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BACKGROUND: Exposure to ambient air pollution is strongly associated 
with increased cardiovascular morbidity and mortality. Little is known about 
the influence of air pollutants on cardiac structure and function. We aim to 
investigate the relationship between chronic past exposure to traffic-related 
pollutants and the cardiac chamber volume, ejection fraction, and left 
ventricular remodeling patterns after accounting for potential confounders.

METHODS: Exposure to ambient air pollutants including particulate 
matter and nitrogen dioxide was estimated from the Land Use Regression 
models for the years between 2005 and 2010. Cardiac parameters were 
measured from cardiovascular magnetic resonance imaging studies of 
3920 individuals free from pre-existing cardiovascular disease in the UK 
Biobank population study. The median (interquartile range) duration 
between the year of exposure estimate and the imaging visit was 5.2 (0.6) 
years. We fitted multivariable linear regression models to investigate the 
relationship between cardiac parameters and traffic-related pollutants 
after adjusting for various confounders.

RESULTS: The studied cohort was 62±7 years old, and 46% were men. In 
fully adjusted models, particulate matter with an aerodynamic diameter <2.5 
µm concentration was significantly associated with larger left ventricular 
end-diastolic volume and end-systolic volume (effect size = 0.82%, 95% 
CI, 0.09–1.55%, P=0.027; and effect size = 1.28%, 95% CI, 0.15–2.43%, 
P=0.027, respectively, per interquartile range increment in particulate 
matter with an aerodynamic diameter <2.5 µm) and right ventricular end-
diastolic volume (effect size = 0.85%, 95% CI, 0.12–1.58%, P=0.023, per 
interquartile range increment in particulate matter with an aerodynamic 
diameter <2.5 µm). Likewise, higher nitrogen dioxide concentration was 
associated with larger biventricular volume. Distance from the major roads 
was the only metric associated with lower left ventricular mass (effect size 
= −0.74%, 95% CI, −1.3% to −0.18%, P=0.01, per interquartile range 
increment). Neither left and right atrial phenotypes nor left ventricular 
geometric remodeling patterns were influenced by the ambient pollutants.

CONCLUSIONS: In a large asymptomatic population with no prevalent 
cardiovascular disease, higher past exposure to particulate matter with an 
aerodynamic diameter <2.5 µm and nitrogen dioxide was associated with 
cardiac ventricular dilatation, a marker of adverse remodeling that often 
precedes heart failure development.
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The deleterious effect of air pollutants on cardio-
vascular health is well established. Several studies 
have demonstrated strong associations between 

exposure to air pollution and increased risks of coro-
nary artery disease, heart failure, stroke, cardiovascular 
mortality, and all-cause mortality.1 Traffic-related envi-
ronmental pollution consists of a complex mixture of 
gaseous and particulate components, alongside aux-
iliary elements such as noise and psychological stress. 
Among all air pollutants, particulate matter (PM) pol-
lution—specifically fine particulates with an aerody-
namic diameter <2.5 µm (PM2.5)—has repeatedly been 
associated with cardiovascular morbidity and mortality. 
Inhalation of PM2.5 can initiate and sustain physiological 
and biochemical changes through elevation of pulmo-
nary and systemic inflammatory and oxidative stress, 
autonomic imbalance, endothelial dysfunction, hyper-
tension, atherosclerosis, and thrombosis, which are all 
key substrates for adverse cardiac remodeling leading 
to detrimental outcomes.2

Cardiac morpho-functional parameters are prognos-
tically important biomarkers in health and disease. Left 

ventricular (LV) mass, for example, is a well-recognized 
predictor of cardiovascular morbidity and mortality 
even in individuals without established cardiovascular 
disease (CVD).3 LV geometric patterns and the mor-
pho-functional indices of other cardiac chambers also 
carry prognostic information in the setting of CVD.4–11 
Although the associations between ambient air pollut-
ants and increased incidence of myocardial infarction 
and heart failure have been established,12,13 there is a 
paucity of information in the current literature about 
the influence of air pollution on cardiac structure and 
function. Determining the impact of individual air pol-
lutants on cardiac phenotypes is challenging for several 
reasons owing to socioeconomic confounders, relative-
ly small effect sizes, and the variability of exposure and 
outcome measurement techniques.

The UK Biobank is a large-scale prospective cohort 
study of half a million people aged 40 to 69 years. 
In addition to a rich repository of information on de-
mographics, risk factors, and environmental exposure 
data, a subgroup of UK Biobank participants undergo 
deep phenotyping with cardiovascular magnetic reso-
nance (CMR), which is the reference imaging modal-
ity for quantification of the cardiac structural pheno-
types.14 In this study, we aim to explore the association 
between chronic past exposure to traffic-related ambi-
ent air pollution and the cardiac imaging parameters 
after accounting for various potential confounders in 
the UK Biobank cohort. We hypothesized that annual 
average air pollutants and other traffic-related factors 
quantified approximately 5 years before cardiac imag-
ing have a detectable adverse association with cardiac 
imaging phenotypes in individuals free from known car-
diovascular disease.

METHODS
Data Access
The data, analytic methods, and study materials will be 
returned to the UK Biobank. The UK Biobank will make these 
data available to all bona fide researchers for all types of 
health-related research that is in the public interest, without 
preferential or exclusive access for any person. All researchers 
will be subject to the same application process and approval 
criteria as specified by the UK Biobank. Please see the UK 
Biobank’s website for the detailed access procedure (http://
www.ukbiobank.ac.uk/register-apply/).

Study Population
The UK Biobank is a large population-based, prospective 
cohort study which has collected a wealth of information on 
health and lifestyle data, physical measurements, biological 
samples, and cardiac phenotypes derived from CMR. This 
ambitious project aims to provide resources to disentangle 
the genetic and environmental determinants of complex dis-
eases affecting middle and old age. The study protocol has 
been described in detail previously.15 In brief, ≈9.2 million UK 

Clinical Perspective

What Is New?
• Although ambient air pollutants are known to be 

associated with increased cardiovascular morbidity 
and mortality, limited information is available on 
the link between air pollutants and cardiac struc-
ture and function.

• In this cross-sectional analysis of a large population 
free from pre-existing cardiovascular disease, higher 
past exposure to fine particulates with an aerody-
namic diameter <2.5 µm and nitrogen dioxide were 
associated with larger cardiac biventricular volumes, 
which is a well-recognized pathophysiological adap-
tation, heralding heart failure development.

• Proximity to major roads, a surrogate for chronic 
air pollution exposure, was additionally associated 
with higher left ventricular mass, which is known 
to portend adverse outcomes.

What Are the Clinical Implications?
• The association between ambient air pollution and 

adverse cardiac phenotypic changes in individuals 
without prevalent cardiovascular disease suggests 
that air pollution should be recognized as a major 
modifiable risk factor that needs to be targeted via 
public health measures.

• These cardiac morphological alterations are appar-
ent despite relatively low exposure levels meeting 
the current air quality standards, making a strong 
case to double efforts to control emission of the 
noxious pollutants.
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residents aged between 40 to 69 years, who were registered 
with the UK National Health Service and living <25 miles from 
1 of the 22 study assessment centers, were invited to join 
the study. Among those who responded to the invitation, 
>500 000 people were enrolled from 2006 through 2010. 
The sample size of 500 000 was calculated a priori for reli-
able detection of the effects of different exposures on a wide 
variety of conditions in nested case-control studies. Although 
the UK Biobank cohort is not designed to be representative 
of the UK general population (because of healthy volunteer 
selection bias), it is well suited to study exposure-disease rela-
tionships because of its large size and heterogeneity of expo-
sure measures.16 The baseline summary characteristics of the 
cohort can be viewed in the data showcase on UK Biobank’s 
website (www.ukbiobank.ac.uk). The CMR imaging substudy 
was commenced in 2014, and this study included the first 
5065 consecutive participants who returned for imaging 
enhancement in 2014 to 2015. The study complies with the 
Declaration of Helsinki and was approved by our institutional 
review body. All participants provided informed written con-
sent. The UK Biobank’s scientific protocol and operational 
procedures were approved by the Northwest Research Ethics 
Committee in the UK.

Ambient Air Pollution, Noise, and Traffic 
Exposure
The annual average concentration of PM2.5, PM with an 
aerodynamic diameter of less than 10 µm (PM10), PM with 
an aerodynamic diameter between 2.5 and 10 µm (PMcoarse), 
PM2.5 absorbance (a measurement of the blackness of PM2.5 
filter – a proxy for elemental or black carbon), nitrogen diox-
ide (NO2), and nitrogen oxides (NOx) were calculated centrally 
by the UK Biobank using a Land Use Regression model devel-
oped by the ESCAPE project.17,18 Land Use Regression models 
calculate the spatial variation of annual average air pollut-
ant concentration at participants’ home addresses given at 
the baseline visit, using the predictor variables obtained from 
the Geographic Information System such as traffic, land use, 
and topography. Because NO2 and PM10 annual concentration 
data were available for several years (2005, 2006, 2007, and 
2010 for NO2 and 2007 and 2010 for PM10), we averaged the 
values to get the mean estimate. All other particulate matter 
and nitrogen pollutants had the exposure data for a single 
year (2010). The median leave-one-out cross-validated vari-
ance explained by the model was 71% for PM2.5, 77% for 
PM10, 68% for PMcoarse, 89% for PM2.5 absorbance, 82% for 
NO2, and 78% for NOx.

