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Background: Acute exposure to ambient air pollution even at low concentrations has been associated with
increased hospitalisation for respiratory diseases but the effects of long-term exposure are less certain. In this
study, we investigated the associations between long-term exposures to PMy 5, PMjy 5 absorbance and NO, and
hospitalisation for asthma, chronic obstructive pulmonary disease and pneumonia in a cohort of older men living
in Perth, Western Australia, a city where the levels of air pollutants are well below the world standards.
Materials and methods: The study population of 11,156 men with no prior hospitalisation for respiratory disease
was drawn from the Health in Men Study (HIMS) cohort of men aged >65 years living in Perth, Western Australia
between 1996-1999. PM, 5, PM, 5 absorbance (PM;5,) and NO, were measured across the Perth metropolitan
area over three seasons in 2012. Land use regression (LUR) models were used to estimate annual concentrations of
PM, 5, PMj 5 absorbance and NO; at the residential address of each participant from inception (1996) to 2015.
Hospitalisation for respiratory disease between inception and 2015 was ascertained using the Western Australian
Data Linkage System. The association between exposure to air pollution with hospitalisation for respiratory
disease was examined using Cox regression analysis.

Results: No statistically significant associations were observed in the fully adjusted models. However, positive
associations were observed with first hospitalisation for pneumonia (HR 1.08, 95% CI: 1.01-1.16) when adjusted
for age, year of enrolment, smoking status, education, BMI and physical activity.

Conclusions: In this longitudinal study of older men we found no evidence of associations between increased long-
term exposure to low-level air pollution with increased risk of hospitalisation for respiratory diseases in Perth,
Australia. More studies on respiratory morbidity associated with exposure to low levels of air pollution are needed
for more comprehensive understanding of the overall risk.

1. Introduction leading cause of death in 2018 (Australian Institute of Health and Wel-

fare, 2020) with the prevalence estimated at 7.5% for persons aged 40

Chronic respiratory illnesses led to an estimated 3.91 million deaths
globally in 2017, accounting for 7% of all deaths (X. Li, Cao, Guo, Xie and
Liu, 2020). The two most common of these diseases are chronic
obstructive pulmonary disease (COPD) and asthma. COPD is the 7t
leading cause of death globally (James et al., 2018), while asthma is
ranked 28" (Dharmage et al., 2019). In Australia COPD was the 5%
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and over (Toelle et al., 2013). Asthma has been increasing in several high
income countries and it is well recognised that changing environmental
factors are important contributors to these increases (Dharmage et al.,
2019).

The World Health Organization has identified ambient air pollution
as a major risk factor for respiratory illness (World Health Organization,
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2016). Pollution from particulate matter (both household and ambient)
accounted for 31% of COPD deaths globally, with ambient pollution
contributing a greater proportion since 2002 (X. Li et al., 2020). Acute
exposure to ambient air pollution has been shown to be associated with
increased hospitalisation for respiratory diseases (J. Li et al., 2016;
Orellano et al., 2017; Sharma et al., 2020; Zhang et al., 2016; Zheng et al.,
2015) even at low concentrations (Hinwood et al., 2006). Lu P et al.
(2020) also observed short-term exposures to PM;j, NO5 and SO, were
associated with hospital outpatient visits for asthma in China.

The evidence on the respiratory effects from long-term exposure is
more limited and less consistent (Andersen et al., 2011; Atkinson et al.,
2015; Salimi et al., 2018; Schikowski et al., 2014). Reduced lung function
has been observed in a number of studies (Adam et al., 2015; Doiron
etal., 2019; Edginton, O'Sullivan, King and Lougheed, 2019; Keidel et al.,
2019). Baseline concentrations of PM, s, black carbon, Ozone and NOy
were significantly associated with increased risk of emphysema, but for
exposure during follow-up only Ozone and NOx were associated with
emphysema (Wang et al., 2019). In a UK population, Doiron et al. (2019)
found that PM; 5 and NO, were associated with a higher COPD preva-
lence, with higher associations observed for obese, lower income, and
non-asthmatic participants. Eguiluz-Gracia et al. (2020) in their review
concluded that ambient air pollution is associated with higher asthma
exacerbations and possibly higher asthma prevalence.

The ‘Effects of Low-Level Air Pollution: A Study in Europe’ (ELAPSE)
study pooled data from three Danish and Swedish cohorts and found that
long-term exposure to PMy 5, NO,, and black carbon is associated with
the development of COPD (Liu et al., 2021). In a subset of participants
exposed to air pollution levels below the EU and US limit values the
hazard ratios were more pronounced. Further, findings from the Danish
Nurses Cohort study reported that low levels of exposure to PMj 5 were
associated with higher risk of respiratory mortality (So et al., 2020).
These findings suggest that there is no safe threshold level.

There have been few studies conducted in areas with low-levels of air
pollution despite the need for information on the exposure-response re-
lationships at lower concentrations.

In this study, we investigated the associations between long-term
exposures to PMs 5, PMj 5 absorbance (PM35,) (as a surrogate measure
of black carbon) and NO, and hospitalisation for respiratory disease in
the Health in Men Study (HIMS) cohort (Norman et al., 2008). This study
was conducted in Perth, Western Australia. Perth is a coastal city with a
population of approximately two million people and where the levels of
air pollutants are well below the world standards.

