CrossMark

ORIGINAL ARTICLE
INTERSTITIAL LUNG DISEASE

Nitrogen dioxide increases the risk of
mortality in idiopathic pulmonary fibrosis

Hee-Young Yoon', Sun-Young Kim?, Ok-Jin Kim? and Jin Woo Song ®'

Affiliations: 'Dept of Pulmonary and Critical Care Medicine, Asan Medical Center, University of Ulsan College
of Medicine, Seoul, Republic of Korea. 2Dept of Cancer Control and Population Health, Graduate School of
Cancer Science and Policy, National Cancer Center, Gyeonggi, Republic of Korea.

Correspondence: Jin Woo Song, Dept of Pulmonary and Critical Care Medicine, Asan Medical Center,
University of Ulsan College of Medicine, 88, Olympic-Ro 43-Gil, Songpa-Gu, Seoul 05505, Republic of Korea.
E-mail: jwsongasan(dgmail.com

@ERSpublications
Exposure to nitrogen dioxide is associated with increased risk of mortality in patients with idiopathic
pulmonary fibrosis, particularly in elderly males https:/bit.ly/35dopLn

Cite this article as: Yoon H-Y, Kim S-Y, Kim O-], et al. Nitrogen dioxide increases the risk of mortality in
idiopathic pulmonary fibrosis. Eur Respir J 2021; 57: 2001877 [https://doi.org/10.1183/13993003.01877-
2020].

ABSTRACT Ambient air pollution is associated with the prognosis of idiopathic pulmonary fibrosis
(IPF) patients. We aimed to identify the impacts of individual exposure to particulate matter with a 50%
cut-off aerodynamic diameter of 10 pm (PM;,) and nitrogen dioxide (NO,) on IPF patients’ mortality.

1114 patients (mean age 65.7 years; male 80.5%) diagnosed with IPF between 1995 and 2016 were
included in this study. Individual-level long-term concentrations of PM,, and NO, at residential addresses
of patients were estimated using a national-scale exposure prediction model. The effect of PM;, and NO,
on mortality was estimated using a Cox proportional hazards model adjusted for individual- and area-level
covariates.

The median follow-up period was 3.8 years and 69.5% of the patients died or underwent lung
transplantation. When adjusted for individual- and area-level covariates, a 10 ppb increase in NO,
concentration was associated with a 17% increase in mortality (hazard ratio (HR) 1.172, 95% CI 1.030-
1.344; p=0.016). When IPF patients were stratified by age (=65 versus <65 years) or by sex, NO, was a
significant prognostic factor for mortality in the elderly (HR 1.331, 95% CI 1.010-1.598; p=0.010). When
stratified by age and sex jointly, NO, showed the stronger association with mortality in elderly males (HR
1.305, 95% CI 1.072-1.598; p=0.008) than in other groups. PM;, was not associated with IPF mortality in
all patients and in subgroups stratified by age or sex.

Our findings suggest that increased exposure to NO, can increase the risk of mortality in patients with
IPF, specifically in elderly males.
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Introduction

Idiopathic pulmonary fibrosis (IPF) is a chronic progressive fibrosing interstitial pneumonia of unknown
aetiology with poor prognosis [1-3]. Various prognostic factors of mortality in patients with IPF include
older age [4], smoking status [5], lower body mass index (BMI) [6], lower lung function [5], more
extensive fibrosis on chest computed tomography [7] and presence of pulmonary hypertension [8].
Moreover, some studies suggested an association between air pollution and clinical course of IPF [9-13].
An Italian study found an association between IPF incidence and nitrogen dioxide (NO,) concentration
during the cold season in Northern Italy [11]. In a study using a Korean IPF cohort (n=436), exposure to
NO, (hazard ratio (HR) 1.41, 95% CI 1.04-1.91; p=0.03) and ozone (HR 1.57, 95% CI 1.09-2.24; p=0.01)
over the previous 6 weeks was associated with the occurrence of acute exacerbation when adjusted for
smoking status and forced vital capacity (FVC) [9]. In another study using a French IPF cohort (n=192),
cumulative exposure to particulate matter with a 50% cut-off aerodynamic diameter of 10 um (PM,o) (HR
2.01, 95% CI 1.07-3.77, per 10 ug-m_3; p=0.03) and <2.5 pm (PM,;) (HR 7.93, 95% CI 2.93-21.33, per
10 pg-m™>; p<0.001) was positively associated with mortality in patients with IPF when adjusted for age,
smoking status, FVC and diffusing capacity of the lung for carbon monoxide (Do) [10]. However, these
findings were based on the air pollution concentrations measured at limited numbers of air quality
regulatory monitoring sites, mostly distant from patients’ homes.