Average exposure to noise for year 2009 was estimated 
from a model based on common noise assessment methods 
in Europe (CNOSSOS-EU).19 This technique allows large-scale 
noise mapping for epidemiological studies using data on traf-
fic flow, speed and composition, land cover, building heights, 
road network, air temperature, and wind direction. Noise pol-
lution was represented by 24-hour (daily) sound pressure level 
(A-weighted sound level in decibels) averaged over 1 year as 
suggested by the World Health Organization.20

Traffic intensity on the nearest major road was defined as 
the total number of motor vehicles per 24 hours, averaged 
over the course of 1 year. The traffic count and road network 
data were provided by the UK Department for Transport and 

the Ordnance Survey Meridian 2 (OSM2) road network (scale 
1:50 000, 1 meter accuracy) in year 2009. Proximity to traffic 
was characterized by the distance from home address to the 
nearest major road.

CMR Parameters
The detailed CMR protocol and analysis methods have been 
described previously.21 In brief, all CMR studies were acquired 
with a wide-bore 1.5 Tesla scanner (MAGNETOM Aera, Syngo 
Platform VD13A, Siemens Healthcare, Erlangen, Germany), 
and analyses were performed using cvi42 postprocessing 
software (Version 5.1.1, Circle Cardiovascular Imaging Inc, 
Calgary, Canada). LV mass and volumes, right ventricular (RV) 
volumes, and left atrial (LA) and right atrial volumes were 
manually measured from balanced steady-state free preces-
sion cine short- and long-axis images. The following cardiac 
phenotypes were included: LV end-diastolic volume (EDV), 
LV end-systolic volume (LV ESV), LV ejection fraction (EF), 
LV mass, RV EDV, RV ESV, RV EF, LA maximal volume, LA EF, 
right atrial maximal volume, right atrial EF, and LV geometric 
remodeling patterns. The LV geometric remodeling patterns 
were classified according to LV mass indexed to body surface 
area and LV mass to end-diastolic volume ratio (LVMVR, CMR-
equivalent of relative wall thickness) as previously described.22 
Normal cut-off values for LV mass and LVMVR were obtained 
from the 95% prediction intervals of sex-specific reference 
ranges.21 Four distinct LV geometric remodeling patterns were 
defined: (1) normal (normal indexed LV mass and LVMVR), (2) 
concentric remodeling (normal indexed LV mass and increased 
LVMVR), (3) eccentric hypertrophy (increased indexed LV 
mass and normal LVMVR), and (4) concentric hypertrophy 
(increased indexed LV mass and increased LVMVR).

Statistical Analyses
Because air pollution estimates were modeled using partici-
pants’ home address given at the baseline visit, we restricted 
the data analysis to those who remained at the same address 
between the baseline and imaging visits. We also excluded 
individuals with any known cardiovascular disease based on 
the self-reported questionnaires and hospital episode data 
to mitigate the potential impact of established cardiac con-
ditions on the imaging parameters. All continuous variables 
were assessed for normality using histograms and quantile-
quantile plots. Natural logarithmic transformation was per-
formed on non-Gaussian dependent variables where possible. 
Descriptive statistics for continuous variables are presented as 
mean (SD) or median (interquartile range [IQR]), whereas cat-
egorical variables are presented as number (percentage).

We imputed missing data by multiple imputation by 
chained equations approach to create 50 complete datas-
ets.23 We used predictive mean matching for continuous vari-
ables, logistic regression for binary variables, and polytomous 
regression for categorical variables. All covariates and interac-
tion terms were included in the imputation models. The maxi-
mum iteration was set at 50, and convergence was confirmed 
by visual examination of trace plots.

We constructed separate multiple linear regression 
models to examine the associations between each air pol-
lutant and continuous cardiac CMR variables. For categori-
cal LV geometric remodeling patterns, we used multinomial 
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logistic regression to model the effect of pollution. In all 
statistical models, we adjusted for the following: (1) demo-
graphics—age at imaging visit, sex, and ethnicity; (2) anthro-
pometrics—height and body mass index; (3) socioeconomic 
factors—average household income, employment status, 
Townsend deprivation index, and educational attainment; (4) 
cardiac risk factors—systolic blood pressure, diastolic blood 
pressure, heart rate, smoking status, regular alcohol use, 
hypertension, diabetes mellitus, and respiratory disease; (5) 
medications—antihypertensive medication, lipid-lowering 
medication, and insulin; and (6) physical activity—7-day aver-
age acceleration from accelerometer. All covariates were cho-
sen a priori for their established or presumed influence on the 
cardiovascular structure and function. The measurement pro-
tocols and covariate definitions are provided in the Definitions 
of Covariates section in the online-only Data Supplement. The 
β-coefficients (effect estimates) of log-transformed variables 
were antilogged and expressed as percentage change. The 
mean estimates and standard errors of the β-coefficients for 
the imputed datasets were combined with Rubin’s rules (see 
Methods in the online-only Data Supplement).24 Because 
we have scaled all pollutants by their respective IQR before 
entering into the regression models, their effect estimates 
represent the change in dependent CMR variable per IQR 
increment in pollutant.

We conducted the following secondary analyses: (1) an 
analysis of effect modification by age, sex, and smoking sta-
tus by introducing cross-product terms; (2) an analysis exclud-
ing hypertension, diabetes, systolic blood pressure, diastolic 
blood pressure, and heart rate because of their potential 
mediating effects on the relationship between air pollution 
and cardiac phenotypes; (3) an analysis of the confounding 
effects of noise and proximity to traffic on the significant asso-
ciations between air pollutants and cardiac measurements; 
and (4) an analysis of cases with clinically unrecognized 
myocardial infarction (MI) based on the evaluation of CMR 
images. Cases with possible MI were first selected by identi-
fying thin left ventricular myocardial segments (end-diastolic 
wall thickness <5.5 mm for the basal and midsegments) and 
possible regional hypokinesis (systolic wall thickening—end-
systolic wall thickness minus end-diastolic wall thickness—of 
<2 mm) as recommended by Baer et al.25,26 These cases were 
then manually evaluated by 3 analysts with significant expe-
rience in reporting clinical CMR studies (M.Y.K., N.A., both 
European Association of Cardiovascular Imaging CMR level 
3-certified cardiologists, and K.F., with 4 years’ experience in 
reporting clinical CMR studies).

Sensitivity analyses were conducted by (1) restricting 
the sample to participants with complete data, (2) indexing 
continuous CMR-derived phenotypes by height2.7, and (3) 
restricted cubic spline transformation of exposure variables 
to investigate nonlinear relationships. The optimal number 
of knots for restricted cubic spline–transformed variables was 
determined by the Akaike information criterion. Nonlinearity 
was assessed with the ANOVA F statistics and visualized with 
line plots. The regression model assumptions were checked 
with residuals plots. A P value of <0.05 was considered sig-
nificant. Multiple imputation, multinomial regression, and 
restricted cubic spline transformation were performed using 
the mice, nnet, and rms packages, respectively.27–29 We used 
R (version 3.4.3) for all statistical analyses.30

RESULTS
Baseline Demographics
A total of 5065 individuals were considered for this 
study. Of these, we excluded 738 individuals who had 
moved home between the baseline and imaging visit. A 
further 407 individuals were excluded because of pre-
existing CVD—highest prevalent CVD was coronary ar-
tery disease (n [%] = 198 [4.6%]), resulting in 3920 
individuals included in the final analysis (Figure 1). The 
baseline characteristics of the final cohort are presented 
in Table 1. The mean age of the cohort was 61.7 years, 
and 45.6% were men. The median (IQR) annual aver-
age concentration of the two main pollutants, PM2.5 
and NO2, were 9.9 (1.32) µg/m3 and 28.2 (11.4) µg/m3, 
respectively. The median (IQR) duration between the 
year of exposure estimate and the imaging visit was 5.2 
(0.6) years. There was no clinically significant difference 
in characteristics between the whole cohort and com-
plete cases without missing data (Table I in the online-
only Data Supplement).