2. Methods
2.1. Study population

The study population was drawn from the Health in Men Study
(HIMS) (Norman et al., 2008), a cohort of older men living in Perth,
Western Australia. Briefly, HIMS commenced as a randomised controlled
trial of screening for abdominal aortic aneurysm and the study popula-
tion included men aged 65 years and over. Of the 19,352 men invited to
participate, 12,203 (63%) were recruited between April 1996-January
1999, with 11,727 living in the metropolitan Perth region. The partici-
pants completed a questionnaire at baseline and again every 2-4 years.
Further follow up was also conducted using linked hospitalisation and
mortality data from the Western Australia Data Linkage System (Norman
et al., 2008). This study was approved by the Human Research Ethics
Committee at The University of Western Australia and all men provided
written informed consent prior to participating in the study.

2.2. Health outcomes
Information on respiratory hospitalisations was obtained using the

Western Australian Data Linkage System. The main outcomes were
defined as the first hospitalisation between recruitment and 30/06/2015
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for (1) all respiratory conditions; (2) asthma, (3) COPD and (4) pneu-
monia. Principal diagnosis was used to identify hospitalisation for all
respiratory diseases (International Classification of Diseases (ICD)9
(460-519) and ICD10 (JOO - J99 excluding J95.4 to J95.9, R09.1, and
R09.8)), asthma (ICD9 (493) and ICD10 (J45 - J46)), COPD (ICD9
(490-492, 494-496) and ICD10 (J40-44, J47, J67)) and pneumonia
(ICD9 (466, 480-486), ICD10 (J12-J18)). Data included a combination of
ICD9 and ICD10, therefore, both have been used to classify the diagnoses.
It was hypothesised that long term exposure to air pollution would affect
the occurrence of hospitalisation and also reduce the time to the event.
Similar hypothesis has been made in the literature (Andersen et al., 2011,
2012; Salimi et al., 2018; Jacquemin et al., 2015).

2.3. Exposure assessment

Long-term exposure to PMy 5, PMs 5, and NO, were estimated at the
residential address of the each cohort member using land use regression
(LUR) models. The development of these models followed the European
Study of Cohort for Air Pollution Effects protocol (http://www.escape
project.eu/manuals/), and has been described previously (Mila Dirga-
wati et al., 2015, 2016). In short, in 2012, two week monitoring cam-
paigns across three seasons (summer, autumn, and winter) over the Perth
metropolitan area, plus continuous monitoring at one site were con-
ducted. NO2 and NOy were measured at 43 sites and PMy 5, and light
absorbance of PMj 5 at 20 sites. LUR models to predict the 2012 annual
concentration for each pollutant were developed using land use and
traffic related predictor variables, that were derived using Geographic
Information System and entered into the model using forward regression.

Annual mean air pollutant concentrations from the year of recruit-
ment (baseline) in the years 1996-1999 and for the follow-up period to
2011 were estimated through back extrapolation based on the LUR
model (for the year 2012) and the fixed air monitoring sites in Perth
Metropolitan region, maintained by the WA Department of Water and
Environmental Regulation (DWER) using the ratio method. This method
is described more fully elsewhere (Mila Dirgawati et al., 2016). Although
PM, 5 and NO2 measures were available from the fixed monitoring sites
over the study period, BC concentrations were not directly measured by
DWER. To obtain BC concentration estimates, temporal NO, concentra-
tion ratios were used as a proxy for temporal changes to BC, as the
concentration of BC and NO, were correlated (r = 0.7).

The models were used to predict annual pollutant concentrations at
the HIMS participants’ residence in 2012 and then back-extrapolated to
estimate concentrations at baseline and over the follow-up period.

2.4. Statistical analyses

The associations between exposure to PMy 5, PMj 5, and NO5 and
each outcome (hospitalisation for all respiratory disease, asthma, COPD
and pneumonia) were assessed using Cox proportional hazard regression
models. Exposure increments were determined by using the inter quartile
range (2.1, 5.4, and 0.4 for PMy 5, NO2, and PMj; 5,, respectively) and
choosing the nearest whole number for their increments (2, 5, and 1
respectively).

Age was treated as underlying time and censoring was done at the
first admission, death or end of follow-up (30/06/2015), whichever
occurred first. The models were adjusted for potential confounders,
determined a priori, in three steps following an approach similar to
ESCAPE cohorts study protocol (Beelen et al., 2014). Model 1 included
age (underlying time in years) and year of enrolment. Model 2 was
further adjusted for smoking status at baseline (current, previous, or
never smoker), education level at baseline (never attended school, pri-
mary school, some high school, completed high school, or completed any
tertiary degree), body mass index at baseline (BMI; linear and squared
term), and physical activity at baseline (sufficient or not). Sufficient
physical activity is classified as participating in 150 min of physical ac-
tivity per week (Sims et al., 2006). Model 3 was further adjusted for area
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level socioeconomic status (SES) indicator. We used the Index of Relative
Socioeconomic Disadvantage (IRSD) from the 2011 Census. This index
summarises a range of information such as income and education. We
grouped the IRSD score into quartiles where category 1 is the most
disadvantaged and category 4 is the least disadvantaged.