The exposure misclassification derived from using limited monitoring data can lead to inaccurate effect
estimates in subsequent health effect analysis. The impact of the discrepancy could even be greater when
the limited number of regulatory monitoring sites is applied to represent air pollution exposure of
hundreds to thousands of study participants, as often found in previous studies [9-11]. Considering the
characteristics of patients with IPF, who are mostly elderly adults with poor performance status due to
dyspnoea, estimation of individual air pollution concentrations based on patients’ home addresses can help
elucidate the association with their health end-points. Therefore, our study aimed to estimate long-term
exposure to NO, and PM;, at residential addresses using a previously validated air pollution prediction
model and to assess the impact of exposure on mortality in patients with IPF.

Materials and methods

Study population

1144 patients (biopsy-proven cases 33.6%) were diagnosed with IPF between July 1995 and January 2016
at the Asan Medical Center (Seoul, Republic of Korea) and screened for this study. After excluding
subjects whose baseline pulmonary function data (n=28) or survival status (n=2) was not available, 1114
patients were finally included. All of the patients met the diagnostic criteria of the American Thoracic
Society (ATS)/European Respiratory Society (ERS)/Japanese Respiratory Society/Latin American Thoracic
Association statement [1] and diagnosis was re-confirmed by multidisciplinary discussion.

This study was approved by the Institutional Review Board of the Asan Medical Center (2018-0706) and
the requirement for informed consent was waived due to the retrospective nature of this study.

Clinical data

Clinical and survival data for all patients were retrospectively obtained from medical records of the Asan
Medical Center and records of the National Health Insurance Service of Korea. Spirometry was performed,
and Djco and total lung capacity by plethysmography were measured according to ERS/ATS
recommendations [14-16]. The 6-min walk test was performed according to ERS/ATS guidelines [17, 18].
Personal addresses were obtained based on patients’ statements.

Individual-level air pollution concentration

We estimated individual-level concentrations of PM;, and NO, at geocoded residential addresses of 1114
patients using a previously developed air pollution prediction model in South Korea (figure la and b). The
details of the prediction model are described elsewhere [19]. In brief, this pointwise spatial prediction
model aimed to predict the annual average concentrations of PM;, and NO, at any location in South
Korea. The model was developed in a universal kriging framework comprising geographic characteristics
and spatial correlation based on regulatory monitoring data at approximately 300 monitoring sites over
South Korea. Geographic characteristics were identified based on more than 300 geographic variables,
which represent potential air pollution sources such as traffic and land use [19]. Our prediction model
showed fair and good performance with cross-validated R*-values of 0.45 and 0.82 for PM,, and NO,,
respectively [20]. These R*-values were consistent with those of previous national or regional models in
Western Europe [21] and the USA [22].

Individual long-term exposure to PM;q and NO, in our study was assessed as predicted annual average
concentrations in 2006. We used the concentrations predicted in 2006 as this is 1 year prior to the first
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FIGURE 1 Spatial distribution of air pollutants and residential addresses of patients with idiopathic pulmonary fibrosis in South Korea: a) predicted
concentration of nitrogen dioxide (NO,) in 2006, b) predicted concentration of particulate matter with a 50% cut-off aerodynamic diameter of
10 um (PM;q) in 2006 and c] distribution of residential addresses of patients.

death among patients with IPF included in this study observed in 2007. This approach helps to avoid
possible overestimation of mortality effects resulting from a decrease of air pollution concentration over
time as shown in a previous study of particulate matter and mortality [23]. In line with the decreasing
trend in air pollution as observed in most countries, people who survived were assigned to lower air
pollution concentrations at the end of the study compared with those who died during the follow-up
period, leading to an overestimation of the mortality effects. In South Korea, PM;, and NO,
concentrations decreased from 51 to 41 pgm™ and from 23 to 20 ppb between 1999 and 2018,
respectively (www.airkorea.or.kr). Although our application of a 1l-year average to long-term average
exposure could have induced exposure misclassification, the modest to high correlation of the annual
average concentrations in 2006 with each year during 2001-2016 (PM;,: r=0.5-0.8 and NO,: r>0.8) based
on regulatory monitoring data indicate relatively consistent spatial patterns over time (supplementary
figure S1).