Relationship Between Particulate Matter 
Pollutants and Cardiac Phenotypes
The associations between particulate matter pollut-
ants and cardiac phenotypes are presented in Table 2 
and Figure 2. After adjustment for all covariates, PM2.5 
concentration was significantly associated with larger 
biventricular volume (effect size for LV EDV = 0.82%, 
95% CI, 0.09–1.55%, P=0.027; effect size for LV ESV = 
1.28%, 95% CI, 0.15–2.43%, P=0.027; effect size for 
RV EDV = 0.85%, 95% CI, 0.12–1.58%, P=0.023, per 
IQR increment in PM2.5 concentration). Likewise, PM10 
had identical association patterns with slightly smaller 

Figure 1. Case selection flowchart. 
CMR indicates cardiovascular magnetic resonance.

D
ow

nloaded from
 http://ahajournals.org by on A

ugust 4, 2018



Aung et al Air Pollution and Heart Structure

Circulation. 2018;138:00–00. DOI: 10.1161/CIRCULATIONAHA.118.034856 xxx xxx, 2018 5

ORIGINAL RESEARCH 
ARTICLE

magnitude of effect sizes per IQR increment. Neither 
PM2.5 nor PM10 was associated with other cardiac pa-
rameters and LV geometric remodeling patterns. PM-

coarse and PM2.5 absorbance did not have any association 
with the cardiac phenotypes.

Relationship Between Oxides of Nitrogen 
and Cardiac Phenotypes
Table  3 presents the relationships between nitrogen 
pollutants and cardiac parameters after adjustment 
for all covariates. Higher NO2 concentration was sig-
nificantly correlated with larger LV EDV and RV EDV 
(effect size for LV EDV = 0.91%, 95% CI, 0.12–1.7%, 
P=0.025; effective size for RV EDV = 0.85%, 95% CI, 

                 Eccentric hypertrophy 123 (3.2)

                 Concentric hypertrophy 33 (0.9)

                RV EDV, mL 151.2 (37.1)

                RV ESV, mL 66.7 (22.3)

                RV SV, mL 84.5 (19.4)

                RV EF, % 56.5 (6.5)

                LA maximal volume, mL 66.7 (20.2)

                LA minimal volume, mL 27.6 (12.1)

                LA SV, mL 39.1 (11.2)

                LA EF, % 59.5 (8.3)

                RA maximal volume, mL 78.4 (25.4)

                RA minimal volume, mL 45.2 (18.1)

                RA SV, mL 33.2 (12.5)

                RA EF, % 42.7 (10.3)

Ambient pollutants

                PM2.5,* µg/m3 9.9 (1.32)

                PM10,* µg/m3 18.8 (2.11)

                PMcoarse,* µg/m3 6.1 (0.72)

                PM2.5 absorbance (elemental carbon),* per meter 1.13 (0.29)

                NO2,* µg/m3 28.2 (11.4)

                NOx,* µg/m3 41.5 (17.1)

                24-hour sound level averaged over 1 y,* dB 54.9 (3.6)

                Distance to the nearest major road,* m 356 (555)

                Traffic intensity on the nearest major road per day 
averaged over 1 y,* vehicles/d

15 896 (10 
947)

                Duration between exposure estimate and imaging 
visit,* y

5.2 (0.6)

Numbers are mean (SD) or no. (%), unless otherwise stated. BMI indicates 
body mass index; EDV, end-diastolic volume; EF, ejection fraction; ESV, end-
systolic volume; LA, left atrium; LV, left ventricle; NO2, nitrogen dioxide; NOx, 
nitrogen oxides; PM10, particulate matter with an aerodynamic diameter of less 
than 10 µm; PM2.5, fine particulate with an aerodynamic diameter <2.5 µm; 
PMcoarse, particulate matter with an aerodynamic diameter between 2.5 and 10 
µm; RA, right atrium; RV, right ventricle; and SV, stroke volume.

*Data presented as median (interquartile range)

Table 1. Continued

 
Entire Cohort 

(N=3920)

Table 1. Participant Characteristics

 
Entire Cohort 

(N=3920)

Demographics

                Age, y 61.7 (7.4)

                Male sex 1787 (45.6)

                White ethnicity 3805 (97.1)

                Height, cm 169.5 (9.4)

                Weight, kg 75.1 (15.1)

                BMI, kg/m2 26.6 (4.3)

                Average household income  

                 <£18 000 480 (13.6)

                 £18 000 to £30 999 1036 (29.3)

                 £31 000 to £51 999 1054 (29.9)

                 £52 000 to £100 000 750 (21.2)

                >£100 000 210 (5.9)

                Townsend deprivation index −2.00 (2.65)

                Degree level or professional education 2495 (63.6)

                Employment status  

                 Skilled job 3097 (79.1)

                 Unskilled job 693 (17.7)

                 Unemployed 121 (3.1)

                 Retired 4 (0.1)

Clinical characteristics

                Systolic blood pressure, mm Hg 137 (18)

                Diastolic blood pressure, mm Hg 79 (10)

                Heart rate, bpm 71 (12)

                Hypertension 1108 (28.3)

                Dyslipidemia 866 (22.1)

                Diabetes mellitus 175 (4.5)

                Antihypertensive medication 786 (20.1)

                Lipid-lowering medication 718 (18.3)

                Insulin 25 (0.6)

                Smoking status  

                 Never 2398 (61.3)

                 Previous 1342 (34.3)

                 Current 171 (4.4)

                Regular alcohol use (≥3 times per week) 1757 (44.8)

                Seven-day average acceleration, milli-gravity 28.19 (9.17)

Cardiac phenotypes

                LV EDV, mL 142.3 (33.0)

                LV ESV, mL 58.1 (18.3)

                LV SV, mL 84.2 (19.3)

                LV EF, % 59.5 (6.2)

                LV mass, g 88.4 (24.0)

                LV remodeling patterns  

                 Normal 3504 (92.2)

                 Concentric remodeling 140 (3.7)

(Continued )
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0.06–1.65%, P=0.035, per IQR increment in NO2 con-
centration; Figure 2). However, NOx had no significant 
association with CMR-derived measurements.

Relationship Between Noise, Road Traffic 
Factors, and Cardiac Phenotypes
The associations between noise, distance to the near-
est major road, and traffic intensity and CMR-derived 
phenotypes are detailed in Table 4. Being exposed to 
higher ambient sound level was associated with larger 
LV ESV (effect size = 0.69%, 95% CI, 0.03–1.35%, 
P=0.041, per IQR increment in 24-hour sound level av-
eraged over 1 year). Interestingly, in addition to the 
significant association with biventricular volume, liv-
ing further away from major roads was also associated 
with lower LV mass (effect size = −0.74%, 95% CI, 
−1.3 to -0.18%, P=0.01, per IQR increment in distance 
to major roads). There was no significant relationship 
between traffic intensity and any of the cardiac mor-
pho-functional phenotypes.

Effect Modification and Mediator Analyses
We investigated whether age, sex, and smoking status 
modify the significant relationships between each pollut-
ant and cardiac phenotypes. Smoking status was the only 
important effect modifier, where being a current smoker 

significantly enhanced the positive association between 
PM10 concentration and RV EDV (effect size difference 
= +3.3% for current smoker compared to nonsmoker, 
95% CI, 0.06–6.7%, P=0.046). The regression models 
that were not adjusted for hypertension, diabetes mel-
litus, systolic blood pressure, diastolic blood pressure, and 
heart rate produced results with similar magnitude in ef-
fect size when compared with the fully adjusted models 
(Tables II through IV in the online-only Data Supplement).

The wall motion assessment to determine unrecog-
nized MI cases revealed 600 cases with possible regional 
wall motion abnormalities based on cut-off values of LV 
end-diastolic wall thickness <5.5 mm and LV systolic wall 
thickening of <2 mm. After manual evaluation, we dis-
covered 43 CMR studies with truly hypokinetic LV seg-
ments (10 studies with global hypokinesis and 33 studies 
with regional hypokinesis). The distribution of hypokinetic 
segments in the 33 cases with regional wall motion ab-
normalities is displayed in Figure I in the online-only Data 
Supplement. We observed that mid to apical inferior and 
lateral segments were most commonly affected. Because 
of the limited number of cases with probable unrecog-
nized MI based on cine CMR data (<1% of the entire 
cohort), we were not able to assess the relationship be-
tween air pollution and unrecognized or unreported MI.