All models were developed using the dataset with no missing expo-
sure and covariates in model 3 (n = 11,665). Participants with a record of
hospitalisation before the baseline for all respiratory diseases (n = 571),
asthma (n = 102), COPD (n = 130) and pneumonia (n = 225) were
excluded from the relevant analyses. However, a sensitivity analyses was
undertaken where participants with a record of hospitalisation for the
same diagnosis before the baseline were included. The shape of the as-
sociation between the pollutants and the outcomes which showed sta-
tistically significant associations in model 2 or 3 were also studied.
Exposure to pollutants were included as a natural cubic spline with four
degrees of freedom in the model 3. The significance of the nonlinearity
was tested by comparing the models’ fit using likelihood ratio test.

Results are presented as hazard ratios (HR) with 95% confidence
intervals (CI) using Survival package version 3.27 in R version 4.0.3 (R
Core Team, 2020).

3. Results

HIMS participants were on average 72.1 years (SD = 4.38 years) at
baseline. The characteristics of the HIMS participants at baseline are
displayed in Table 1. Of the 11,156 men with no hospitalisation for
respiratory diseases before baseline, 2,728 experienced a hospitalisation
for a respiratory disease during the follow up period. The average length
of follow-up was 12 years. Compared to men who were not hospitalized
for a respiratory illness, men who had been hospitalized for a respiratory
illness were more commonly current smokers, with lower levels of edu-
cation and weekly physical activity (Table 1).

The average annual pollutant concentrations estimated at baseline for
all participants were 5.05 ugm’g for PMy5, 0.97 x 10™° m™! for PMy.s,
and 13.4 pgm 3 for NO, (Table 2). The baseline pollutant concentrations
were higher for participants who experienced a hospitalisation for all
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respiratory diseases compared with those who did not experience a
hospitalisation for a respiratory disease during the study period, how-
ever, this difference was only significant for PM3 5 and PMj 5.

The associations between an increase in exposure of 2 pgm*3 PMy5s, 1
x 107> m~! PMy s, and 5 pgm_3 in NO, and first hospitalisation for all
respiratory disease, asthma, COPD and pneumonia during the study
period are displayed in Table 3.

A2 pgm’3 increase in PMy 5 was associated with a 12% increase in
hazard of first hospitalisation for COPD (95%CI 1.03-1.24) when
adjusted for age, year of enrolment, smoking status, education, BMI and
physical activity (model 2) and an 8% increase (95%CI 0.98-1.2) when
also adjusted for area level SES (model 3). A 1 x 107> m~! increase in
PM, 5, was associated with a significant increase in risk of first hospi-
talisation for COPD (HR 1.45 95%CI 1.13-1.87), when adjusted for age
and year of enrolment only. The risk was attenuated to 18% percent
increase and no longer significant when adjusted for other demographic
and socio-economic factors (95% CI 0.91-1.53).

Exposures to PMy 5 and PM, 5, were positively associated with first
hospitalisation for all respiratory disease (HR and 95%CL 1.10
(1.05-1.16) for PM 55 and 1.19 (1.03-1.37) for PMys,) in the least
adjusted model (model 1).

Positive associations were observed with first hospitalisation for
pneumonia (HR and 95% CI: 1.08 (1.01-1.16)) in model 2. These asso-
ciations were attenuated and no longer significant when adjusted for area
level SES.

No association was observed for NO2 exposure and respiratory hos-
pitalisations. Exposures to PMsy 5, PMs 5, and NO, were not associated
with first hospitalisations for asthma.

The associations were slightly more positive for all respiratory dis-
eases and COPD when we included the subjects with previous hospi-
talisations (Supplementary Materials Table S1). The potential
nonlinearity between exposure to PMy 5 and hospitalisation for Pneu-
monia and COPD were investigated since their associations were sta-
tistically significant in both model 1 and 2. The results of the spline
models showed that their associations did not differ significantly from a
linear association.

Table 1. HIMS cohort characteristics at baseline grouped by post-baseline hospitalisation for all respiratory diseases.

Not hospitalised for Hospitalised for Total p value
respiratory illness (N = 8,428) respiratory illness (N = 2,728) (N =11,156)
Smoking status <0.001
Current 829 (9.8%) 384 (14.1%) 1213 (10.9%)
Never 2801 (33.2%) 610 (22.4%) 3411 (30.6%)
Previous 4797 (56.9%) 1733 (63.5%) 6530 (58.5%)
Missing (n) 1 1 2
Education level <0.001
Primary school or below 1757 (20.9%) 728 (26.7%) 2485 (22.3%)
Some high school 3132 (37.2%) 1036 (38.0%) 4168 (37.4%)
Completed high school 2058 (24.4%) 630 (23.1%) 2688 (24.1%)
Completed any tertiary degree 1476 (17.5%) 332 (12.2%) 1808 (16.2%)
Missing (n) 5 2 7
BMI <0.001
Underweight (<18.5 kgm?) 40 (0.5%) 27 (1.0%) 67 (0.6%)
Normal (18.5-24.9 kg/m?) 2459 (29.2%) 867 (31.8%) 3326 (29.8%)
Overweight (25.0-29.9 kg/m?) 4429 (52.6%) 1302 (47.7%) 5731 (51.4%)
Obese (> 30 kg/m?) 1495 (17.7%) 531 (19.5%) 2026 (18.2%)
Missing (n) 6 1 7
Sufficient physical activity (> 150 min per week) <0.001
Yes 5301 (63.1%) 1585 (58.3%) 6886 (61.9%)
Missing (n) 26 8 34

*Pearson's Chi-squared tests were performed to compare the distribution of the variables across the hospitalisation for respiratory diseases.
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Table 2. Summary of PM, 5, PM, 5., and NO, concentrations estimated at baseline for the HIMS participants grouped by hospitalisation for all respiratory diseases.