Statistical analyses

Death was defined as the primary outcome and lung transplantation was considered an equivalent
outcome to death. The follow-up duration was calculated from the date of diagnosis to the date of death,
lung transplantation or last follow-up. We examined the probability of survival over time on the basis of
the Kaplan-Meier curve and investigated the difference in survival probability among the patients in the
quartiles of air pollutant concentrations using a log-rank test. To assess the impact of PM;, and NO, on
mortality in IPF, we used a Cox proportional regression model and estimated the hazard ratios for a
10 ugm™ increase in PMyo and a 10 ppb increase in NO,. Here, we used four health analysis models
including different sets of confounders. Model 1 only included PM,, or NO, concentration. In Model 2,
we adjusted for age, sex and diagnosis year. In Model 3, we added individual-level variables at the time of
diagnosis, including BMI, smoking status (ever-smoker versus never-smoker), lung function (FVC and
Dico) and treatment (antifibrotic agents, steroids with or without immunosuppressants and no
treatment). As our primary model, Model 4 additionally included two area-level variables to account for
the impact of area-level socioeconomic characteristics that were reported as confounders in previous
studies [24, 25]. These variables were the proportion of educational attainment equal to or higher than
high school and Gross Regional Domestic Product (GRDP) in each residential district, representing
regional educational levels and income that were most commonly applied as socioeconomic status
indicators in previous studies [24, 25]. The proportion of high school graduates was obtained from the
Korean Statistical Information Service (KOSIS; http://kosis.kr) 2000 Census, while GRDP was obtained
from the KOSIS General Statistics in 2005. Subgroup analysis was performed by age (=65 versus <65 years)
or sex (male versus female). For the sensitivity analysis, we used a two-pollutant model in which one
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pollutant (PM,, or NO,) was adjusted for in the analysis of the other pollutant. In addition, we assessed
individual exposure incorporating mobility and computed average concentrations across all of the available
addresses for each patient rather than the addresses in 2006 used in our primary approach. All statistical
analyses were performed using SPSS version 24.0 (IBM, Armonk, NY, USA) and a p-value <0.05 was
considered statistically significant (two-tailed).

Results

Baseline characteristics

Among all subjects, the mean age was 65.7 years, 80.5% were male and 75.9% were ever-smokers (table 1).
The annual average concentrations of PM;, and NO, were 55.9 ug-m™> and 22.5 ppb, respectively. Of the
patients, 502 (45.1%) lived in seven metropolitan cities (figure 1c). Of the study subject’s residential area,
the mean+sp rate of educational attainment equal to or higher than high school was 50.9£15.2% and
GRDP was 5796.1+3837.0x10° USD. During follow-up (median (interquartile range) 3.8 (1.7-6.5) years),
765 patients (68.7%) died and nine patients (0.8%) underwent lung transplantation (median survival
period 4.3 years) (supplementary figure S2a).

Association between air pollution and mortality

No significant differences were found in the mortality of the patients with IPF according to the quartiles
of NO, (p=0.932) and PM;, (p=0.382) exposure concentrations (supplementary figure S2b and c). NO,
was not associated with mortality in the patients with IPF in Models 1-3, where different sets of
individual variables were adjusted (Model 1 HR 0.970, 95% CI 0.904-1.041, Model 2 HR 0.990, 95% CI
0.923-1.062 and Model 3 HR 1.000, 95% CI 0.932-1.083) (figure 2). However, there was association in
our primary model (HR 1.172, 95% CI 1.030-1.344; p=0.016), Model 4, where all individual- and
area-level covariates were adjusted. In both the unadjusted and adjusted models, there was no evidence of
association for PM;, although the hazard ratio was higher in Model 4 than in Models 1-3 (figure 2).