We found that the associations between PM2.5 and 
NO2 concentrations and LV volume were not indepen-
dent of noise or distance to major roads and vice versa 

Table 2. Associations Between Annual Average Particulate Matter Concentration and Cardiac Phenotypes

Phenotype

PM2.5 (per IQR [1.32 µg/m3] 
Change)

PM10 (per IQR [2.11 µg/m3] 
Change)

PMcoarse (per IQR [0.72 µg/
m3] Change)

PM2.5 absorbance (per IQR 
[0.29 m−1] Change)

Effect Size
[95% CI]

P 
Value

Effect Size
[95% CI]

P 
Value

Effect Size
[95% CI]

P 
Value

Effect Size
[95% CI]

P 
Value

LV EDV* 0.82 [0.09 to 1.55] 0.027 0.81 [0.12 to 1.5] 0.021 0.37 [−0.03 to 0.76] 0.069 0.34 [−0.26 to 0.94] 0.272

LV ESV* 1.28 [0.15 to 2.43] 0.027 1.07 [0 to 2.15] 0.049 0.47 [−0.14 to 1.09] 0.133 0.28 [−0.64 to 1.21] 0.557

LV EF −0.16 [−0.45 to 0.13] 0.269 −0.09 [−0.36 to 0.18] 0.507 −0.05 [−0.2 to 0.1] 0.527 0.01 [−0.22 to 0.24] 0.948

LV mass* 0.4 [−0.39 to 1.2] 0.321 0.4 [−0.35 to 1.16] 0.292 0.22 [−0.21 to 0.66] 0.316 0.06 [−0.59 to 0.71] 0.865

RV EDV* 0.85 [0.12 to 1.58] 0.023 0.77 [0.08 to 1.46] 0.028 0.27 [−0.12 to 0.67] 0.176 0.36 [−0.24 to 0.96] 0.245

RV ESV* 1.11 [−0.01 to 2.25] 0.051 0.66 [−0.39 to 1.73] 0.218 0.39 [−0.22 to 1] 0.209 0.42 [−0.49 to 1.35] 0.364

RV EF −0.08 [−0.36 to 0.21] 0.598 0.07 [−0.19 to 0.34] 0.6 −0.05 [−0.2 to 0.1] 0.503 −0.03 [−0.26 to 0.2] 0.783

LA maximal volume* 0.55 [−0.75 to 1.86] 0.409 0.46 [−0.74 to 1.68] 0.457 0.23 [−0.46 to 0.92] 0.516 0.7 [−0.35 to 1.76] 0.191

LA EF −0.06 [−0.47 to 0.35] 0.778 −0.13 [−0.5 to 0.25] 0.504 −0.04 [−0.26 to 0.17] 0.686 −0.07 [−0.4 to 0.26] 0.672

RA maximal volume* −0.23 [−1.5 to 1.05] 0.719 −0.85 [−2.01 to 0.33] 0.159 −0.55 [−1.22 to 0.13] 0.114 −0.61 [−1.63 to 0.41] 0.24

RA EF −0.1 [−0.57 to 0.37] 0.678 −0.1 [−0.55 to 0.34] 0.65 −0.01 [−0.27 to 0.24] 0.911 0.23 [−0.16 to 0.62] 0.247

LV geometric patterns

                Concentric remodeling† 1.03 [0.15 to 7.25] 0.976 1.04 [0.15 to 7.33] 0.97 1.01 [0.14 to 7.11] 0.995 1.06 [0.15 to 7.45] 0.957

                Eccentric hypertrophy† 1.11 [0.67 to 1.85] 0.682 0.98 [0.61 to 1.58] 0.938 0.84 [0.6 to 1.18] 0.314 0.95 [0.62 to 1.45] 0.811

                Concentric hypertrophy† 1.02 [0.41 to 2.51] 0.974 1.11 [0.45 to 2.73] 0.826 1.13 [0.46 to 2.79] 0.785 1.05 [0.43 to 2.59] 0.914

All estimates were fully-adjusted for age, sex, ethnicity, height, body mass index, socioeconomic factors, cardiac risk factors, medications, and physical activity. 
EDV indicates end-diastolic volume; EF, ejection fraction; ESV, end-systolic volume; IQR, interquartile range; LA, left atrium; LV, left ventricle; PM10, particulate matter 
with an aerodynamic diameter of less than 10 µm; PM2.5, fine particulate with an aerodynamic diameter <2.5 µm; PMcoarse, particulate matter with an aerodynamic 
diameter between 2.5 and 10 µm; RA, right atrium; and RV, right ventricle.

*Log-transformed dependent variables—their effect estimates represent percentage change per IQR increase in exposure variable.
†The effect estimates for these variables represent the odds ratio, where reference is normal LV geometry.
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(ie, the relationships between noise/distance to major 
roads and LV volume were also confounded by PM2.5 
and NO2). The associations between PM2.5 and NO2 and 
RV volume were independent of noise but not from dis-
tance to major roads.

Sensitivity Analyses
Sensitivity analyses including only participants with 
complete data gave no materially different results. 
Equivalently, fitting the models with continuous CMR 
parameters indexed to height2.7 produced similar find-
ings. There was no consistent evidence to support non-
linear relationships between air pollutants and cardiac 
measurements (Figure II in the online-only Data Supple-
ment). The fitted model diagnostic plots showed no evi-
dence of heteroscedasticity or deviation from normality 
of residuals.

DISCUSSION
In a cross-sectional investigation of 3920 individu-
als free from known cardiovascular disease, this study 

identified the following important findings: (1) higher 
concentrations of PM2.5 and NO2 were associated with 
biventricular enlargement; (2) the lack of association 
between PMcoarse and cardiac phenotypes suggests that 
the association between PM and cardiac chamber size 
was predominantly driven by the finer particles; (3) 
other environmental stressors such as noise pollution 
and proximity to major roads were also correlated with 
LV dilatation; (4) among all traffic-related factors, only 
proximity to major roads was predictive of higher LV 
mass; and (5) no perceptible difference in traditional LV 
geometric remodeling pattern in relation to differing air 
pollutant concentration was found.

Accumulating evidence based on meta-analyses 
indicates an increased risk of heart failure hospitaliza-
tion associated with higher PM2.5 and NO2 exposure 
(1.28% increase in risk per 10 μg/m3 increase in PM2.5 
and 1.7% increase in risk per 10 parts per billion in-
crease in NO2).

13,31 However, the connection between 
air pollution and cardiac remodeling, which is likely to 
precede the development of heart failure by months, 
had not received an in-depth investigation. Previous 
studies in this arena have typically examined a limited 

Figure 2. Association between annual average concentrations of fine particulate matter (PM2.5) and nitrogen dioxide (NO2) and cardiac parameters. 
The figure shows the marginal means (with 95% CI) of cardiac parameters at different levels of PM2.5 and NO2 concentrations. Marginal means were estimated 
from the linear regression models adjusted for all covariates. Intervals of pollutant concentrations (x axis) were chosen to closely represent the range of pollutant 
concentration observed in the cohort. Higher levels of PM2.5 and NO2 were associated with larger LV EDV and RV EDV. No significant association was observed 
between air pollutants and other cardiac parameters. EDV indicates end-diastolic volume; EF, ejection fraction; LA, left atrium; LV, left ventricle; LVM, left ventricular 
mass; RA, right atrium; and RV, right ventricle.
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number of pollutants or cardiac phenotypes,32–34 animal 
models,35,36 or had relatively small sample sizes.37,38 Our 
study is the largest single epidemiological study to date 
that investigated the association between chronic ex-
posure to several traffic-related pollutants and cardiac 
structural variations using highly precise and reproduc-
ible CMR measurements, which further enhanced the 
statistical power.

This is the first study to report the association be-
tween PM2.5 and NO2 concentration and LV dilata-
tion—an ominous sign that often heralds cardiac de-
compensation—in a population free from pre-exiting 
cardiovascular disease.

Association Between Ambient Pollutants 
and Cardiac Parameter—Summary of 
Evidence
The findings from this study should be interpreted 
in the context of the currently available evidence in 
animal and human studies. In a controlled-exposure 
study with mice, prolonged exposure to concen-
trated PM2.5 (mean exposure chamber concentra-
tion of 85.3 µg/m3) led to increased LV dimensions, 
decreased fractional shortening, and reduction in 
contractile reserve to dobutamine.36 Similarly, in ute-
ro and early life exposure to concentrated PM2.5 in 

mice appeared to increase LV cavity size and impair 
LV function with histological evidence of cardiac col-
lagen deposition.35,39 A human study that assessed 
the cross-sectional association between residential 
air pollution and cardiac measurements derived from 
echocardiogram in 671 white Europeans found a re-
duction in LV longitudinal strain and strain rate with 
higher levels of PM2.5, PM10, NO2, and black carbon.38 
Similar to our study, no association was found be-
tween the ambient pollutants and the LA volume, LV 
mass, or LV EF. However, in contrast to our study, they 
found no correlation between LV dimension and the 
ambient pollutants, which could be explained by the 
well-recognized limitation of 2-dimensional echocar-
diogram in measurement of LV dimensions and the 
study being significantly underpowered. The SALIA 
cohort with 264 elderly women (mean age of 74.4 
years) reported some signals of association between 
larger indexed LA volume and higher PM2.5, NO2, and 
NOx exposure.37 The lack of association between LA 
size and pollution concentration in our study could 
be attributable to a much lower level of exposure 
(mean PM2.5 of 9.86 µg/m3 in our cohort versus 17.4 
µg/m3 in the SALIA cohort) and younger age of the 
participants.

