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BACKGROUND: Exposure to air pollution has been associated with a higher risk of type 2 diabetes (T2D), but studies investigating whether deprived
groups are more susceptible to the harmful effects of air pollution are inconsistent.

OBJECTIVES: We aimed to investigate whether the association between air pollution and T2D differed according to sociodemographic characteristics,
comorbidity, and coexposures.

METHODS: We estimated residential exposure to PM; 5, ultrafine particles (UFP), elemental carbon, and NO, for all persons living in Denmark in the
period 2005-2017. In total, 1.8 million persons 50-80 y of age were included for main analyses of whom 113,985 developed T2D during follow-up.
We conducted additional analyses on 1.3 million persons age 35-50 y. Using Cox proportional hazards model (relative risk) and Aalens additive haz-
ard model (absolute risk), we calculated associations between 5-y time-weighted running means of air pollution and T2D in strata of sociodemo-
graphic variables, comorbidity, population density, road traffic noise, and green space proximity.

RESULTS: Air pollution was associated with T2D, especially among people age 50-80 y, with hazard ratios of 1.17 [95% confidence interval (CI):
1.13, 1.21] per 5pg/m® PM,5 and 1.16 (95% CI: 1.13, 1.19) per 10,000 UFP/cm?. In the age 50-80 y population, we found higher associations
between air pollution and T2D among men in comparison with women, people with lower education vs. individuals with high education, people with
medium income vs. those with low or high income, people cohabiting vs. those living alone, and people with comorbidities vs. those without comor-
bidities. We observed no marked changes according to occupation, population density, road noise, or surrounding greenness. In the age 35-50 y popu-
lation, similar tendencies were observed, except in relation to sex and occupation, where we observed associations with air pollution only among
women and blue-collar workers.

Discussion: We found stronger associations between air pollution and T2D among people with existing comorbidities and weaker associations

among people with high socioeconomic status in comparison with those with lower socioeconomic status. https://doi.org/10.1289/EHP11347

Introduction

The prevalence of type 2 diabetes (T2D) has increased mark-
edly in countries of all income levels, from 108 million in 1980
to 422million in 2014.! The main risk factor for T2D is an
unhealthy lifestyle, particularly obesity and physical inactivity,
but a number of studies have also linked T2D with exposure to
ambient air pollution.? Proposed mechanistic pathways include
air pollution—induced oxidative stress and systemic inflamma-
tion, which are both involved in the pathogenesis of T2D.>*
Furthermore, epidemiological studies have found air pollution
to be associated with early markers of T2D, including decreased
glucose tolerance and insulin insensitivity.>® A recent meta-
analysis of air pollution and incident T2D found risk estimates
of 1.10 [95% confidence interval (CI): 1.04, 1.16] per 10 ug/m?
particulate matter (PM) with a diameter <2.5 pm (PM;s) and
1.02 (95% CI: 0.99, 1.05) per 10 ]ytg/rn3 nitrogen oxide (NO;).2

Address correspondence to Mette Sgrensen, Work, Environment and
Cancer, Danish Cancer Society Research Center, Strandboulevarden
49, 2100 Copenhagen @, Denmark. Telephone: +45 3525 7626. Email:
mettes @cancer.dk

Supplemental Material is available online (https://doi.org/10.1289/EHP11347).

All authors declare no competing interests.

Received 4 April 2022; Revised 5 January 2023; Accepted 17 January 2023;
Published 21 February 2023.

Note to readers with disabilities: EHP strives to ensure that all journal
content is accessible to all readers. However, some figures and Supplemental
Material published in EHP articles may not conform to 508 standards due to
the complexity of the information being presented. If you need assistance
accessing journal content, please contact ehpsubmissions @niehs.nih.gov. Our
staff will work with you to assess and meet your accessibility needs within 3
working days.

Environmental Health Perspectives

027008-1

Ultrafine particles (UFP; <0.1 pm in diameter) are potentially
more harmful than larger particles,”® and the two studies on
UFP and diabetes found long-term exposure to UFP associated
with increased risk of diabetes.”!°

Previous studies have found socioeconomic inequalities accord-
ing to air pollution exposure, mainly showing higher exposure
among people with low socioeconomic status (SES),!! although this
finding varies across regions/countries if, e.g., living centrally is
highly attractive.!>!? It is unclear whether the harmfulness of air pol-
lution differs in relation to the development of T2D across different
socioeconomic groups, because the studies investigating effect modi-
fication by sex are inconsistent.'*"'® Systemic inflammation is
thought to be a main biological pathway underlying an effect of air
pollution on T2D.!” People with low SES are more likely to have an
unhealthy lifestyle, a higher body mass index (BMI), and are at
higher risk of, e.g., COPD and cardiovascular disease, which are all
habits and conditions characterized by chronic inflammation.'®!° It
is therefore possible that people with low SES are more susceptible
to the harmful effects of air pollution on risk of T2D.!#

Associations between air pollution and T2D may differ
between men and women due to socially derived exposure differ-
ences according to gender (e.g., in some countries women spend
more time at home than men); to physiological differences related
to sex (e.g., differences in hormones, lung size, and deposition of
particles); or to a combination of these.? The studies investigat-
ing these associations and exposure differences are inconsistent,
because some studies find the highest risk estimates among
men,'®2! some studies find them among women,'*!> and some
studies report no difference in risk according to sex.”2?

Road traffic noise has been found to increase the risk of
T2D.?325 Noise is believed harmful through some of the same
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biological mechanisms as air pollution, including systemic
inflammation and oxidative stress.?® A recent study found that
road traffic noise was associated with higher risk of T2D among
people exposed to high levels of air pollution in comparison with
people exposed to low levels of air pollution, suggesting that
high exposure to one of these two traffic pollutants can increase
the susceptibility to the other.?* Surrounding greenness has been
found inversely associated with T2D, potentially by promoting
physical activity, decreasing psychological stress, or as a result of
lower air pollution and traffic noise levels in such areas.?”28 If
surrounding greenness results in a healthier lifestyle, it might pro-
tect against the harmful effects of air pollution, but this possible
mitigation has not been investigated in relation to T2D.