Not hospitalised for Hospitalised for Total (N = 11,156) p value*
respiratory illness (N = 8,428) respiratory illness (N = 2,728)

PMy5 (ug-m ) <0.001

Mean (SD) 5.01 (1.70) 5.05 (1.69)

Median (Q1, Q3) 5.31 (3.95, 6.25) 5.44 (4.19, 6.33) 5.35 (4.02, 6.26)

Range <0.56-10.02 <0.56-10.02

NO, (pgm™>)

Mean (SD) 13.38 (4.10) 13.41 (4.10) 0.197

Median (Q1, Q3) 13.13 (10.47, 16.12) 13.24 (10.72, 16.14) 13.16 (10.54, 16.12)

Range <3.8-27.22 <3.8-27.24

PM, 5, (10 °m ™) 323 439

Mean (SD) 0.96 (0.27) 0.97 (0.27)

Median (Q1, Q3) 0.97 (0.78, 1.14) 0.98 (0.80, 1.16) 0.97 (0.79, 1.15)

Range 0.08-1.90 0.08-1.90 0.016

" Two-sample t-tests were performed to compare the distribution of the variables across the hospitalisation for respiratory diseases.

Table 3. Hazard ratios and 95% Confidence Intervals from Cox proportional Hazard Models with increasing covariate adjustments.

Outcome

Pollutant

Model

HR and 95% CI

All respiratory diseases

Asthma

COPD

Pneumonia

PMy 5 per 2 pgm °

PM, 5, per 10~ °m™!

3

NO, per 5 pg m™

PM, 5 per 2 pgm >

PM, s, per 10 5m!

2]

NO, per 5 pg m™—

PM,5 per 2 pgm >

PM, 5, per 10 5m?

NO, per 5 pg m~>

3

PM, 5 per 2 pgm~

PM, 5, per 10 5m!

NO, per 5 pg m—>

W N F WNH WN H WDN R WNH WD R W~ WN = WD N~ W = Wb =

Population size Number of cases
11,094 2,714

11,563 55

11,535 875

11,440 1,443

1.10 (1.05-1.16)
1.04 (0.99-1.09)
1.01 (0.96-1.06)
1.19 (1.03-1.37)
1.07 (0.92-1.24)
1.06 (0.91-1.22)
1.03 (0.98-1.08)
1.00 (0.95-1.05)
1.00 (0.95-1.05)
1.04 (0.75-1.44)
1.01 (0.72-1.41)
0.88 (0.61-1.28)
0.88 (0.32-2.40)
0.82 (0.30-2.28)
0.78 (0.28-2.16)
0.96 (0.69-1.35)
0.95 (0.68-1.33)
0.93 (0.66-1.31)
1.24 (1.14-1.36)
1.12(1.02-1.22)
1.07 (0.97-1.17)
1.45 (1.13-1.87)
1.18 (0.91-1.53)
1.16 (0.89-1.50)
1.05 (0.97-1.14)
0.99 (0.91-1.08)
0.99 (0.91-1.08)
1.14 (1.07-1.22)
1.08 (1.01-1.16)
1.06 (0.99-1.14)
1.17 (0.96-1.43)
1.07 (0.87-1.30)
1.05 (0.86-1.29)
1.01 (0.94-1.07)
0.98 (0.92-1.05)
0.98 (0.92-1.04)

Model 1: adjusted for age (underlying time).

Model 2: Model 1 plus smoking status, education level, body mass index (BMI; linear and squared term), and physical activity (sufficient or not).

Model 3: Model 2 plus area level socioeconomic status (SES) indicator.




F. Salimi et al.

4. Discussion

We found no statistically significant evidence of adverse associations
between long-term exposure to low levels of PMy 5 and PMy s, in Perth,
Australia and increased risk of hospitalisations for COPD. The observed
null associations could be due to low statistical power, overadjustment or
low levels of exposure.

Associations between PM, 5 and pneumonia and all respiratory dis-
eases and PM; s, and all respiratory diseases were also observed but only
in the least adjusted model (adjusted for age and year of enrolment only).
The number of hospitalisations for asthma were very low (68 out of
11,226 participants), precluding an investigation into its relationship
with the ambient air pollutants. No associations between NO, exposure
and respiratory outcomes were observed.

The observed associations between exposure to air pollution and
respiratory morbidity are generally in agreement with other similar
studies. A systematic review of 247 articles investigating the health ef-
fects associated with PMj 5 exposure, concluded that increased levels of
PM, 5 were associated with increased rates of respiratory morbidity
(Sharma et al., 2020). Abramson, Wigmann, Altug, and Schikowski
(2020) found PM; 5 but not NO, and PM; to be associated with Fraction
of exhaled FeNO, a well-validated biomarker of airway inflammation.
Requia et al. (2018) reviewed the evidence of the associations between
exposure to air pollutants and cardiorespiratory related hospitalisation
and mortality. They observed an increase of 2.7% in reported risk of
respiratory disease for every 10 micro-grams per cubic meter change in
PM, 5.