Subgroup analysis

In the stratified analysis by age (=65 versus <65 years) using Model 4, NO, was associated with IPF
mortality in elderly adults (HR 1.331, 95% CI 1.010-1.598; p=0.010), but not in younger adults (figure 3a).
When stratified by sex (male versus female), NO, showed no association with IPF mortality in both groups
(figure 4a). PM, did not show any association with IPF mortality in both age groups and sexes (figures
3b and 4b). When stratified by age and sex, NO, was associated with IPF mortality in elderly males (HR
1.305, 95% CI 1.072-1.598; p=0.008), but not in the other three subgroups (figure 5a), whereas PM;,
exposure was not associated with mortality in any of the subgroups (figure 5b).

Sensitivity analyses

When PM;, was additionally included in the primary model (two-pollutant model), NO, remained
associated with IPF mortality in all patients (HR 1.195, 95% CI 1.030-1.384; p=0.019), in elderly patients

TABLE 1 Baseline characteristics of patients with idiopathic pulmonary fibrosis

Patients 1114
Age years 65.7+8.2
Male 897 (80.5)
Ever-smoker 846 (75.9)
BMI kg-m~2 24.1%3.1
Pulmonary function test

FVC % pred 70.5+17.6

Dy co % pred 57.3+19.6

TLC % pred 71.2£14.9
Treatment status

Antifibrotic agents 217 (19.5)

Corticosteroids with or without immunosuppressant 454 (40.8)

None 443 (39.8)
Air pollutant

PMyg ug-m=2 55.9+5.3

NO; ppb 22.5+9.9

Data are presented as n, meanzsp or n (%). BMI: body mass index; FVC: forced vital capacity; D\ co:
diffusing capacity of the lung for carbon monoxide; TLC: total lung capacity; PMqq: particulate matter with
a 50% cut-off aerodynamic diameter of 10 um; NO,: nitrogen dioxide.
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(HR 1.370, 95% CI 1.105-1.660; p=0.002) and in elderly males (HR 1.318, 95% CI 1.041-1.660; p=0.021)
(supplementary figure S3).

In the analysis using the mean concentrations for all available addresses, NO, was associated with
mortality in elderly patients (HR 1.195, 95% CI 1.010-1.411; p=0.035) and elderly males (HR 1.207, 95%
CI 1.000-1.452; p=0.047) (supplementary figure S4). PM,, was not associated with IPF mortality in both
analyses (supplementary figures S3 and S4).

Discussion

In our study, we observed an association between air pollution and mortality in patients with IPF using
spatially resolved estimates for individual exposure to ambient air pollution. We estimated individual-level
concentrations of the air pollutants (PM,;q and NO,) at residential addresses of patients with IPF and
evaluated the association between air pollutants and mortality. When adjusted for individual- and
area-level covariates, NO, was associated with mortality in patients with IPF, specifically elderly males.
However, we did not find any association for PM,.

The clinical impact of NO, exposure in patients with IPF has been reported in previous studies [9, 11, 12].
JoHANNSON et al. [9] reported that the occurrence of acute exacerbation was associated with mean (HR 1.41,
95% CI 1.04-1.91; p=0.03) and maximum (HR 1.27, 95% CI 1.01-1.59; p=0.04) concentrations of NO, over
a 6-week period when adjusted for smoking status and FVC. In another study, Jonannson et al. [12] also
showed a negative association of FVC with average NO, concentration during 40 weeks (B=—0.45, 95% CI
—0.85-—0.05; p=0.03). These results support our findings as acute exacerbation and low lung function are
associated with poor prognosis in patients with IPF [26]. Studies focusing on mortality also reported an
association between increased exposure to NO, and increased risk of mortality in other respiratory diseases,

a) 3 ® >65 years b) 3
Model 1 - g = <65 years Model 1 - 3
—_— —
Model 2 4 : Model 2 4 :
|—.—T—| F L 1
Model 3 : Model 3
I—’—| F L 1
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| | e
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Hazard ratio (95% Cl) Hazard ratio (95% Cl)