We aimed to investigate whether the association between
long-term exposure to air pollution (PM;;s, elemental carbon
(EC), UFP, and NO,) and risk of T2D differed according to soci-
odemographic characteristics, financial stress, comorbidity, popu-
lation density, road traffic noise, and green space, based on the
entire Danish population.

Methods
Study Population

All persons living in Denmark can be followed across all health
and administrative registers based on a unique identification num-
ber.2? Using the Danish Civil Registration System, which con-
tains continuously updated information on exact addresses,?’ we
identified address histories for all inhabitants born after 1 January
1921 and living in Denmark from 1979 onward (after 1979,
address information is virtually complete). We censored people
at the date of missing address information (>14 consecutive
days), emigration, death, or 31 December 31 2017. Based on this
population, we defined a study base with baseline at 1 January
2005 or age 35 y, whichever came last, such that a person who
was below 35 y of age in 2005 was included into the cohort at the
time the person turned 35 y (N =2,757,813).

Outcome

We identified incident diabetes cases based on the National
Patient Registry>? and the National Prescription Registry,?! using
an algorithm developed by the Danish Health Data Agency for
the purpose of monitoring diabetes prevalence and incidence in
Denmark.?? This algorithm has been used in various register-
based studies based on the Danish population.?334

The Prescription Registry holds information on all dispensed
drugs. We defined T2D cases as persons with two contacts with a
pharmacy [Anatomical Therapeutic Chemical system (ATC)
codes A10B (blood glucose—lowering drugs, excluding insulins),
though excluding A10BJ02 (liraglutide: only Saxenda®), as well
as A10AE54 (insulin glargine and lixisenatide) and A10AES6
(insulin degludec and liraglutide)] and/or T2D-related hospital
contacts (International Classification of Diseases (1CD) 8 code
250 or ICD10 code E11). We defined a person as case from the sec-
ond register record. A diagnosis of type 1 diabetes [ICD-8 code 249
or ICD-10 code E10 and/or at least one dispensed prescription with
ATC A10A (insulins and analogs), excluding A10AE54 (insulin
glargine and lixisenatide) and A10AES56 (insulin degludec and lira-
glutide)] resulted in censoring (exclusion if before baseline). All
persons with a diagnosis of T2D before baseline (identified as
described above for incident cases) were excluded.

Estimation of Air Pollution Exposure

We modeled air pollution concentrations of PM, 5, EC, NO,, and
UFP outside the front door of all addresses in Denmark
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(identified from the Building and Housing Registry) using the
Danish Eulerian Hemispheric Model (DEHM) DEHM/ Urban
Background Model (UBM) /AirGIS modeling system.?> This
modeling system calculates air pollution contributions from a) the
regional background, modeled using the DEHM?>%; b) the local
background, modeled using the UBM?37 covering Denmark in a
1 x 1 km grid; and c¢) traffic in the address street (modeled for
streets with >500 vehicles per day), modeled using the
Operational Street Pollution Model (OSPM®), which takes into
account emission factors, traffic composition and intensity, mete-
orology, and street and building configurations.>>-*® We recently
implemented modeling of particle number concentration, as an
indicator for UFP (in this paper denoted as UFP), into the
DEHM/UBM/AirGIS modeling system. In brief, the regional
scale model, DEHM, was extended with the M7 aerosol dynam-
ics module® to account for number concentrations of particles
with a diameter <1 pm.*® We furthermore developed models for
estimating particle number concentrations at the local scale
(UBM) and street scale (OSPM).*! A validation of the model
results with long-term UFP measurements in Denmark showed
correlations of 0.86, 0.87, and 0.95 between measured and pre-
dicted annual averages at, respectively, the regional, urban, and
street scale.*! For PM, 5, EC, and NO,, correlation coefficients
between measured and modeled air pollution (using DEHM/
UBM/AIirGIS) across various measurement periods and loca-
tions have been found to be, respectively, 0.67-0.85, 0.77-0.79,
and 0.60-0.80.*>*3 Using the DEHM/UBM/AirGIS system, we
estimated hourly address-specific concentrations (the modeling sys-
tem operates at all scales in a 1-h time resolution) of the four air
pollutants from 2000 through 2017, which we summarized into
monthly averages for each address. We attached the monthly expo-
sures to person-specific address histories and calculated person-
specific time-weighted 5-y running means for the four exposures.

Sociodemographic Variables

All SES variables in the present study were collected from the
nationwide registers that, based on yearly input from relevant
authorities (e.g., the Danish tax authorities for income and all edu-
cational institutions for education), accumulate this information.
From the registries at Statistics Denmark, we obtained information
on a number of individual- and area-level SES variables, selected
based on availability and findings of previous papers showing asso-
ciations between the SES variables and the outcome of interest
(T2D) as well as exposure to air pollution (see Directed Acyclic
Graph in Figure S1 generated in DAGitty, version 3.0*).*> More
specifically, we obtained yearly individual-level information from
2005 to 2017 on highest attained education categorized as short
(mandatory), medium (secondary/vocational), and long (e.g., uni-
versity, nursing, and teaching) education, disposable individual
income (calculated as calendar year and sex-specific quintiles
based on the income distribution in the Danish population), occu-
pational status (blue-collar, white-collar, unemployed/retired),
cohabiting status [“live alone,” corresponding to divorced/
widowed/never-married persons who do not share address with
others (except their children) and “cohabiting,” corresponding to
married people as well as people sharing address with one or more
persons (except children)] and country of birth (Denmark, other).
We also obtained yearly information on three neighborhood-level
SES indicators: proportion of inhabitants in each parish with only
basic education, with a non-Western background (corresponding
to being born in a non-Western country), and with a criminal re-
cord. Furthermore, we obtained yearly information on population
density within each parish (<100, 100 to <2,000, and >2,000 per-
sons per square kilometer). In 2017, there were 2,160 Danish parishes
with a median of 1,032 inhabitants and a mean size of 16 km?.
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We excluded all persons missing information on one or more
of the SES variables described above from the study population.