Previous studies have also shown an association between exposure to
PM, 5 and increased risk of COPD. A systematic review of 13 studies
(2010-2018) reported that a daily increase of 10 pg/m® PM 55 was
associated with increased in COPD hospitalisations (OR and 95% CI:
1.025 (1.8-3.2). Weichenthal et al. (2017) in study of 1.1 million adults
who resided in Toronto, Canada also found PMs s (10.9 pg/m3) to be
associated with incident COPD cases (HR and 95% CI: 1.07 (1.06, 1.09),
they also found COPD cases to be associated with ultrafine particles
(<0.1 pm) and NOg. They identified incident cases of COPD from the
Ontario COPD Database available via the Institute for Clinical and
Evaluative Sciences. An incident case of COPD was defined as having ‘at
least one health care interaction (emergency department visit, hospital-
isation or physician visit) that is specific to COPD’. Their estimated
long-term average air pollution concentrations at baseline for PMjy 5 was
10.9 pg/m3, and in our study, it was 5.05 pg/m°.

Further, Wang et al. (2019), in study of six metropolitan regions of the
United States also found PM5 5 (10.32 pg/ m?) at baseline to be associated
with increased in emphysema (CT scan confirmed) risk of 0.58 per-
centage points per 10 years. In a cohort of older US persons (18.9 million)
Pun et al. (2017) observed PMj 5 exposure (12.5 (10.3-14.3) pg/m3)was
associated with a 10% increase in mortality from COPD (RR 1.10 (95%
CI: 1.08, 1.12)) €Pun et al., 20173.

Salimi et al. (2018) also investigated the relationship between
long-term exposure to PM; 5 and NO» and respiratory hospitalisations in
the New South Wales, Australia using the 45 and up cohort study. They
did not observe associations between PMy 5 (4.5 pg m~3) and all respi-
ratory outcomes or COPD but did observe a 10% increase in asthma
hospitalisation risk, albeit non-significant. Their findings in relation to
COPD and asthma differed to what we observed in this study despite
similarities in study design, exposure levels and population de-
mographics. Higher spatial resolution of the air pollution model of our
study, longer follow up period, and an older male population may
contribute to these differences.

The association between exposure to PM5 5, and increased risk of all
respiratory and COPD hospitalisations reported in this study adds to the
small body of literature investigating exposure to PMj s, (a surrogate for
black carbon) and health risks. Our findings are consistent with data from
the ESCAPE cohort where long term exposure to black carbon was
associated with increased hospitalisations for COPD (Liu et al., 2021).
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While we were not able to investigate this relationship, exposure to
black carbon was associated with increased risk of hospitalisation for
asthma in the ELAPSE study (Liu et al., 2020) and in the ESCAPE cohort
(Jacquemin et al., 2015). A meta-analysis of five ESCAPE cohort studies
investigating exposure to air pollution and lung function did not find an
association with exposure to PMys, (Adam et al., 2015), however,
findings from a large Dutch population-based LifeLines Cohort Study
reported an association that appeared to be stronger for participants who
were female, had a higher BMI and had underlying respiratory diseases
(de Jong et al., 2016). More work is required in this area.

We did not find an association with exposure to NO, and respiratory
disease which is contradictory to some previous findings. A meta-analysis
by Adam et al. (2015) reported long-term exposure to NO, was associated
with reduced lung function in five European cohorts. This link has also
been reported in an Australian cohort (Tasmanian Longitudinal Health
Study (TAHS)) where higher NO5 exposures over a 5 year period were
associated with prevalent asthma, wheeze and impaired lung function in
middle aged adults (Bowatte et al., 2017). Further studies are needed to
assess this association.

There are several strengths in our study. The Health In Men Study is a
large cohort with complete follow up of participants via data linkage. The
participants are older men and are more vulnerable to the health effects
of air pollution making them an appropriate study sample. Exposure to
air pollution was estimated at the house hold level giving us individual
exposure assessments. Cross validation methods of the LUR models for
estimating pollutant concentrations supported the validity of LUR models
for PMs 5, PM3 5, and NO; in Metropolitan Perth (Mila Dirgawati et al.,
2015, 2016).

On the other hand the results may not be inferred to younger or fe-
male populations. Exposure was assessed in 2012 and back extrapolated
to estimate exposure at baseline and some men may have moved to a
higher or lower polluted area. However 90% did not move during the
study. Measuring exposure at one point in time limited our ability to
investigate the exposure and hospitalisation relationship over time.
Further, there was little variation in air pollution concentrations between
baseline measures in 1996-1999 and 2012 (M. Dirgawati et al., 2019).
The low numbers of asthma cases meant we did not have the power to
investigate any associations with air pollutants. There may have been
additional confounding factors that were not considered, leading to re-
sidual confounding. For example, we had only had measures of area-level
SES rather than individual measures. The data on confounders were
obtained at baseline, however, there may have been changes over time in
smoking, BMI and physical activity.

Limited studies that have investigated the association between res-
piratory hospitalisations with low levels of air pollution, particularly in a
cohort of older men, making comparing our results to those of other
studies limited.

This study adds to the limited body of knowledge investigating the
link between low levels of air pollution and respiratory morbidity. Long-
term exposure to air pollution appears to be associated with adverse
health outcomes even in geographical areas with low levels of pollution.
These finding may have implications for the health of older adults and
policies such as reduction of air pollution at low levels, and more
acknowledgment of health risks due to air pollution in the chronic dis-
ease management plan. Further studies in this area, in particular large
cohorts with power to detect differences, are needed to understand the
overall risk.