Another echocardiogram-based study by Weaver et 
al34 in 4866 African-American individuals (JHS) did not 
find any association between the distance to major 

Table 3. Associations Between Annual Average Nitrogen Dioxide and Nitrogen Oxides Concentration and 
Cardiac Phenotypes

Phenotype

NO2 (per IQR [11.4 µg/m3] Change) NOx (per SD [17.1 µg/m3] Change)

Effect Size
[95% CI] P Value

Effect Size
[95% CI] P Value

LV EDV* 0.91 [0.12 to 1.7] 0.025 0.63 [−0.05 to 1.33] 0.071

LV ESV* 0.88 [−0.35 to 2.12] 0.161 1 [−0.07 to 2.09] 0.066

LV EF 0.01 [−0.3 to 0.32] 0.965 −0.13 [−0.4 to 0.14] 0.334

LV mass* −0.35 [−1.2 to 0.51] 0.424 0.13 [−0.62 to 0.89] 0.73

RV EDV* 0.85 [0.06 to 1.65] 0.035 0.58 [−0.11 to 1.26] 0.099

RV ESV* 0.64 [−0.58 to 1.87] 0.306 0.83 [−0.22 to 1.89] 0.123

RV EF 0.13 [−0.18 to 0.43] 0.421 −0.08 [−0.35 to 0.18] 0.535

LA maximal volume* 0.74 [−0.65 to 2.15] 0.299 0.48 [−0.74 to 1.71] 0.442

LA EF −0.33 [−0.78 to 0.11] 0.145 −0.2 [−0.59 to 0.19] 0.309

RA maximal volume* −0.66 [−2.02 to 0.72] 0.347 −0.42 [−1.61 to 0.77] 0.486

RA EF −0.14 [−0.65 to 0.37] 0.594 −0.14 [−0.59 to 0.3] 0.532

LV geometric patterns

                Concentric remodeling† 0.93 [0.13 to 6.61] 0.946 0.93 [0.13 to 6.6] 0.945

                Eccentric hypertrophy† 1.05 [0.61 to 1.8] 0.855 1.03 [0.65 to 1.64] 0.891

                Concentric hypertrophy† 0.86 [0.35 to 2.11] 0.735 0.93 [0.38 to 2.3] 0.876

All estimates were fully adjusted for age, sex, ethnicity, height, body mass index, socioeconomic factors, cardiac risk factors, 
medications, and physical activity. EDV indicates end-diastolic volume; EF, ejection fraction; ESV, end-systolic volume; IQR, 
interquartile range; LA, left atrium; LV, left ventricle; NO2, nitrogen dioxide; RA, right atrium; and RV, right ventricle.

*Log-transformed dependent variables—their effect estimates represent percentage change per IQR increase in exposure 
variable.

†The effect estimates for these variables represent the odds ratio, where reference is normal LV geometry.
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roads and LV EF and LA diameter index, in parallel to 
our results. Intriguingly, they reported a small increase in 
pulmonary artery systolic pressure in those living 300 to 
999 meters from major roads (compared with those who 
lived ≥1000 meters)—a finding which may explain the 
mechanism of RV dilatation in relation to the distance to 
major roads observ   ed in our study. A follow-up study 
in the same JHS cohort found a 1.2-mm larger LV end-
systolic diameter in participants residing <150 meters 
from a major road in comparison with those living ≥1000 
meters), although no association was detected between 
indexed LV mass and proximity to major roads.40

Perhaps the most comparable study to-date was 
conducted in the MESA cohort (sample size of 3827; 
age 45–84 years), which also underwent CMR imag-
ing.32 Interestingly, they only investigated the impact of 
PM2.5 and proximity to traffic on LV EF and LV mass. In 
their fully adjusted models, living within 50 m of a ma-
jor road was associated with higher indexed LV mass, 
whereas PM2.5 did not influence LV mass or LV EF; these 
results are consistent with our findings. Another MESA 
study by Leary and colleagues33 that explored the rela-
tionship between NO2 and NOx exposure and RV phe-
notypes observed a small increase in RV mass and RV 
EDV per IQR increase in NO2; the latter finding was rep-
licated in our study, but RV mass was not available in 
our cohort for comparison.

All available epidemiological evidence to date, includ-
ing our findings, suggests that ambient particulate and 
nitrogen pollutants predominantly affect the ventricular 
chamber size and possibly the long-axis function, while 
exerting a minimal influence on other cardiac indices 
such as LV radial function or LA size. Residential prox-
imity to major roadways is regarded as a surrogate for 
long-term exposure to traffic-related pollutants and has 
been known to be associated with adverse cardiovas-
cular and pulmonary outcomes.41 Unlike the ambient 
pollutants, it is associated with higher LV mass, a well-
recognized cardiovascular prognosticator, which could 
be attributable to the contributions from unmeasured 
noxious elements (such as sympathetic stimulation from 
stress and annoyance) and residual confounding from 
latent socioeconomic factors. Given the known links 
between coronary artery disease and air pollution, the 
effect estimates of the associations between air pollut-
ants and cardiac parameters in our study are likely to be 
conservative because of a priori exclusion of individuals 
with pre-existing CVD.

Biological Mechanisms Mediating Cardiac 
Remodeling
Air pollution exposure is known to be associated with 
elevation of oxidative stress, immune-mediated system-

Table 4. Associations Between Annual Average 24-Hour Sound Level, Distance to Nearest Major Road, and Annual Average 
Traffic Intensity on the Nearest Major Road Over 24-Hour and Cardiac Phenotypes

Phenotype

Average 24-Hour Sound Level 
(per IQR [3.6 dB] Change)

Distance to the Nearest Major 
Road (per IQR [555 m] Change)

Average Traffic Intensity (per 
IQR [10 947 vehicles/24 h] 

Change)

Effect Size
[95% CI] P Value

Effect Size
[95% CI] P Value

Effect Size
[95% CI] P Value

LV EDV* 0.36 [−0.07 to 0.78] 0.1 −0.45 [−0.95 to 0.06] 0.082 0.16 [−0.08 to 0.41] 0.195

LV ESV* 0.69 [0.03 to 1.35] 0.041 −0.99 [−1.77 to −0.2] 0.014 0.02 [−0.36 to 0.41] 0.906

LV EF −0.12 [−0.29 to 0.04] 0.141 0.2 [0 to 0.4] 0.05 0.05 [−0.05 to 0.15] 0.302

LV mass* 0.36 [−0.1 to 0.82] 0.126 −0.74 [−1.3 to −0.18] 0.01 0.11 [−0.16 to 0.38] 0.415

RV EDV* 0.05 [−0.37 to 0.48] 0.808 −0.65 [−1.16 to −0.15] 0.011 0.17 [−0.08 to 0.42] 0.19

RV ESV* 0.28 [−0.37 to 0.94] 0.402 −1.02 [−1.8 to −0.25] 0.01 0.12 [−0.26 to 0.5] 0.541

RV EF −0.09 [−0.26 to 0.07] 0.259 0.15 [−0.05 to 0.35] 0.134 0.02 [−0.08 to 0.11] 0.705

LA maximal volume* 0.21 [−0.55 to 0.98] 0.583 −0.32 [−1.22 to 0.58] 0.48 0.01 [−0.42 to 0.45] 0.954

LA EF −0.06 [−0.31 to 0.18] 0.602 0.11 [−0.18 to 0.4] 0.46 −0.01 [−0.15 to 0.13] 0.865

RA maximal volume* −0.12 [−0.85 to 0.63] 0.759 −0.36 [−1.24 to 0.53] 0.429 −0.29 [−0.72 to 0.14] 0.189

RA EF −0.05 [−0.32 to 0.23] 0.749 −0.05 [−0.39 to 0.28] 0.751 0.05 [−0.11 to 0.21] 0.548

LV geometric patterns

                Concentric remodeling† 1.02 [0.14 to 7.17] 0.986 0.99 [0.14 to 6.99] 0.992 1.01 [0.14 to 7.13] 0.992

                Eccentric hypertrophy† 0.93 [0.68 to 1.27] 0.659 0.91 [0.62 to 1.35] 0.654 0.83 [0.61 to 1.12] 0.216

                Concentric hypertrophy† 1.01 [0.41 to 2.49] 0.985 1.06 [0.43 to 2.61] 0.904 1.1 [0.44 to 2.71] 0.841

All estimates were fully adjusted for age, sex, ethnicity, height, body mass index, socioeconomic factors, cardiac risk factors, medications, 
and physical activity. EDV indicates end-diastolic volume; EF, ejection fraction; ESV, end-systolic volume; IQR, interquartile range; LA, left 
atrium; LV, left ventricle; RA, right atrium; and RV, right ventricle.