FIGURE 3 Comparison of the impact of air pollutant concentrations on mortality in patients with idiopathic
pulmonary fibrosis stratified by age: a) nitrogen dioxide (NO,) and b) particulate matter with a 50% cut-off
aerodynamic diameter of 10 um (PM1g). 265 years: n=656; <65 years: n=458. Hazard ratio (95% Cl) presented
per increase of 10 ppb in NO, or increase of 10 ug-m™ in PM;,. See main text for details of Models 1-4.
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FIGURE 4 Comparison of the impact of air pollutant concentrations on mortality in patients with idiopathic
pulmonary fibrosis stratified by sex: a) nitrogen dioxide (NO,) and b] particulate matter with a 50% cut-off
aerodynamic diameter of 10 um (PMjg). Male: n=897; female: n=217. Hazard ratio (95% Cl) presented per
increase of 10 ppb in NO, or increase of 10 ug-m~> in PM;o. See main text for details of Models 1-4.

including chronic obstructive pulmonary disease [27], asthma [28] and lung cancer [29]. Inhaled NO, is
known to induce cell death in type 2 epithelial cells, which is followed by compensatory proliferation of
epithelial cells and release of inflammatory factors, ultimately leading to lung fibrosis [30].

Our study found an association with mortality for NO, but not for PM;, which is inconsistent with a few
previous studies [10, 31, 32]. For example, SEst ef al. [10] reported that long-term exposure to PM;, (HR
2.01, 95% CI 1.07-3.77; p=0.03) and PM, 5 (HR 7.93, 95% CI 2.93-21.33; p<0.001) significantly increased
the risk of mortality in patients with IPF, whereas NO, did not, when adjusted for age, FVC, Do and
smoking status. In addition, ABBEY et al. [31] demonstrated that in the nonsmoking California Seventh-day
Adventists Cohort (n=6338), elevated long-term exposure to PM;, was related to increasing nonmalignant
respiratory mortality (relative risk 1.18, 95% CI 1.02-1.36, for interquartile increases), while long-term
NO, exposure was not. These inconsistent results may be due to the application of the prediction model
based on residential addresses in our study. Outdoor NO, is more associated with local sources [33],
whereas PM;, concentration is associated with widespread regional emissions [34]. Thus, our refined
exposure approach based on residential addresses may be suitable for evaluating NO, exposure, specifically
in the elderly adults who spend most of their time at or near their homes, by reflecting local NO,
concentrations.

In our study, we found an association between NO, and IPF mortality when area-level covariates were
considered in addition to individual-level covariates. This finding suggests that area-level covariates are

a) ot ® >65 years male b) o
] e = <45 years male ] ——

Model 1 3 4365 years female Model 1 3

v <65 years female

Model 2 i Model 2 - .

Model 3 - - Model 3 -

Model 4 A Model 4

Hazard ratio (95% Cl) Hazard ratio (95% Cl)

FIGURE 5 Comparison of the impact of air pollutant concentrations on mortality in patients with idiopathic
pulmonary fibrosis stratified by age and sex: a) nitrogen dioxide (NO,) and b) particulate matter with a 50%
cut-off aerodynamic diameter of 10 um (PMjg). >65 years male: n=525; <65 years male: n=372; >65 years
female: n=131; <65 years female: n=86. Hazard ratio (95% CI) presented per increase of 10 ppb in NO; or
increase of 10 ug-m’3 in PMqg. See main text for details of Models 1-4.
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important confounders to assess the impact of air pollutants in the nationwide or regional analysis as
shown in previous studies [25, 35]. Using the National Health Insurance Service-National Sample Cohort
(n=275337; 2002-2013), Kim et al. [25] revealed an increasing trend in hazards ratios of PM,, for
nonaccidental and cause-specific mortality when area-level covariates were additionally included.
Curistipis et al. [35], using the Canadian Community Health Survey-Mortality cohort, also demonstrated
that PM, 5 exposure was associated with nonaccidental mortality when adjusted for multiple covariates
including contextual covariates (e.g. ethnic concentrations, census metropolitan area/census agglomeration
size and residential instability), whereas the unadjusted model did not show an association. Moreover,
Bowk et al. [24] demonstrated that PM,s exposure was positively associated with death due to
nonaccidental and noncommunicable diseases after adjusting for several regional variables (e.g. population
density, area deprivation index, percentage of the population living in a rural area, percentage of the
population with limited access to healthy food, percentage of the population with adequate access to
exercise opportunities and percentage of adults reporting excessive drinking) in the US veterans cohort.