Declarations
Author contribution statement

Farhad Salimi: Conceived and designed the experiments; Analyzed
and interpreted the data; Wrote the paper.

Ania Stasinska; Geoffrey G. Morgan: Analyzed and interpreted the
data; Wrote the paper.



F. Salimi et al.

Graeme J. Hankey; Osvaldo Almeida; Bu Yeap; Leon Flicker:
Contributed reagents, materials, analysis tools or data; Wrote the paper.

Jane Heyworth: Conceived and designed the experiments; Contrib-
uted reagents, materials, analysis tools or data; Analyzed and interpreted
the data; Wrote the paper.

Funding statement

This research did not receive any specific grant from funding agencies
in the public, commercial, or not-for-profit sectors.

Data availability statement

The data that has been used is confidential.

Declaration of interest’s statement

The authors declare no conflict of interest.

Additional information

Supplementary content related to this article has been published
online at https://doi.org/10.1016/j.heliyon.2022.e10905.

Acknowledgments

The Health in Men Study (HIMS) is funded by competitive projects
grants from the National Health and Medical Research Council of
Australia (NHMRC; 1128083, 1003589).

References

Abramson, M.J., Wigmann, C., Altug, H., Schikowski, T., 2020. Ambient air pollution is
associated with airway inflammation in older women: a nested cross-sectional
analysis. BMIJ Open Respir Res 7 (1).

Adam, M., Schikowski, T., Carsin, A.E., Cai, Y., Jacquemin, B., Sanchez, M., Probst-
Hensch, N.C.P., 2015. Adult lung function and long-term air pollution exposure.
ESCAPE: a multicentre cohort study and meta-analysis. Eur. Respir. J. 45 (1), 38-50.

Andersen, Z.J., Hvidberg, M., Jensen, S.S., Ketzel, M., Loft, S., Sgrensen, M., Raaschou-
Nielsen, O., 2011. Chronic obstructive pulmonary disease and long-term exposure to
traffic-related air pollution: a cohort study. Am. J. Respir. Crit. Care Med. 183 (4),
455-461.

Andersen, Z.J., Bgnnelykke, K., Hvidberg, M., Jensen, S.S., Ketzel, M., Loft, S., et al., 2012.
Long-term exposure to air pollution and asthma hospitalisations in older adults: a
cohort study. Thorax 67 (1), 6-11.

Atkinson, R.W., Carey, I.M., Kent, A.J., van Staa, T.P., Anderson, H.R., Cook, D.G., 2015.
Long-term exposure to outdoor air pollution and the incidence of chronic obstructive
pulmonary disease in a national English cohort. Occup. Environ. Med. 72 (1), 42-48.

Australian Institute of Health and Welfare, 2020. Deaths in Australia. Retrieved from.
https://www.aihw.gov.au/reports/life-expectancy-death/deaths-in-australia/conten
ts/leading-causes-of-death.

Beelen, R., Raaschou-Nielsen, O., Stafoggia, M., Andersen, Z.J., Weinmayr, G.,
Hoffmann, B., Hoek, G., 2014. Effects of long-term exposure to air pollution on
natural-cause mortality: an analysis of 22 European cohorts within the multicentre
ESCAPE project. Lancet 383 (9919), 785-795.

Bowatte, G., Erbas, B., Lodge, C.J., Knibbs, L.D., Gurrin, L.C., Marks, G.B., Dharmage, S.C.,
2017. Traffic-related air pollution exposure over a 5-year period is associated with
increased risk of asthma and poor lung function in middle age. Eur. Respir. J. 50 (4),
1602357.

de Jong, K., Vonk, J.M., Zijlema, W.L., Stolk, R.P., van der Plaat, D.A., Hoek, G.,
Boezen, H.M., 2016. Air Pollution Exposure Is Associated with Restrictive Ventilatory
Patterns. European Respiratory Journal. ERJ-00556-02016.

Dharmage, S.C., Perret, J.L., Custovic, A., 2019. Epidemiology of asthma in children and
adults. Frontiers in Pediatrics 7 (246).

Dirgawati, M., Heyworth, J.S., Wheeler, A.J., McCaul, K.A., Blake, D., Boeyen, J.,
Hinwood, A., 2016. Development of Land Use Regression models for particulate
matter and associated components in a low air pollutant concentration airshed.
Atmos. Environ. 144, 69-78.

Dirgawati, M., Hinwood, A., Nedkoff, L., Hankey, G.J., Yeap, B.B., Flicker, L.,
Heyworth, J., 2019. Long-term exposure to low air pollutant concentrations and the
relationship with all-cause mortality and stroke in older men. Epidemiology 30
(Suppl 1), S82-S89.

Doiron, D., de Hoogh, K., Probst-Hensch, N., Fortier, 1., Cai, Y., De Matteis, S.,

Hansell, A.L., 2019. Air pollution, lung function and COPD: results from the
population-based UK Biobank study. Eur. Respir. J. 54 (1).

Heliyon 8 (2022) e10905

Edginton, S., O'Sullivan, D.E., King, W., Lougheed, M.D., 2019. Effect of outdoor
particulate air pollution on FEV1 in healthy adults: a systematic review and meta-
analysis. Occup. Environ. Med. 76 (8), 583-591.