*Log-transformed dependent variables—their effect estimates represent percentage change per IQR increase in exposure variable.
†The effect estimates for these variables represent the odds ratio, where reference is normal LV geometry.
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ic inflammation, and hypercoagulation, which can in-
duce atherosclerosis, myocardial ischemic damage, and 
associated cardiac remodeling.42–45 Indeed, ventricular 
enlargement in association with PM2.5 and NO2 in our 
cohort free from known cardiovascular disease could 
be attributable to adverse remodeling secondary to un-
recognized or silent MI. In our study, the prevalence of 
probable MI based on cine CMR data was low (<1% 
of the entire cohort). Although the true prevalence of 
silent MI is likely to be higher, we were unable to as-
certain subtle subendocardial infarction in the absence 
of late gadolinium contrast enhancement images. The 
population prevalence of unrecognized MI was previ-
ously reported to be 16.7% in an Icelandic cohort,46 
although the latter imaged a much older population 
(mean age of 76.7 years versus 61.7 years in our study) 
and had benefited from augmented sensitivity and 
specificity afforded by the aforementioned contrast 
agent. Another potential contributing mechanism is 
through vasoconstriction and systemic hypertension at-
tributable to a combination of endothelial dysfunction 
and autonomic imbalance. However, in our study, sys-
tolic and diastolic components of blood pressure and 
presence of hypertension do not appear to mediate the 
association between air pollution and cardiac param-
eters, suggesting that oxidative stress is likely to be pre-
dominantly responsible for cardiac phenotypic altera-
tions which often precede clinical heart failure.

Strength and Limitations
Our study is the first to report the deleterious influence 
of a wide range of ambient pollutants on prognostically 
important cardiac chamber size in humans free from 
any pre-existing cardiovascular disease. The strengths 
of this study include a large sample size, highly accurate 
and reproducible measurements by CMR imaging, and 
uniform data collection protocols, which increase the 
precision of effect estimates. Our study has a number 
of limitations. First, we used estimated outdoor pollu-
tion at participants’ home address, which does not take 
into account (1) individual activity pattern such as time 
spent at home or in traffic, (2) degree of pollutant infil-
tration into buildings, and (3) indoor air pollution and 
workplace exposure. Second, biomarkers of oxidative 
damage, such as malondialdehyde, 4-hydroxy-2-none-
nal, 4-oxo-2-nonenal, and acrolein, were not measured 
in our cohort, which prevented us from validating our 
findings mechanistically. Third, multiple testing cor-
rection was not performed for the regression models. 
However, the inflation of type I error may be somewhat 
diminished, although not completely removed, by cor-
relation within exposure and outcome variables: ≈70% 
of ambient air pollutants (exposure) and directly mea-
sured CMR variables (outcome) were at least moder-
ately intercorrelated (Pearson correlation coefficient 

[r]>0.5), and ≈30% of both exposure and outcome 
variables were significantly correlated (Pearson r>0.7). 
Finally, the intrinsic weaknesses of the cross-sectional 
study design mean that the findings should be inter-
preted with caution while corroborating longitudinal 
data are pending.

Clinical Implications
The current European standard of acceptable annual 
PM2.5 concentration is <25 µg/m3, whereas the World 
Health Organization air quality guidelines stipulate a 
more stringent long-term target of 10 µg/m3.47,48 Al-
though the relatively low average concentration level in 
our study population not only achieves the World Health 
Organization target but surpasses the current European 
standard by a significant margin, we observed a detect-
able cardiac remodeling effect which usually heralds 
detrimental outcomes. Although the effect sizes found 
in our analyses are relatively small, they are comparable 
with the impact of other cardiovascular risk factors on 
cardiac phenotypes (for example, a previous study in 
the same cohort reported a 2% larger LV ESV per SD 
[18.1 mm Hg] increase in systolic blood pressure versus 
a 1.28% larger LV ESV per IQR [1.32 µg/m3] increase in 
PM2.5 concentration in this study).49

CONCLUSIONS
In this large UK-wide middle-aged population, we 
found a significant association between higher annual 
average PM2.5 and NO2 concentration and larger biven-
tricular volume, which is a hallmark of adverse cardiac 
remodeling. These cardiac structural alterations in the 
absence of known cardiovascular disease alludes to 
a silent pathophysiological adaptation that should be 
monitored and targeted for treatment. Our findings 
add to the growing evidence of the damaging effects 
of ambient pollution even in the setting of relatively low 
exposure levels. Efforts to reduce air pollutant emission 
should be prioritized accordingly in public health initia-
tives and legislative measures.

ARTICLE INFORMATION
Received March 13, 2018; accepted June 26, 2018.

The online-only Data Supplement is available with this article at https://www.
ahajournals.org/doi/suppl/10.1161/CIRCULATIONAHA.118.034856

Correspondence
Nay Aung, MBBS, MRCP, William Harvey Research Institute, NIHR Barts Biomed-
ical Research Centre, Queen Mary University of London, Charterhouse Square, 
London EC1M 6BQ, UK. Email n.aung@qmul.ac.uk

Affiliations
William Harvey Research Institute, National Institute for Health Research Barts 
Biomedical Research Centre, Queen Mary University of London, Charterhouse 

D
ow

nloaded from
 http://ahajournals.org by on A

ugust 4, 2018



Aung et al Air Pollution and Heart Structure

Circulation. 2018;138:00–00. DOI: 10.1161/CIRCULATIONAHA.118.034856 xxx xxx, 2018 11

ORIGINAL RESEARCH 
ARTICLE

Square, UK (N.A., M.M.S., F.Z., A.M.L., J.A.C., J.M.P., R.J.T., K.F., M.Y.K., P.B.M., 
S.E.P.). Barts Heart Centre, St. Bartholomew’s Hospital, Barts Health National 
Health Service Trust, London, UK (N.A., M.M.S., F.Z., K.F., M.Y.K., S.E.P.). Divi-
sion of Cardiovascular Medicine, Radcliffe Department of Medicine, University 
of Oxford, UK (E.L., V.C., Y.J.K., S.K.P., S.N.). Clinical Pharmacology, William Har-
vey Research Institute, Barts and The London School of Medicine and Dentistry, 
Queen Mary University of London, UK (P.B.M.). Department of Radiology, Sever-
ance Hospital, Yonsei University College of Medicine, Seoul, South Korea (Y.J.K.).

Acknowledgments
This research has been conducted using the UK Biobank Resource under Ap-
plication 2964. We thank all UK Biobank participants and staff.

Sources of Funding
Drs Peterson, Neubauer, and Piechnik acknowledge the British Heart Foun-
dation for funding the manual analysis to create a cardiovascular magnetic 
resonance imaging reference standard for the UK Biobank imaging resource 
in 5000 CMR scans (PG/14/89/31194). Dr Aung is supported by a Wellcome 
Trust Research Training Fellowship (203553/Z/16/Z). Drs Lee and Petersen ac-
knowledge support from the National Institute for Health Research Barts Bio-
medical Research Center and from the “SmartHeart” Engineering and Physical 
Sciences Research Council program grant (EP/P001009/1). Drs Neubauer and 
Petersen are supported by the Oxford National Institute for Health Research 
Biomedical Research Center and the Oxford British Heart Foundation Center of 
Research Excellence. This project was enabled through access to the Medical 
Research Council eMedLab Medical Bioinformatics infrastructure, supported by 
the Medical Research Council (grant No. MR/L016311/1). Dr Fung is supported 
by The Medical College of Saint Bartholomew’s Hospital Trust, an independent 
registered charity that promotes and advances medical and dental education 
and research at Barts and The London School of Medicine and Dentistry. The 
UK Biobank was established by the Wellcome Trust medical charity, Medi-
cal Research Council, Department of Health, Scottish Government, and the 
Northwest Regional Development Agency. It has also received funding from the 
Welsh Assembly Government and the British Heart Foundation.

Disclosures
Dr Petersen provides consultancy to Circle Cardiovascular Imaging Inc, Calgary, 
Canada. The other authors report no conflicts.