Similar to previous studies [36-39], our study showed that the elderly were more susceptible to long-term
exposure to NO, compared with the younger population. Cakmak et al. [36] reported that the risk of NO,
exposure for mortality was higher in the oldest age group (HR 1.042 (<64 years), 1.083 (65-74 years),
1.120 (75-84 years) and 1.130 (=85 years), per interquartile increase; p<0.001) compared with in the
general population who lived in seven Chilean urban centres. Additionally, Samotr et al. [38] showed that
the risk of respiratory mortality was higher in areas with a higher proportion of the elderly in 30 European
cities. Susceptibility in the older adult population can be explained by several factors such as impaired
general status, low socioeconomic status and multiple comorbidities. Moreover, gradual impairment of the
DNA repair system in the ageing process [40] may contribute to susceptibility to DNA damage induced by
NO, exposure [41].

This study has the following limitations. First, this was a retrospective observational study conducted at a
single centre, possibly limiting the generalisability of our results. However, the baseline characteristics of
our patients were similar to the results in previous reports [9, 10]. Second, since we estimated individual
exposures based on residential addresses, exposures at other locations such as workplaces were not
considered. Future studies should incorporate exposures from different locations and assess the prognostic
impact of air pollution more accurately. Third, although our approach that assessed individual exposure
using annual averages for a fixed-year period can avoid possible overestimation of mortality effects, it may
not reflect the exposure of each patient during the different follow-up periods since 1995. Fourth, the
number of patients in the female group was relatively small, which might have resulted in a lack of power
to detect an association in this group. Our findings for the female subgroup of patients with IPF should be
confirmed in a larger cohort. Despite these limitations, this study has the following strengths: this study
comprised a large number of patients with relatively long-term follow-up periods and evaluated the impact
of individual exposure to air pollutants on IPF mortality.

In conclusion, on the basis of individual exposure estimates, our results suggest that increased long-term
exposure to NO, is significantly associated with mortality in patients with IPF, specifically in elderly males.

Acknowledgements: We would like to thank Ye-Jee Kim (Dept of Clinical Epidemiology and Biostatistics, Asan Medical
Center, University of Ulsan College of Medicine, Seoul, Republic of Korea) for her statistical advice.

Author contributions: J.W. Song takes full responsibility for the content of this manuscript, including the data and
analyses. J.W. Song made substantial contributions to the concept and design of the study. S-Y. Kim developed the
design of the methodology. H-Y. Yoon, S-Y. Kim, O-J. Kim and J.W. Song made substantial contributions to the
analysis and interpretation of data. H-Y. Yoon, S-Y. Kim and J.W. Song drafted the initial manuscript. All authors
discussed the results and reviewed the manuscript.

Conflict of interest: None declared.

Support statement: This study was supported by a grant from the Basic Science Research Program through the National
Research Foundation of Korea, which is funded by the Ministry of Science and Technology (NRF-2019R1A2C2008541
and NRF-2018R1A2B6004608), a grant (2020IL0036) from the Asan Institute for Life Sciences, Asan Medical Center,
Seoul, Korea, and a grant (NCC-1810220-01) from the National Cancer Center, Korea. Funding information for this
article has been deposited with the Crossref Funder Registry.

References

1 Raghu G, Collard HR, Egan JJ, et al. An official ATS/ERS/JRS/ALAT statement: idiopathic pulmonary fibrosis:
evidence-based guidelines for diagnosis and management. Am ] Respir Crit Care Med 2011; 183: 788-824.

2 Nalysnyk L, Cid-Ruzafa ], Rotella P, et al. Incidence and prevalence of idiopathic pulmonary fibrosis: review of the
literature. Eur Respir Rev 2012; 21: 355-361.