Eguiluz-Gracia, 1., Mathioudakis, A.G., Bartel, S., Vijverberg, S.J.H., Fuertes, E.,
Comberiati, P., Hoffmann, B., 2020. The need for clean air: the way air pollution and
climate change affect allergic rhinitis and asthma. Allergy.

Hinwood, A.L., De Klerk, N., Rodriguez, C., Jacoby, P., Runnion, T., Rye, P., Spickett, J.,
2006. The relationship between changes in daily air pollution and hospitalizations in
Perth, Australia 1992-1998: a case-crossover study. Int. J. Environ. Health Res. 16
(1), 27-46.

Jacquemin, B., Siroux, V., Sanchez, M., Carsin, A.E., Schikowski, T., Adam, M.,
Kauffmann, F.C.P., 2015. Ambient air pollution and adult asthma incidence in six
European cohorts (ESCAPE). Environ. Health Perspect. 123 (6), 613-621.

James, S.L., Abate, D., Abate, K.H., Abay, S.M., Abbafati, C., Abbasi, N., Murray, C.J.L.,
2018. Global, regional, and national incidence, prevalence, and years lived with
disability for 354 diseases and injuries for 195 countries and territories, 1990-2017: a
systematic analysis for the Global Burden of Disease Study 2017. Lancet 392 (10159),
1789-1858.

Keidel, D., Anto, J.M., Basagana, X., Bono, R., Burte, E., Carsin, A.E., Probst-

Hensch, N.C.P., 2019. The role of socioeconomic status in the association of lung
function and air pollution-A pooled analysis of three adult ESCAPE cohorts. Int. J.
Environ. Res. Publ. Health 16 (11).

Li, J.,, Sun, S., Tang, R., Qiu, H., Huang, Q., Mason, T.G., Tian, L., 2016. Major air
pollutants and risk of COPD exacerbations: a systematic review and meta-analysis.
Int. J. Chronic Obstr. Pulm. Dis. 11, 3079-3091.

Li, X., Cao, X., Guo, M., Xie, M., Liu, X., 2020. Trends and risk factors of mortality and
disability adjusted life years for chronic respiratory diseases from 1990 to 2017:
systematic analysis for the Global Burden of Disease Study 2017. BMJ 368, m234.

Liu, S., Jgrgensen, J.T., Ljungman, P., Pershagen, G., Bellander, T., Leander, K.,
Andersen, Z.J., 2021. Long-term exposure to low-level air pollution and incidence of
chronic obstructive pulmonary disease: the ELAPSE project. Environ. Int. 146,
106267.

Liu, S., Jgrgensen, J.T., Ljungman, P., Pershagen, G., Bellander, T., Leander, K.,
Andersen, Z.J., 2020. Long-term exposure to low-level air pollution and incidence of
asthma: the ELAPSE project. Eur. Respir. J., 2003099

Norman, P.E., Flicker, L., Almeida, O.P., Hankey, G.J., Hyde, Z., Jamrozik, K., 2008.
Cohort profile: the health in men study (HIMS). Int. J. Epidemiol. 38 (1), 48-52.

Orellano, P., Quaranta, N., Reynoso, J., Balbi, B., Vasquez, J., 2017. Effect of outdoor air
pollution on asthma exacerbations in children and adults: systematic review and
multilevel meta-analysis. PLoS One 12 (3), e0174050.

Pun, V.C., Kazemiparkouhi, F., Manjourides, J., Suh, H.H., 2017. Long-term PM2.5
exposure and respiratory, cancer, and cardiovascular mortality in older US adults.
Am. J. Epidemiol. 186 (8), 961-969.

R Core Team, 2020. R: A Language and Environment for Statistical Computing. R:
Foundation for Statistical Computing, Vienna, Austria. Retrieved from. https://
www.R-project.org/.

Requia, W.J., Adams, M.D., Arain, A., Papatheodorou, S., Koutrakis, P.,

Mahmoud, M.C.P., 2018. Global association of air pollution and cardiorespiratory
diseases: a systematic review, meta-analysis, and investigation of modifier variables.
Am. J. Publ. Health 108 (S2), $123-S130.

Salimi, F., Morgan, G., Rolfe, M., Samoli, E., Cowie, C.T., Hanigan, ., Jalaludin, B., 2018.
Long-term exposure to low concentrations of air pollutants and hospitalisation for
respiratory diseases: a prospective cohort study in Australia. Environ. Int. 121,
415-420.

Schikowski, T., Adam, M., Marcon, A., Cai, Y., Vierkotter, A., Carsin, A.E., Kunzli, N.,
2014. Association of ambient air pollution with the prevalence and incidence of
COPD. Eur. Respir. J. 44 (3), 614-626.

Sharma, S., Chandra, M., Kota, S., 2020. Health effects associated with PM2.5: a
systematic review. Current Pollution Reports 6, 345-367.

Sims, J., Hill, K., Hunt, S., Haralambous, B., Brown, A., Engel, L., Ory, M., 2006. National
Physical Activity Recommendations for Older Australians: Discussion Document.
Retrieved from Canberra: https://www]1.health.gov.au/internet/main/publishing
.nsf/content/B656FF3728F48860CA257BF0001B09D9/&dollar;File/pa-guide-older
-disc.pdf.