Financial Stress and Comorbidity

We used the registers of Statistics Denmark to identify people
experiencing one or more “financial stress event(s)” defined as
family income below the Danish relative poverty limit (time-
dependent), personal income drop of 50% or more between
2 consecutive years, family income drop of 50% or more between
2 consecutive years, and/or loss of job. Based on this approach,
we created a time-dependent dichotomous variable of one or more
financial stressful event(s) in the prior 5 y (yes/no).

Using the National Patient Registry,® we calculated a
Charlson Comorbidity Index for all cohort members, which is a
standard method of categorizing comorbidities of patients based
on ICD codes.*® The index was calculated as a time-dependent
variable, summing up a score based on diseases during 5 previous
years, calculated with a 1-y lag period (01 y; to ensure that the di-
agnosis of T2D did not impact the index). In analyses, we catego-
rized the comorbidity index score into 0, 1, or >2.

Road Traffic Noise

We modeled road traffic noise at all residential addresses at the
most exposed facade using the Nordic prediction method*’ for
the years 2000, 2005, 2010, and 2015 as previously described.*?
Input variables included address-specific geocodes; height, road
type, light/heavy vehicle distributions, travel speed, and annual
average daily traffic for all Danish road links?8; and screening
effects from buildings, terrain, and noise barriers. We calcu-
lated noise as the equivalent A-weighted sound pressure level
for day (0700-1900 hours), evening (1900-2200 hours) and
night (2200-0700 hours) and aggregated it as Lge,. We used
linear interpolation between the 5-y exposure calculations to
quantify exposure for all years in the period 2000-2017.

Green Space

We used BASEMAPO2, which classifies land use in a high-
resolution map of Denmark, to calculate area proportions of 36 land-
use classes within a 1,000 meter radius around all addresses.**->°
Green space of high quality was defined as forest, recreational areas,
and wet/dry open nature areas.

Statistical Analyses

Correlations between air pollutants were calculated as Spearman’s
correlation coefficients. We calculated associations between 5-y
exposure to air pollution and risk of T2D using two different mod-
els: Cox proportional hazard model and Aalen additive hazard
model. Based on the Cox model we calculated hazard ratio (HR;
relative risk estimate) and based on the Aalen model we calculated
the rate difference per 100,000 person-years (absolute risk esti-
mate). In both models, we included age as the underlying time scale
(continuous), and air pollution was modeled as 5-y time-weighted
running means. In brief, this modeling was done by calculating
mean exposure for the 5 y before the T2D diagnosis for all cases,
taking all present and historical addresses in this period into
account (including exposure before baseline when relevant) and
subsequently for each case, and then comparing this exposure with
the 5-y exposure for all noncases at the exact same age as the case
at the time of diagnosis.

In initial analyses based on the whole study population of peo-
ple above 35 y of age (using the Aalen model), we observed that all
four air pollutants were associated with higher risk of T2D, mainly
among people between 50 and 80 y of age (Figure 1). We therefore
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restricted all main analyses to include only the 1,843,597 persons
within this age group. Start of follow-up in all analyses was age
50y or year 2005 (whichever came last), and people were censored at
type 1 diabetes or T2D diagnosis, age 80 y, death, missing address,
emigration, or end of follow-up (31 December 2017), whichever
came first. Furthermore, we conducted additional analyses using the
Cox model on the population age 35-50 y, including 1,300,108 per-
sons, with start of follow-up at age 35 y or year 2005 and censoring at
type 1 diabetes or T2D diagnosis, age 50 y, death, missing address,
emigration, or end of follow-up (31 December 2017).

We calculated risk estimates for the association between air
pollution and T2D adjusted for sex, calendar year (2-y categories),
educational level, individual income, cohabiting status, country of
birth, and occupation, as well as area-level proportion of inhabi-
tants with only basic education, of non-Western background, and
with a criminal record. Estimates were calculated per 5 pg/m?
PM, s, 10 ug/m? NO,, 1 pg/m? EC, and 10,000 particles/cm?’ for
UFP. To examine the shape of the exposure-response relationship, we
also analyzed associations between the four air pollutants and T2D
among people age 50-80 y based on the Cox model in the following
categories: <10th (reference group), 10thto <25th, 25th to <50th,
50th to <75th, 75th to <90th, 90th to <95th, and >95th percentiles.

For all four air pollutants, we investigated associations
between air pollution and T2D in strata of sociodemographic
variables (sex, education, income, occupation, and cohabiting
status), financial stress (yes, no), comorbidity (Charlson
Comorbidity Index; 0, 1, >2), g)opulation density (<100,
100 to <2,000, >2,000 persons/km~), road traffic noise (<55,
55 to <60, >60 dB), and green space within 1,000 m (<9.8%,
9.8%to<17.6%, >17.6%).

Descriptive analyses and Cox proportional hazards model
analyses were done in SAS 9.4 (SAS Institute Inc.) and Aalen
additive hazard model analyses were performed in R (version
3.6.3; R Development Core Team).

Results

From the study base of 2,757,813 people, we excluded 13,535
persons with type 1 diabetes and 88,934 with T2D before base-
line. Also, we excluded 23,856 persons missing information on
one or more potential confounders. Of the remaining 2,631,488
persons, for the main analyses we excluded 787,891 persons
who were below age 50 y at end of follow-up or above 80 y of
age at start of follow-up. This approach yielded a study popula-
tion of 1,843,597 persons with a median follow-up of 9.5 y dur-
ing which 113,985 developed T2D. Also, we conducted
additional analyses on a population of persons between 35-50 y
of age, consisting of 1,300,108 persons, of whom 19,662 devel-
oped T2D.