3 Ley B, Collard HR, King TE Jr. Clinical course and prediction of survival in idiopathic pulmonary fibrosis. Am J
Respir Crit Care Med 2011; 183: 431-440.

https://doi.org/10.1183/13993003.01877-2020 7


https://www.crossref.org/services/funder-registry/

10

11

12

13

14

15
16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

INTERSTITIAL LUNG DISEASE | H-Y. YOON ET AL.

Erbes R, Schaberg T, Loddenkemper R. Lung function tests in patients with idiopathic pulmonary fibrosis. Are
they helpful for predicting outcome? Chest 1997; 111: 51-57.

King TE Jr, Tooze JA, Schwarz MI, et al. Predicting survival in idiopathic pulmonary fibrosis: scoring system and
survival model. Am J Respir Crit Care Med 2001; 164: 1171-1181.

Alakhras M, Decker PA, Nadrous HF, ef al. Body mass index and mortality in patients with idiopathic pulmonary
fibrosis. Chest 2007; 131: 1448-1453.

Lynch DA, Godwin JD, Safrin S, et al. High-resolution computed tomography in idiopathic pulmonary fibrosis:
diagnosis and prognosis. Am ] Respir Crit Care Med 2005; 172: 488-493.

Lettieri CJ, Nathan SD, Barnett SD, et al. Prevalence and outcomes of pulmonary arterial hypertension in
advanced idiopathic pulmonary fibrosis. Chest 2006; 129: 746-752.

Johannson KA, Vittinghoff E, Lee K, et al. Acute exacerbation of idiopathic pulmonary fibrosis associated with air
pollution exposure. Eur Respir J 2014; 43: 1124-1131.

Sesé L, Nunes H, Cottin V, et al. Role of atmospheric pollution on the natural history of idiopathic pulmonary
fibrosis. Thorax 2018; 73: 145-150.

Conti S, Harari S, Caminati A, et al. The association between air pollution and the incidence of idiopathic
pulmonary fibrosis in Northern Italy. Eur Respir ] 2018; 51: 1700397.

Johannson KA, Vittinghoff E, Morisset J, et al. Air pollution exposure is associated with lower lung function, but
not changes in lung function, in patients with idiopathic pulmonary fibrosis. Chest 2018; 154: 119-125.
Winterbottom CJ, Shah R]J, Patterson KC, et al. Exposure to ambient particulate matter is associated with
accelerated functional decline in idiopathic pulmonary fibrosis. Chest 2018; 153: 1221-1228.

Wanger J, Clausen JL, Coates A, et al. Standardisation of the measurement of lung volumes. Eur Respir J 2005; 26:
511-522.

Miller MR, Hankinson ], Brusasco V, et al. Standardisation of spirometry. Eur Respir ] 2005; 26: 319-338.
Macintyre N, Crapo RO, Viegi G, et al. Standardisation of the single-breath determination of carbon monoxide
uptake in the lung. Eur Respir J 2005; 26: 720-735.

ATS Committee on Proficiency Standards for Clinical Pulmonary Function Laboratories. ATS Statement:
Guidelines for the Six-Minute Walk Test. Am ] Respir Crit Care Med 2002; 166: 111-117.

ATS Committee on Proficiency Standards for Clinical Pulmonary Function Laboratories. Erratum: ATS Statement:
Guidelines for the Six-Minute Walk Test. Am ] Respir Crit Care Med 2016; 193: 1185.

Eum Y, Song I, Kim H-C, et al. Computation of geographic variables for air pollution prediction models in South
Korea. Environ Health Toxicol 2015; 30: €2015010.

Kim SY, Song I. National-scale exposure prediction for long-term concentrations of particulate matter and
nitrogen dioxide in South Korea. Environ Pollut 2017; 226: 21-29.

Vienneau D, de Hoogh K, Beelen R, et al. Comparison of land-use regression models between Great Britain and
the Netherlands. Atmos Environ 2010; 44: 688-696.

Hart JE, Yanosky JD, Puett RC, et al. Spatial modeling of PM;, and NO, in the continental United States, 1985-
2000. Environ Health Perspect 2009; 117: 1690-1696.

Ostro B, Reynolds P, Goldberg D, et al. Assessing long-term exposure in the California Teachers Study. Environ
Health Perspect 2011; 119: A242-A243.