REFERENCES
 1. Hoek G, Krishnan RM, Beelen R, Peters A, Ostro B, Brunekreef B, Kaufman 

JD. Long-term air pollution exposure and cardio-respiratory mortality: a 
review. Environ Health. 2013;12:43. doi: 10.1186/1476-069X-12-43

 2. Liu Y, Goodson JM, Zhang B, Chin MT. Air pollution and adverse car-
diac remodeling: clinical effects and basic mechanisms. Front Physiol. 
2015;6:162. doi: 10.3389/fphys.2015.00162

 3. Levy D, Garrison RJ, Savage DD, Kannel WB, Castelli WP. Prognostic im-
plications of echocardiographically determined left ventricular mass in 
the Framingham Heart Study. N Engl J Med. 1990;322:1561–1566. doi: 
10.1056/NEJM199005313222203

 4. Milani RV, Lavie CJ, Mehra MR, Ventura HO, Kurtz JD, Messerli FH. Left 
ventricular geometry and survival in patients with normal left ventricu-
lar ejection fraction. Am J Cardiol. 2006;97:959–963. doi: 10.1016/j. 
amjcard.2005.10.030

 5. Gardin JM, McClelland R, Kitzman D, Lima JA, Bommer W, Klopfen-
stein HS, Wong ND, Smith VE, Gottdiener J. M-mode echocardiographic 
predictors of six- to seven-year incidence of coronary heart disease, 
stroke, congestive heart failure, and mortality in an elderly cohort (the 
Cardiovascular Health Study). Am J Cardiol. 2001;87:1051–1057. doi: 
10.1016/S0002-9149(01)01460-6.

 6. McManus DD, Shah SJ, Fabi MR, Rosen A, Whooley MA, Schiller NB. Prog-
nostic value of left ventricular end-systolic volume index as a predictor of 
heart failure hospitalization in stable coronary artery disease: data from 
the Heart and Soul Study. J Am Soc Echocardiogr. 2009;22:190–197. doi: 
10.1016/j.echo.2008.11.005

 7. Shah PK, Maddahi J, Staniloff HM, Ellrodt AG, Pichler M, Swan HJ, Ber-
man DS. Variable spectrum and prognostic implications of left and right 
ventricular ejection fractions in patients with and without clinical heart 
failure after acute myocardial infarction. Am J Cardiol. 1986;58:387–393. 
doi: 10.1016/0002-9149(86)90007-X.

 8. Polak JF, Holman BL, Wynne J, Colucci WS. Right ventricular ejection 
fraction: an indicator of increased mortality in patients with congestive 
heart failure associated with coronary artery disease. J Am Coll Cardiol. 
1983;2:217–224. doi: 10.1016/S0735-1097(83)80156-9.

 9. Laukkanen JA, Kurl S, Eränen J, Huttunen M, Salonen JT. Left atrium size 
and the risk of cardiovascular death in middle-aged men. Arch Intern 
Med. 2005;165:1788–1793. doi: 10.1001/archinte.165.15.1788

 10. Hoit BD. Left atrial size and function: role in prognosis. J Am Coll Cardiol. 
2014;63:493–505. doi: 10.1016/j.jacc.2013.10.055

 11. Sallach JA, Tang WH, Borowski AG, Tong W, Porter T, Martin MG, Jas-
per SE, Shrestha K, Troughton RW, Klein AL. Right atrial volume index 
in chronic systolic heart failure and prognosis. JACC Cardiovasc Imaging. 
2009;2:527–534. doi: 10.1016/j.jcmg.2009.01.012

 12. Mustafic H, Jabre P, Caussin C, Murad MH, Escolano S, Tafflet M, Périer 
MC, Marijon E, Vernerey D, Empana JP, Jouven X. Main air pollutants 
and myocardial infarction: a systematic review and meta-analysis. JAMA. 
2012;307:713–721. doi: 10.1001/jama.2012.126

 13. Shah AS, Langrish JP, Nair H, McAllister DA, Hunter AL, Donaldson K, 
Newby DE, Mills NL. Global association of air pollution and heart failure: a 
systematic review and meta-analysis. Lancet. 2013;382:1039–1048. doi: 
10.1016/S0140-6736(13)60898-3

 14. Petersen SE, Matthews PM, Bamberg F, Bluemke DA, Francis JM, Friedrich 
MG, Leeson P, Nagel E, Plein S, Rademakers FE, Young AA, Garratt S, 
Peakman T, Sellors J, Collins R, Neubauer S. Imaging in population sci-
ence: cardiovascular magnetic resonance in 100,000 participants of UK 
Biobank - rationale, challenges and approaches. J Cardiovasc Magn Re-
son. 2013;15:46. doi: 10.1186/1532-429X-15-46

 15. Sudlow C, Gallacher J, Allen N, Beral V, Burton P, Danesh J, Downey P, Elliott 
P, Green J, Landray M, Liu B, Matthews P, Ong G, Pell J, Silman A, Young A, 
Sprosen T, Peakman T, Collins R. UK Biobank: an open access resource for 
identifying the causes of a wide range of complex diseases of middle and old 
age. PLoS Med. 2015;12:e1001779. doi: 10.1371/journal.pmed.1001779

 16. Fry A, Littlejohns TJ, Sudlow C, Doherty N, Adamska L, Sprosen T, Collins 
R, Allen NE. Comparison of sociodemographic and health-related charac-
teristics of UK Biobank participants with those of the general population. 
Am J Epidemiol. 2017;186:1026–1034. doi: 10.1093/aje/kwx246

 17. Beelen R, Hoek G, Vienneau D, Eeftens M, Dimakopoulou K, Pedeli 
X, Tsai M-Y, Künzli N, Schikowski T, Marcon A, Eriksen KT, Raaschou-
Nielsen O, Stephanou E, Patelarou E, Lanki T, Yli-Tuomi T, Declercq 
C, Falq G, Stempfelet M, Birk M, Cyrys J, von Klot S, Nádor G, Varró 
MJ, Dėdelė A, Gražulevičienė R, Mölter A, Lindley S, Madsen C, Cesa-
roni G, Ranzi A, Badaloni C, Hoffmann B, Nonnemacher M, Krämer U, 
Kuhlbusch T, Cirach M, de Nazelle A, Nieuwenhuijsen M, Bellander T, 
Korek M, Olsson D, Strömgren M, Dons E, Jerrett M, Fischer P, Wa ng 
M, Brunekreef B, de Hoogh K. Development of NO2 and NOx land use 
regression models for estimating air pollution exposure in 36 study areas 
in Europe – The ESCAPE project. Atmos Environ. 2013;72:10–23. doi: 
10.1016/j.atmosenv.2013.02.037.

 18. Eeftens M, Beelen R, de Hoogh K, Bellander T, Cesaroni G, Cirach M, 
Declercq C, Dėdelė A, Dons E, de Nazelle A, Dimakopoulou K, Eriksen 
K, Falq G, Fischer P, Galassi C, Gražulevičienė R, Heinrich J, Hoffmann 
B, Jerrett M, Keidel D, Korek M, Lanki T, Lindley S, Madsen C, Mölter 
A, Nádor G, Nieuwenhuijsen M, Nonnemacher M, Pedeli X, Raaschou-
Nielsen O, Patelarou E, Quass U, Ranzi A, Schindler C, Stempfelet M, 
Stephanou E, Sugiri D, Tsai MY, Yli-Tuomi T, Varró MJ, Vienneau D, Klot 
Sv, Wolf K, Brunekreef B, Hoek G. Development of Land Use Regression 
models for PM(2.5), PM(2.5) absorbance, PM(10) and PM(coarse) in 20 
European study areas; results of the ESCAPE project. Environ Sci Technol. 
2012;46:11195–11205. doi: 10.1021/es301948k

 19. Kephalopoulos S, Paviotti M, Anfosso-Lédée F, Van Maercke D, Shilton 
S, Jones N. Advances in the development of common noise assessment 
methods in Europe: The CNOSSOS-EU framework for strategic environ-
mental noise mapping. Sci Total Environ. 2014;482-483:400–410. doi: 
10.1016/j.scitotenv.2014.02.031

 20. WHO | Burden of disease from environmental noise - Quantification of 
healthy life years lost in Europe. WHO. http://www.who.int/quantifying_
ehimpacts/publications/e94888/en/. Accessed May 3, 2018.

 21. Petersen SE, Aung N, Sanghvi MM, Zemrak F, Fung K, Paiva JM, Francis 
JM, Khanji MY, Lukaschuk E, Lee AM, Carapella V, Kim YJ, Leeson P, Piech-
nik SK, Neubauer S. Reference ranges for cardiac structure and function 
using cardiovascular magnetic resonance (CMR) in Caucasians from the 
UK Biobank population cohort. J Cardiovasc Magn Reson. 2017;19:18. 
doi: 10.1186/s12968-017-0327-9

 22. Rodriguez CJ, Diez-Roux AV, Moran A, Jin Z, Kronmal RA, Lima J, Homma 
S, Bluemke DA, Barr RG. Left ventricular mass and ventricular remodel-

D
ow

nloaded from
 http://ahajournals.org by on A

ugust 4, 2018



Aung et al Air Pollution and Heart Structure

xxx xxx, 2018 Circulation. 2018;138:00–00. DOI: 10.1161/CIRCULATIONAHA.118.03485612

OR
IG

IN
AL

 R
ES

EA
RC

H 
AR

TI
CL

E

ing among Hispanic subgroups compared with non-Hispanic blacks and 
whites: MESA (Multi-ethnic Study of Atherosclerosis). J Am Coll Cardiol. 
2010;55:234–242. doi: 10.1016/j.jacc.2009.08.046

 23. Azur MJ, Stuart EA, Frangakis C, Leaf PJ. Multiple imputation by chained 
equations: what is it and how does it work? Int J Methods Psychiatr Res. 
2011;20:40–49. doi: 10.1002/mpr.329

 24. Rubin, D. B. Multiple imputation for nonresponse in surveys. New York: 
John Wiley & Sons; 1987.

 25. Baer FM, Voth E, Schneider CA, Theissen P, Schicha H, Sechtem U. Com-
parison of low-dose dobutamine-gradient-echo magnetic resonance im-
aging and positron emission tomography with [18F]fluorodeoxyglucose in 
patients with chronic coronary artery disease. A functional and morpho-
logical approach to the detection of residual myocardial viability. Circula-
tion. 1995;91:1006–1015. doi: 10.1161/01.CIR.91.4.1006.