We found that people exposed to UFP above the median were
more likely to be women, live alone, have high income, have lon-
ger education, be of non-Danish origin, be retired/unemployed,
and live in neighborhoods with a higher proportion of people
with a non-Western background and a criminal record in compar-
ison with people exposed to UFP below the median (Table 1;
Table S1). T2D cases were more likely to be men, have a low
SES, with low education and income, and working in blue-collar
jobs, as well as have comorbidities in comparison with noncases
(Table S2). The distributions of 5-y exposure to PM, s, UFP, EC,
and NO, at baseline are shown in Figure S2, Table 1, and Table
S3. UFP, EC, and NO, were found skewed to the right. The four
air pollutants were correlated with Rspeaman coefficients between
0.75 and 0.94 (Table 2).

In the main population of people age 50-80 y, exposure con-
trasts of 5ug/m3 PM,s, 10,000 UFP percm?, 1 pg/m® EC, and
10 ug/m* NO, were associated with a higher risk of incident
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Figure 1. Associations between 5-y exposure to air pollution (PM, s, ultrafine particles, elemental carbon, and NO,) and risk of type 2 diabetes according to
age, expressed as cumulative coefficients (middle curve) with 95% confidence intervals (upper and lower curve).

T2D, with overall HRs 95% CI of 1.17 (95% CI: 1.13, 1.21),
1.16 (95% CI: 1.13, 1.19), 1.10 (95% CI: 1.08, 1.12) and 1.10
(95% CI: 1.08, 1.11), respectively, and overall rate differences
of 123 (95% CI: 96, 150), 124 (95% CI: 104, 144), 102 (95%
CI: 80, 124), and 73 (95% CI: 62, 85), respectively. Inspection
of the exposure—response relationships between the four air pol-
lutants and T2D indicated a linear relationship for EC and NO,,
whereas for PM; s and UFP there were some indications of a
leveling off at high exposures (Figure S3; Table S4). For all
four air pollutants, the association with T2D was stronger
among men in comparison with women and among people liv-
ing with a partner in comparison with people living alone
(Table 3). Similar trends were observed for relative (HR) and
absolute (rate difference) risk estimates. We found lower risk
estimates among people with high education in comparison
with low/medium education. When comparing people with low
vs. medium education, risk estimates were highest among peo-
ple with medium education. For income, the risk estimates were
generally highest in the medium category; one exception was
PM, 5, where similar size estimates were observed for people
with medium and high income. No marked differences were
observed between people working in white-collar vs. blue-
collar occupations.

People with any financial stress during the last 5 y, such as
job loss and an income below the poverty limit, were found to
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have lower air pollution-T2D risk estimates than people without
such events (Table 4). We found stronger associations between
air pollution and T2D among people with a comorbidity or
comorbidities in comparison with no comorbidity; the association
was strongest for people with a comorbidity score of >2. We
found no consistent indications of effect modification by popula-
tion density, road traffic noise, or surrounding green space across
the four air pollutants.

In the population of people age 35-50 y, exposure contrasts of
5 ug/m?® PM, 5, 10,000 UFP percm?®, 1 pug/m? EC, and 10 pg/m?
NO, were associated with overall HRs of 1.05 (95% CI: 0.96,
1.14),1.05 (95% CI: 0.99, 1.12), 1.05 (95% CI: 0.98, 1.13) and 1.02
(95% CI: 0.99, 1.06), respectively. We observed effect modifica-
tion trends for the age 35-50 y population to be similar to those for
those age 50-80 y [except for sex, where we found stronger associ-
ation among women in comparison with that of men, and occupa-
tion, where we found stronger associations among blue-collar
workers in comparison with those of white-collar workers (Tables
S5-S6)].

Discussion

In a nationwide study of Denmark, we found that air pollution was
associated with higher risk of T2D among people age 50-80 y in
comparison with people age 35-50 y. In the population of people
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Table 1. Baseline sociodemographic characteristics and exposures among the Danish study population of people age 50-80 y in the period from 2005-2017

according to baseline 5-y exposure to UFP below and above the median.

Cohort

UFP < 11,064 particles/cm? UFP >11,064 particles/cm?

Baseline Characteristics (N =1,843,597) (n=921,797) (n=921,800)
Individual level
Men (%) 47.7 494 46.4
Age [y (mean + SD)] 58.9+9.1 57.6+8.9 60.3+9.1
Cohabiting status (%)
Cohabiting 74.9 79.0 70.9
Living alone 25.1 21.0 29.1
Individual income (%)
Low (quintile 1) 23.8 24.0 23.6
Low-medium (quintile 2) 20.5 20.8 20.3
Medium (quintile 3) 17.0 18.3 15.6
Medium-high (quintile 4) 17.8 18.6 16.9
High (quintile 5) 21.0 18.4 23.5
Highest attained education (%)
Mandatory education 34.8 36.8 32.7
Secondary or vocational education 46.1 46.5 45.7
Medium or long education 19.1 16.7 21.6
Country of birth (%)
Danish 98.1 99.0 97.3
Other 1.9 1.0 2.7
Occupational status (%)
Blue-collar 31.4 35.5 27.2
White-collar level 26.6 27.1 26.0
Retired or unemployed 42.1 37.4 46.8
Financial stress (%)
Yes 17.8 18.9 16.7
No 82.2 81.1 83.4
Charlson Comorbidity Index (%)
0 86.9 88.6 85.3
1 7.4 6.6 8.3
>2 5.7 4.8 6.5
Address level
Road traffic noise [5-y (%)]
<55dB 50.6 57.6 43.6
55to <60 dB 21.6 20.0 23.1
>60 dB 279 224 334
High-quality green space in 1,000 m (%)
<9.8% 34.0 38.2 29.8
9.8t0<17.6% 334 30.0 36.8
>17.6% 32.6 31.8 335
Air pollution [5-y (mean + SD)]
PM, 5 (pg/m?) 109+1.3 10.1+1.1 11.6+1.0
UFP (particles/cm?) 11,578 + 3,231 9,075+ 1,316 14,082 +2,571
EC (ug/m?) 0.70+£0.29 0.54+0.10 0.87+0.31
NO; (ng/m?) 16.5+5.9 125+2.5 20.5+5.6
Area level
Area-level SES (mean + SD)
% with only basic education 103+3.4 11.2+3.3 9.5+3.3
% non-Western background 52+6.0 33+39 7.1+7.0
% with criminal record 0.49+0.31 0.40+0.25 0.57+0.34
Population density
<100/km? 26.7 47.4 6.0
100 to <2,000/km? 55.2 48.6 61.8
>2,000/km? 18.2 4.1 322