Bowe B, Xie Y, Yan Y, et al. Burden of cause-specific mortality associated with PM, 5 air pollution in the United
States. JAMA Netw Open 2019; 2: €1915834.

Kim O-J, Kim S-Y, Kim H. Association between long-term exposure to particulate matter air pollution and
mortality in a South Korean national cohort: comparison across different exposure assessment approaches. Int J
Environ Res Public Health 2017; 14: 1103.

Mura M, Porretta MA, Bargagli E, et al. Predicting survival in newly diagnosed idiopathic pulmonary fibrosis: a
3-year prospective study. Eur Respir ] 2012; 40: 101-109.

Li L, Yang J, Song Y-F, et al. The burden of COPD mortality due to ambient air pollution in Guangzhou, China.
Sci Rep 2016; 6: 25900.

Sunyer ], Basagana X, Belmonte J, et al. Effect of nitrogen dioxide and ozone on the risk of dying in patients with
severe asthma. Thorax 2002; 57: 687-693.

Crouse DL, Peters PA, Hystad P, et al. Ambient PM, 5, Os, and NO, exposures and associations with mortality
over 16 years of follow-up in the Canadian Census Health and Environment Cohort (CanCHEC). Environ Health
Perspect 2015; 123: 1180-1186.

Persinger RL, Poynter ME, Ckless K, et al. Molecular mechanisms of nitrogen dioxide induced epithelial injury in
the lung. Mol Cell Biochem 2002; 234-235: 71-80.

Abbey DE, Nishino N, McDonnell WF, et al. Long-term inhalable particles and other air pollutants related to
mortality in nonsmokers. Am ] Respir Crit Care Med 1999; 159: 373-382.

Lipsett MJ, Ostro BD, Reynolds P, et al. Long-term exposure to air pollution and cardiorespiratory disease in the
California teachers study cohort. Am J Respir Crit Care Med 2011; 184: 828-835.

Houghton JT, Ding Y, Griggs DJ, et al. Climate Change 2001: The Scientific Basis. Cambridge, Cambridge
University Press, 2001.

Lenschow P, Abraham HJ, Kutzner K, et al. Some ideas about the sources of PM,,. Atmos Environ 2001; 35:
§23-§33.

Christidis T, Erickson AC, Pappin AJ, et al. Low concentrations of fine particle air pollution and mortality in the
Canadian Community Health Survey cohort. Environ Health 2019; 18: 84.

Cakmak S, Dales RE, Rubio MA, et al. The risk of dying on days of higher air pollution among the socially
disadvantaged elderly. Environ Res 2011; 111: 388-393.

Son JY, Lee JT, Kim H, et al. Susceptibility to air pollution effects on mortality in Seoul, Korea: a case-crossover
analysis of individual-level effect modifiers. ] Expo Sci Environ Epidemiol 2012; 22: 227-234.

Samoli E, Aga E, Touloumi G, et al. Short-term effects of nitrogen dioxide on mortality: an analysis within the
APHEA project. Eur Respir ] 2006; 27: 1129-1138.

Chiusolo M, Cadum E, Stafoggia M, et al. Short-term effects of nitrogen dioxide on mortality and susceptibility
factors in 10 Italian cities: the EpiAir study. Environ Health Perspect 2011; 119: 1233-1238.

https://doi.org/10.1183/13993003.01877-2020 8



INTERSTITIAL LUNG DISEASE | H-Y. YOON ET AL.

40  Maynard S, Fang EF, Scheibye-Knudsen M, et al. DNA damage, DNA repair, aging, and neurodegeneration. Cold
Spring Harb Perspect Med 2015; 5: a025130.

41  Bermudez E, Ferng SF, Castro CE, et al. DNA strand breaks caused by exposure to ozone and nitrogen dioxide.
Environ Res 1999; 81: 72-80.

https://doi.org/10.1183/13993003.01877-2020 9



	Nitrogen dioxide increases the risk of mortality in idiopathic pulmonary fibrosis
	Abstract
	Introduction
	Materials and methods
	Study population
	Clinical data
	Individual-level air pollution concentration
	Statistical analyses

	Results
	Baseline characteristics
	Association between air pollution and mortality
	Subgroup analysis
	Sensitivity analyses

	Discussion
	References