 26. Baer FM, Theissen P, Voth E, Schneider CA, Schicha H, Sechtem U. Mor-
phologic correlate of pathologic Q waves as assessed by gradient-echo 
magnetic resonance imaging. Am J Cardiol. 1994;74:430–434. doi: 
10.1016/0002-9149(94)90897-4.

 27. mice: Multivariate Imputation by Chained Equations in R | van Buuren 
| Journal of Statistical Software. https://www.jstatsoft.org/article/view/
v045i03. Accessed December 18, 2017.

 28. Venables WN, Ripley BD. Modern Applied Statistics with S. Fourth edition. 
New York: Springer; 2002. http://www.stats.ox.ac.uk/pub/MASS4

 29. Harrell FE Jr. rms: Regression Modeling Strategies. 2017. https://CRAN.R-
project.org/package=rms. Accessed December 18, 2017.

 30. R Core Team. R: A Language and Environment for Statistical Computing 
[Internet]. Vienna, Austria: R Foundation for Statistical Computing; 2016. 
https://www.R-project.org/. Accessed December 18, 2017.

 31. Dominici F, Peng RD, Bell ML, Pham L, McDermott A, Zeger SL, Samet 
JM. Fine particulate air pollution and hospital admission for cardio-
vascular and respiratory diseases. JAMA. 2006;295:1127–1134. doi: 
10.1001/jama.295.10.1127

 32. Van Hee VC, Adar SD, Szpiro AA, Barr RG, Bluemke DA, Diez Roux AV, Gill 
EA, Sheppard L, Kaufman JD. Exposure to traffic and left ventricular mass 
and function: the Multi-Ethnic Study of Atherosclerosis. Am J Respir Crit 
Care Med. 2009;179:827–834. doi: 10.1164/rccm.200808-1344OC

 33. Leary PJ, Kaufman JD, Barr RG, Bluemke DA, Curl CL, Hough CL, Lima JA, 
Szpiro AA, Van Hee VC, Kawut SM. Traffic-related air pollution and the 
right ventricle. The multi-ethnic study of atherosclerosis. Am J Respir Crit 
Care Med. 2014;189:1093–1100. doi: 10.1164/rccm.201312-2298OC

 34. Weaver AM, Wellenius GA, Wu W-C, Hickson DA, Kamalesh M, Wang 
Y. Residential proximity to major roadways is not associated with cardiac 
function in African Americans: results from the Jackson Heart Study. Int J 
Environ Res Public Health. 2016;13:581.

 35. Tanwar V, Gorr MW, Velten M, Eichenseer CM, Long VP, Bonilla IM, Shet-
tigar V, Ziolo MT, Davis JP, Baine SH, Carnes CA, Wold LE. In utero par-
ticulate matter exposure produces heart failure, electrical remodeling, and 
epigenetic changes at adulthood. J Am Heart Assoc. 2017;6:e005796.

 36. Wold LE, Ying Z, Hutchinson KR, Velten M, Gorr MW, Velten C, 
Youtz DJ, Wang A, Lucchesi PA, Sun Q, Rajagopalan S. Cardiovas-
cular remodeling in response to long-term exposure to fine par-
ticulate matter air pollution. Circ Heart Fail. 2012;5:452–461. doi: 
10.1161/CIRCHEARTFAILURE.112.966580

 37. Ohlwein S, Klümper C, Vossoughi M, Sugiri D, Stolz S, Vierkötter A, 
Schikowski T, Kara K, Germing A, Quass U, Krämer U, Hoffmann B. 
Air pollution and diastolic function in elderly women - Results from the 
SALIA study cohort. Int J Hyg Environ Health. 2016;219:356–363. doi: 
10.1016/j.ijheh.2016.02.006

 38. Yang WY, Zhang ZY, Thijs L, Bijnens EM, Janssen BG, Vanpoucke C, 
Lefebvre W, Cauwenberghs N, Wei FF, Luttun A, Verhamme P, Van 
Hecke E, Kuznetsova T, D’hooge J, Nawrot TS, Staessen JA. Left ven-
tricular function in relation to chronic residential air pollution in a 
general population. Eur J Prev Cardiol. 2017;24:1416–1428. doi: 
10.1177/2047487317715109

 39. Gorr MW, Velten M, Nelin TD, Youtz DJ, Sun Q, Wold LE. Early life exposure 
to air pollution induces adult cardiac dysfunction. Am J Physiol Heart Circ 
Physiol. 2014;307:H1353–H1360. doi: 10.1152/ajpheart.00526.2014

 40. Weaver AM, Wellenius GA, Wu WC, Hickson DA, Kamalesh M, Wang Y. 
Residential distance to major roadways and cardiac structure in African 
Americans: cross-sectional results from the Jackson Heart Study. Environ 
Health. 2017;16:21. doi: 10.1186/s12940-017-0226-4

 41. Brugge D, Durant JL, Rioux C. Near-highway pollutants in motor vehicle 
exhaust: a review of epidemiologic evidence of cardiac and pulmonary 
health risks. Environ Health. 2007;6:23. doi: 10.1186/1476-069X-6-23

 42. Peretz A, Peck EC, Bammler TK, Beyer RP, Sullivan JH, Trenga CA, Srin-
ouanprachnah S, Farin FM, Kaufman JD. Diesel exhaust inhalation and 
assessment of peripheral blood mononuclear cell gene transcription ef-
fects: an exploratory study of healthy human volunteers. Inhal Toxicol. 
2007;19:1107–1119. doi: 10.1080/08958370701665384

 43. Urch B, Speck M, Corey P, Wasserstein D, Manno M, Lukic KZ, Brook JR, Liu L, 
Coull B, Schwartz J, Gold DR, Silverman F. Concentrated ambient fine par-
ticles and not ozone induce a systemic interleukin-6 response in humans. 
Inhal Toxicol. 2010;22:210–218. doi: 10.3109/08958370903173666

 44. Lucking AJ, Lundback M, Mills NL, Faratian D, Barath SL, Pourazar J, Cas-
see FR, Donaldson K, Boon NA, Badimon JJ, Sandstrom T, Blomberg A, 
Newby DE. Diesel exhaust inhalation increases thrombus formation in 
man. Eur Heart J. 2008;29:3043–3051. doi: 10.1093/eurheartj/ehn464

 45. Wilson SJ, Miller MR, Newby DE. Effects of diesel exhaust on cardiovas-
cular function and oxidative stress. Antioxid Redox Signal. 2018;28:819–
836. doi: 10.1089/ars.2017.7174

 46. McAreavey D, Vidal J-S, Aspelund T, Eiriksdottir G, Schelbert EB, Kjartans-
son O, Cao JJ, Thorgeirsson G, Sigurdsson S, Garcia M, Harris TB, Launer 
LJ, Gudnason V, Arai AE. Midlife cardiovascular risk factors and late-life 
unrecognized and recognized myocardial infarction detect by cardiac 
magnetic resonance: ICELAND-MI, the AGES-Reykjavik Study. J Am Heart 
Assoc. 2016;5:e002420. doi: 10.1161/JAHA.115.002420.

 47. Standards - Air Quality - Environment - European Commission. http://
ec.europa.eu/environment/air/quality/standards.htm. Accessed February 
21, 2017.

 48. WHO | Ambient (outdoor) air quality and health. WHO. http://www.who.
int/mediacentre/factsheets/fs313/en/. Accessed February 21, 2017.

 49. Petersen SE, Sanghvi MM, Aung N, Cooper JA, Paiva JM, Zemrak F, Fung 
K, Lukaschuk E, Lee AM, Carapella V, Kim YJ, Piechnik SK, Neubauer S. 
The impact of cardiovascular risk factors on cardiac structure and func-
tion: Insights from the UK Biobank imaging enhancement study. PLoS 
One. 2017;12:e0185114. doi: 10.1371/journal.pone.0185114

D
ow

nloaded from
 http://ahajournals.org by on A

ugust 4, 2018