Note: EC, elemental carbon; SD, standard deviation; SES, socioeconomic status; UFP, ultrafine particles.

age 50-80 y, we found higher risk estimates among men in com-
parison with women and a pattern of higher risk estimates among
people with low or medium education (highest for medium edu-
cation) in comparison with high education, among people with
medium income vs. low or high income, among people living
with a partner vs. living alone, among people with comorbidities
vs. without comorbidities, and among people without financial
stress vs. people with financial stress. No marked changes in risk
estimates were observed according to occupation, population
density, road traffic noise, and surrounding green space. We
observed similar tendencies among people 35-50 y of age,
except in relation to sex and occupation, where we observed
associations with air pollution only among women and blue-
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collar workers. The results showed similar tendencies for relative
and absolute risk estimates.

For all four exposures, we observed weaker associations
with risk of T2D among people age 35-50 y in comparison with
people age 50-80 y. A potential explanation is that a diagnosis
of T2D at a young age may have a stronger genetic component
than diabetes later in life, and therefore environmental pollu-
tants like air pollution may play a minor role in the develop-
ment of diabetes in this age group. Also, there could be a higher
degree of outcome misclassification among people below 50 y
of age, e.g., the general practitioner (GP) may be less likely to
test for T2D in younger patients, because the disease is less fre-
quent in this age group.
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Table 2. Spearman correlations between 5-y exposure to PM; s, ultrafine
particles, elemental carbon, and NO, for the main study population (ages
50-80 y) in 2005 (N = 1,252,432).

PM,s Ultrafine particles  Elemental carbon NO,

PM, 5 1 0.75 0.75 0.79
Ultrafine particles ~ 0.75 1 0.90 0.92
Elemental carbon 0.75 0.90 1 0.94
NO, 0.79 0.92 0.94 1

The previous studies investigating associations between air
pollution and metabolic syndrome/T2D according to sex are
inconsistent, with some studies reporting the highest risk estimates
for men'®?! and others for women,'*'3 whereas some studies
report no difference.”?> We found the association between all four
air pollutants and T2D to be stronger among men, especially for
the absolute risk estimates, where the rate differences were 3—7
times higher in comparison with women. It is unclear whether
these differences are caused by socially derived differences in ex-
posure according to gender, by physiological differences related
to sex, or a combination of these.?’ Previous studies observing
stronger associations between air pollution and T2D among
women in comparison with men, suggested that it may be due to
less exposure misclassification in women, because they may spend
more time at home (where exposure is modeled).'* However, in
Denmark both parents usually work when bringing up their chil-
dren, and thus fewer differences according to time spend at home
are expected in our population. Therefore societal differences
across countries may partly explain differences in results across
studies. The physiological differences between men and women
that could lead to different risk in association with air pollution are
numerous, such as differences in lung size, in deposition of par-
ticles, and in inflammatory responses.?>! Also, men have a
higher incidence of T2D and comorbidities, such as cardiovascu-
lar disease, than women, partly due to a protective effect of estro-
gen.>233 It is therefore possible that men due to inherent sex-
related physiological differences are more susceptible to the haz-
ardous effects of air pollution. An interesting finding was that in
the subpopulation of people age 3550y, air pollution was associ-
ated with higher risk of T2D only among women, whereas no
associations were observed among men. These opposite findings
in different age groups may partly explain inconsistencies in previ-
ous studies with regard to effect modification by sex.

We observed that air pollution was associated with a lower
risk of T2D in people with long education in comparison with
people with short or medium education, which was most pro-
nounced for the absolute risk estimates. Only a few studies have
investigated associations between air pollution and T2D in dif-
ferent strata of education, with one study reporting highest risk
estimates among people with high education!® and two studies
observing slightly lower risk estimates among the highly edu-
cated.'®!> Two of these studies investigated only two levels of
education, an approach that may be too crude to capture the
potentially complex relationship between SES, air pollution, and
T2D. Having a short or medium education is associated with a
lifestyle that is less healthy than that of people with a long edu-
cation, e.g., physical inactivity, smoking, and high BMI.>* These
are all risk factors for T2D, which are believed harmful through
some of the same mechanistic pathways as air pollution, including
oxidative stress and systemic inflammation.'®!° It is possible that
people with an unhealthy lifestyle are more susceptible to the
harmful effects of air pollution because their systems are already
challenged, which could explain the lower risk found among the
highly educated in our study.

We found that air pollution was associated with lower risk of
T2D among people with short education in comparison with
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Table 3. Association between air pollution and incidence of type 2 diabetes by sociodemographic factors.

Elemental carbon (per 1 pg/m?) NO; (per 10 pg/m?)

UFP (per 10,000 particles/cm?)