So, R., Jorgensen, J.T., Lim, Y.-H., Mehta, A.J., Amini, H., Mortensen, L.H., Andersen, Z.J.,
2020. Long-term exposure to low levels of air pollution and mortality adjusting for
road traffic noise: a Danish Nurse Cohort study. Environ. Int. 143, 105983.

Toelle, B.G., Xuan, W., Bird, T.E., Abramson, M.J., Atkinson, D.N., Burton, D.L.,

Marks, G.B., 2013. Respiratory symptoms and illness in older Australians: the burden
of obstructive lung disease (BOLD) study. Med. J. Aust. 198 (3), 144-148.

Wang, M., Aaron, C.P., Madrigano, J., Hoffman, E.A., Angelini, E., Yang, J., Barr, R.G.C.P.,
2019. Association between long-term exposure to ambient air pollution and change
in quantitatively assessed emphysema and lung function. JAMA 322 (6), 546-556.

Weichenthal, S., Bai, L., Hatzopoulou, M., Van Ryswyk, K., Kwong, J.C., Jerrett, M.,
Chen, H.C.P., 2017. Long-term exposure to ambient ultrafine particles and respiratory
disease incidence in in Toronto, Canada: a cohort study. Environ. Health 16 (1), 64.

World Health Organization, 2016. Ambient Air Pollution: a Global Assessment of
Exposure and burden of Disease. Retrieved from. https://apps.who.int/iris/handle/
10665/250141.

Zhang, S., Li, G., Tian, L., Guo, Q., Pan, X., 2016. Short-term exposure to air pollution and
morbidity of COPD and asthma in East Asian area: a systematic review and meta-
analysis. Environ. Res. 148, 15-23.

Zheng, X.-y., Ding, H., Jiang, L.-n., Chen, S.-w., Zheng, J.-p., Qiu, M., Guan, W.-j., 2015.
Association between air pollutants and asthma emergency room visits and hospital
admissions in time series studies: a systematic review and meta-analysis. PLoS One 10
(9), e0138146.


https://doi.org/10.1016/j.heliyon.2022.e10905
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref1
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref1
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref1
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref2
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref2
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref2
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref2
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref3
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref3
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref3
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref3
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref3
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref4
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref4
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref4
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref4
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref5
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref5
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref5
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref5
https://www.aihw.gov.au/reports/life-expectancy-death/deaths-in-australia/contents/leading-causes-of-death
https://www.aihw.gov.au/reports/life-expectancy-death/deaths-in-australia/contents/leading-causes-of-death
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref7
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref7
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref7
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref7
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref7
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref8
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref8
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref8
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref8
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref9
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref9
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref9
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref10
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref10
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref12
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref12
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref12
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref12
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref12
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref13
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref13
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref13
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref13
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref13
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref14
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref14
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref14
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref15
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref15
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref15
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref15
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref16
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref16
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref16
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref17
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref17
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref17
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref17
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref17
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref17
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref18
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref18
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref18
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref18
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref19
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref19
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref19
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref19
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref19
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref19
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref20
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref20
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref20
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref20
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref21
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref21
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref21
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref21
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref22
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref22
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref22
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref23
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref23
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref23
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref23
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref24
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref24
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref24
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref26
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref26
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref26
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref27
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref27
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref27
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref28
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref28
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref28
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref28
https://www.R-project.org/
https://www.R-project.org/
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref30
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref30
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref30
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref30
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref30
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref31
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref31
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref31
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref31
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref31
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref32
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref32
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref32
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref32
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref33
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref33
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref33
https://www1.health.gov.au/internet/main/publishing.nsf/content/B656FF3728F48860CA257BF0001B09D9/&dollar;File/pa-guide-older-disc.pdf
https://www1.health.gov.au/internet/main/publishing.nsf/content/B656FF3728F48860CA257BF0001B09D9/&dollar;File/pa-guide-older-disc.pdf
https://www1.health.gov.au/internet/main/publishing.nsf/content/B656FF3728F48860CA257BF0001B09D9/&dollar;File/pa-guide-older-disc.pdf
https://www1.health.gov.au/internet/main/publishing.nsf/content/B656FF3728F48860CA257BF0001B09D9/&dollar;File/pa-guide-older-disc.pdf
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref35
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref35
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref35
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref36
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref36
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref36
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref36
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref37
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref37
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref37
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref37
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref38
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref38
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref38
https://apps.who.int/iris/handle/10665/250141
https://apps.who.int/iris/handle/10665/250141
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref40
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref40
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref40
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref40
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref41
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref41
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref41
http://refhub.elsevier.com/S2405-8440(22)02193-4/sref41

	Long-term exposure to low air pollutant concentrations and hospitalisation for respiratory diseases in older men: A prospec ...
	1. Introduction
	2. Methods
	2.1. Study population
	2.2. Health outcomes
	2.3. Exposure assessment
	2.4. Statistical analyses

	3. Results
	4. Discussion
	Declarations
	Author contribution statement
	Funding statement
	Data availability statement
	Declaration of interest’s statement
	Additional information

	Acknowledgments
	References


