult population and is planned to be verified
Denmark are. Moreover, a null finding would also propose a in another randomly selected adult Danish population, these
need for additional investigations of this association in results may be generalized to the Danish adult population
populations with wider ranges of exposure to occupational engaged in work including occupational lifting.

lifting. Since these proposed analyses will be applied to a
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OPA: occupationa physica activity
OR: oddsratio
SBP: systolic blood pressure
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