PM, 5 (per 5 pug/m?)
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Aalen model
Rate (per 100,000 py)

difference (95% CI)**

Aalen model
Rate (per 100,000 py)
difference (95% CI)**

Aalen model
Rate (per 100,000 py)
difference (95% CL)**

Aalen model
Rate (per 100,000 py)
difference (95% CL)**

Cox model
HR (95% CI)*

1.10 (1.08, 1.11)

Cox model
HR (95% CI)*

Cox model
HR (95% CI)*

1.16 (1.13, 1.19)

Cox model
HR (95% CI)*

1.17 (1.13, 1.21)

n cases
113,985

1.10 (1.08, 1.12) 102 (80, 124) 73 (62, 85)

124 (104, 144)

123 (96, 150)

All

Sex

119 (104, 134)
37 (26, 49)

183 (147, 220) 1.13 (1.11, 1.15)
1.06 (1.04, 1.08)

1.12 (1.10, 1.15)
1.03 (1.00, 1.07)

210 (183, 279)

1.22 (1.19, 1.26)
1.07 (1.04, 1.11)

198 (165, 232)
51(23,79)

1.23 (1.18, 1.28)
1.09 (1.04, 1.14)

65,245
48,740

Men

26 (2, 49)

47 (25, 69)

Women

Education
Short

75 (57,92)
103 (90, 117)

1.08 (1.06, 1.10)
1.14 (1.12, 1.16)
1.04 (1.01, 1.07)

101 (66, 136)

1.07 (1.04, 1.10)
1.12 (1.10, 1.15)
0.98 (0.92, 1.06)

121 (90, 152)

1.12 (1.08, 1.16)
1.23 (1.19, 1.27)

96 (58, 133)
1.05 (0.99, 1.11)

1.12 (1.07, 1.17)
1.24 (1.19, 1.30)

1.10 (1.02, 1.19)

49,162
50,992

172 (147, 196) 147 (113, 181)
—25(=58,8)

169 (138, 199)
48 (12, 84)

Medium
Long

14 (-1,29)

16 (—12,44)

13,831

Disposable income

56 (38, 75)

1.07 (1.05, 1.09)
1.13 (1.11, 1.15)
1.08 (1.04, 1.11)

59 (23, 96)
141 (109, 173)

1.05 (1.02, 1.09)
113 (1.11, 1.16)
1.06 (0.99, 1.13)

89 (56, 122)
147 (122, 171)

1.11 (1.07, 1.15)
1.20 (1.16, 1.23)
1.15 (1.08, 1.22)

71 (30, 112)

1.12 (1.07, 1.17)
1.20 (1.15, 1.25)
1.23 (1.14, 1.33)

41,633
60,530

Quintile 1 (low)
Quintile 24

90 (77, 103)
51 (35, 67)

140 (111, 170)

93 (63, 122) 54 (18, 88)

141 (103, 179)

11,822

Quintile 5 (high)

Occupation
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people with a medium education. A similar pattern was observed
for income. Although it seems counterintuitive that the people
with the lowest education and income are less susceptible to the
harmful effects of air pollution than groups with higher SES, out-
come misclassification may be part of the explanation: At least
24% of all T2D cases in Denmark are estimated to be undiag-
nosed.>> It is well known that, even in countries like Denmark
with free health care for all residents, people with low SES are
less likely to visit a GP for regular examinations or act on mild
symptoms, such as frequent urination, weight loss, and fatigue,
which are early symptoms of T2D.3¢-8 Therefore, they will in
general be diagnosed later than people with higher SES. If such
delay of a diagnosis last for several years, the 5-y exposure time
window preceding the diagnosis (or part of it), which we applied
in the present study, will also cover exposure after the person
should have been censored, and thus result in exposure misclassi-
fication, which potentially could drive the risk estimates toward
the null. In support, we also observed lower risk estimates
between air pollution and T2D among people experiencing one
or more “financial stress events,” which is a group of people who
potentially have reduced “resources” to act on mild symptoms, as
well as among people living alone, and therefore with no spouse
to encourage seeking health care.>®

Previous studies investigating comorbidity as a potential
modifier of the association between air pollution and T2D are
inconsistent, with some studies reporting stronger associations
among people without COPD,’ myocardial infarction,®!#!> and/
or hypertension,”!# whereas others report stronger associations
in people with COPD!'#!5 and/or hypertension.!> We found that
air pollution was associated with a substantially higher risk of
T2D in people with comorbidities (assessed by the Charlson
Comorbidity Index) in comparison with people without comor-
bidity. Furthermore, risk estimates were higher among people
with a score of >2 compared to a score of 1. Part of the explana-
tion is probably that people with, e.g., cardiovascular disease or
COPD are automatically tested for T2D when hospitalized.
There will, therefore, be fewer persons with undiagnosed T2D
among people with comorbidities than among people without
comorbidities and thus lower risk of outcome misclassification in
this group. However, the difference in risk estimates for PM; s
and UFP exposure among people with and without comorbidities
is substantial, and it seems unlikely that outcome misclassifica-
tion is the only explanation. Another explanation might be that
comorbidities like cardiovascular disease, COPD, and asthma are
characterized by systemic inflammation and/or oxidative stress,
e.g., as a result of an unhealthy lifestyle and high BMI, which
could make people with these diseases more vulnerable to the
harmful effect of air pollution, because air pollution is believed
to be harmful through the same biological pathways.!”

We have previously found noise to be associated with T2D,
with a HR of 1.03 (95% CI: 1.02-1.03) per 10 dB higher road
traffic noise based on the entire Danish population (>35 y).2*
However, although previous studies have suggested that noise
can be hazardous through similar mechanisms as air pollution,?®
our study does not suggest that noise exposure can modify the
association between air pollution and T2D. Also, we found no
marked differences in risk estimates according to the level of
green space around the home address, suggesting that although
previous studies have found greenness to be associated with a
lower risk of T2D,?” it does not protect against the harmful
effects of air pollution on risk for T2D.

A strength of the present study is the nationwide design,
which minimized the risk of selection bias, and a large number
of T2D cases identified using high-quality hospital and pre-
scription registries.>3! Furthermore, we obtained information
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on individual- and area-level SES covariates, comorbidity,
financial stress, and residential address history from 2000—
2017, using high-quality nationwide registries, and estimated
air pollution and road traffic noise using validated models with
high spatial resolution and high-quality input data.3>

Limitations include the large proportion of people with
undiagnosed T2D not captured in the present study. A valida-
tion study estimated that approximately 24% in Denmark had
undiagnosed T2D.3 However, that study applied a different
identification of T2D, including data from the Health Services
Register (diabetic foot therapy) and two clinical databases in
addition to the Patient and Prescription registries used in the
present study. Although results are thus not directly compara-
ble, it is unlikely that the percentage of undiagnosed T2D cases
in the present study deviates substantially from the results
obtained by Jgrgensen et al.>> Outcome misclassification may
be differential because people with low SES more often live
with undiagnosed T2D (as described above). Another limitation
is the lack of information on lifestyle covariates, especially adi-
posity. We, however, adjusted for various socioeconomic varia-
bles, which are associated with lifestyle. Furthermore, we
recently conducted a study on long-term exposure to NO, and
PM, 5 and risk of T2D using a questionnaire-based cohort of
250,000 participants randomly selected across Denmark and with
information on lifestyle habits.'?> We found that after adjusting
for various register-based individual- and area-level covariates
(similar to the present study), further adjustment for lifestyle,
resulted in only small changes in HRs, e.g., for PM; 5 the HR was
1.27 before and 1.24 after lifestyle adjustment, including smok-
ing status, BMI and physical activity and intake of fruit, vegeta-
bles, and red meat. Limitations also include the lack of
information on nonresidential exposure to air pollution, e.g., dur-
ing work. We expect such misclassification to be mainly unre-
lated to T2D and draw the estimates toward the null. Another
limitation is that the indicators of green space, financial stress,
and comorbidities used in the present study are based on objective
register-based data that may not capture all relevant aspects of
these factors. Last, although our study was based on the entire
Danish population and we thus believe that our results can be gen-
eralized to other Western populations, differences in, e.g., genet-
ics, air pollution sources, and concentrations of air pollution have
to be considered when generalizing the results.

In conclusion, we found men and individuals with preexist-
ing comorbidities to be highly susceptible to the harmful effect
of air pollution in relation to T2D, whereas people with high
SES were less susceptible than people with lower SES. These
findings suggest that the health burden of air pollution is not
evenly distributed.

Acknowledgments

This work was supported by the Health Effects Institute (HEI)
(Assistance Award No. R-82811201). HEI is an organization
jointly funded by the U.S. Environmental Protection Agency (U.S.
EPA) and certain motor vehicle and engine manufacturers. The
contents of this article do not necessarily reflect the views of
HEI or its sponsors, nor do they necessarily reflect the views
and policies of the U.S. EPA or motor vehicle and engine
manufacturers.

The study funder was not involved in the design of the study;
the collection, analysis, and interpretation of the data; and writing
the paper, and the study funder did not impose any restrictions
regarding the publication of the paper.

The data that support the findings of this study are available
from Statistics Denmark (and only at a secure server at Statistics
Denmark). However, restrictions apply to the availability of these

131(2) February 2023



data, which were used under license for the current study, and
therefore are not publicly available. Access to data requires
permission from Statistics Denmark and the Danish Cancer Society.

The present study is strictly register based, with no contact

with the participants. According to Danish legislation, no ethical
permission or informed consent is needed for strictly register-
based studies.

M.S., A.H.P., and O.R.N. contributed to the study concept

and design. M.S., A.H.P., UAH., J.HC, J.B., LMF., MK,
C.A., and V.H.V. obtained, generated and/or cleaned data
important for the analyses. M.S. did the statistical analyses and
drafted the paper, and all authors contributed to a critical
revision of the manuscript and the final approval of the version
to be published.

References

1.

2.

Environmental Health Perspectives

World Health Organization. 2016. Global Report on Diabetes. Geneva
Switzerland: World Health Organization.

Liu F, Chen G, Huo W, Wang C, Liu S, Li N, et al. 2019. Associations between
long-term exposure to ambient air pollution and risk of type 2 diabetes mellitus:
a systematic review and meta-analysis. Environ Pollut 252(pt B):1235-1245,

PMID: 31252121, https://doi.org/10.1016/j.envpol.2019.06.033.

. Lucht S, Hennig F, Moebus S, Fiihrer-Sakel D, Herder C, Jockel KH, et al. 2019.

Air pollution and diabetes-related biomarkers in non-diabetic adults: a pathway
to impaired glucose metabolism? Environ Int 124:370-392, PMID: 30660850,
https://doi.org/10.1016/j.envint.2019.01.005.

. Gangwar RS, Bevan GH, Palanivel R, Das L, Rajagopalan S. 2020. Oxidative

stress pathways of air pollution mediated toxicity: recent insights. Redox Biol
34:101545, PMID: 32505541, https://doi.org/10.1016/j.redox.2020.101545.

. Lucht SA, Hennig F, Matthiessen C, Ohlwein S, Icks A, Moebus S, et al. 2018.

Air Pollution and glucose metabolism: an analysis in non-diabetic participants
of the Heinz Nixdorf Recall study. Environ Health Perspect 126(4):047001,
PMID: 29616776, https://doi.org/10.1289/EHP2561.

. Chen Z, Salam MT, Toledo-Corral C, Watanabe RM, Xiang AH, Buchanan TA, et al.

2016. Ambient air pollutants have adverse effects on insulin and glucose homeo-
stasis in Mexican Americans. Diabetes Care 39(4):547-554, PMID: 26868440,
https://doi.org/10.2337/dc15-1795.

. Stone V, Miller MR, Clift MJD, Elder A, Mills NL, Mgaller P, et al. 2017.

Nanomaterials versus ambient ultrafine particles: an opportunity to exchange
toxicology knowledge. Environ Health Perspect 125(10):106002, PMID: 29017987,
https://doi.org/10.1289/EHP424.

. Schraufnagel DE. 2020. The health effects of ultrafine particles. Exp Mol Med

52(3):311-317, PMID: 32203102, https://doi.org/10.1038/s12276-020-0403-3.

. Bai L, Chen H, Hatzopoulou M, Jerrett M, Kwong JC, Burnett RT, et al. 2018.

Exposure to ambient ultrafine particles and nitrogen dioxide and incident
hypertension and diabetes. Epidemiology 29(3):323-332, PMID: 29319630,
https://doi.org/10.1097/EDE.0000000000000798.

. Sgrensen M, Poulsen AH, Hvidtfeldt UA, Frohn LM, Ketzel M, Christensen JH,

et al. 2022. Exposure to source-specific air pollution and risk for type 2 diabetes:
a nationwide study covering Denmark. Int J Epidemiol 51(4):1219-1229, PMID:
35285908, https://doi.org/10.1093/ije/dyac040.

. Fairburn J, Schule SA, Dreger S, Karla Hilz L, Bolte G. 2019. Social inequalities in ex-

posure to ambient air pollution: a systematic review in the WHO European Region.
Int J Environ Res Public Health 16(17):3127, PMID: 31466272, https:/doi.org/10.3390/
ijerph16173127.

. Raaschou-Nielsen 0, Taj T, Poulsen AH, Hvidtfeldt UA, Ketzel M, Christensen

JH, et al. 2022. Air pollution at the residence of Danish adults, by socio-
demographic characteristics, morbidity, and address level characteristics.
Environ Res 208:112714, PMID: 35031338, https://doi.org/10.1016/j.envres.2022.
112714

. Serensen M, Hvidtfeldt UA, Poulsen AH, Thygesen LC, Frohn LM, Ketzel M,

et al. 2022. The effect of adjustment to register-based and questionnaire-based
covariates on the association between air pollution and cardiometabolic dis-
ease. Environ Res 203:111886, PMID: 34411546, https://doi.org/10.1016/.envres.
2021.111886.

. Chen H, Burnett RT, Kwong JC, Villeneuve PJ, Goldberg MS, Brook RD, et al.

2013. Risk of incident diabetes in relation to long-term exposure to fine particu-
late matter in Ontario, Canada. Environ Health Perspect 121(7):804-810, PMID:
23632126, https://doi.org/10.1289/ehp.1205958.

. Andersen ZJ, Raaschou-Nielsen 0, Ketzel M, Jensen SS, Hvidberg M, Loft S,

et al. 2012. Diabetes incidence and long-term exposure to air pollution: a
cohort study. Diabetes Care 35(1):92-98, PMID: 22074722, https://doi.org/10.
2337/dc11-1155.

18.

20.

21.

22.

23.

24,

25.

26.

21.

28.

29.

30.

32.

33.

34.

35.

027008-9

. Weinmayr G, Hennig F, Fuks K, Nonnemacher M, Jakobs H, Mohlenkamp S,

et al. Heinz Nixdorf Recall Investigator Group. 2015. Long-term exposure to fine
particulate matter and incidence of type 2 diabetes mellitus in a cohort study:
effects of total and traffic-specific air pollution. Environ Health 14:53, PMID:
26087770, https://doi.org/10.1186/s12940-015-0031-x.

. Rajagopalan S, Brook RD. 2012. Air pollution and type 2 diabetes: mechanistic

insights. Diabetes 61(12):3037-3045, PMID: 23172950, https://doi.org/10.2337/
db12-0190.

Margina D, Ungurianu A, Purdel C, Tsoukalas D, Sarandi E, Thanasoula M, et al.
2020. Chronic Inflammation in the context of everyday life: dietary changes as
mitigating factors. Int J Environ Res Public Health 17(11):4135, PMID: 32531935,
https://doi.org/10.3390/ijerph17114135.

. Byrd DA, Judd SE, Flanders WD, Hartman TJ, Fedirko V, Bostick RM. 2019.

Development and validation of novel dietary and lifestyle inflammation scores.
J Nutr 149(12):2206-2218, PMID: 31373368, https://doi.org/10.1093/jn/nxz165.
Clougherty JE. 2010. A growing role for gender analysis in air pollution epidemi-
ology. Environ Health Perspect 118(2):167-176, PMID: 20123621, https://doi.org/
10.1289/ehp.0900994.

Zhang JS, Gui ZH, Zou ZY, Yang BY, Ma J, Jing J, et al. 2021. Long-term expo-
sure to ambient air pollution and metabolic syndrome in children and adoles-
cents: a national cross-sectional study in China. Environ Int 148:106383, PMID:
33465664, https://doi.org/10.1016/j.envint.2021.106383.

Voss S, Schneider A, Huth C, Wolf K, Markevych I, Schwettmann L, et al. 2021.
ENVINT-D-20-01309: long-term exposure to air pollution, road traffic noise, res-
idential greenness, and prevalent and incident metabolic syndrome: results
from the population-based KORA F4/FF4 cohort in Augsburg, Germany. Environ
Int 147:106364, PMID: 33421766, https://doi.org/10.1016/j.envint.2020.106364.
Zare Sakhvidi MJ, Zare Sakhvidi F, Mehrparvar AH, Foraster M, Dadvand P.
2018. Association between noise exposure and diabetes: a systematic review
and meta-analysis. Environ Res 166:647—657, PMID: 30006240, https://doi.org/10.
1016/j.envres.2018.05.011.

Thacher JD, Poulsen AH, Hvidtfeldt UA, Raaschou-Nielsen O, Brandt J, Geels
C, et al. 2021. Long-term exposure to transportation noise and risk for type 2 di-
abetes in a nationwide cohort study from Denmark. Environ Health Perspect
129(12):127003, PMID: 34855467, https://doi.org/10.1289/EHP9146.

Ohlwein S, Hennig F, Lucht S, Matthiessen C, Pundt N, Moebus S, et al. 2019.
Indoor and outdoor road traffic noise and incident diabetes mellitus: results
from a longitudinal german cohort study. Environ Epidemiol 3(1):e037, PMID:
33778334, https://doi.org/10.1097/EE9.0000000000000037.

Munzel T, Sorensen M, Daiber A. 2021. Transportation noise pollution and cardio-
vascular disease. Nat Rev Cardiol 18(9):619-636, PMID: 33790462, https://doi.org/
10.1038/s41569-021-00532-5.

Klompmaker JO, Janssen NAH, Bloemsma LD, Gehring U, Wijga AH, van den
Brink C, et al. 2019. Associations of combined exposures to surrounding green,
air pollution, and road traffic noise with cardiometabolic diseases. Environ
Health Perspect 127(8):87003, PMID: 31393793, https://doi.org/10.1289/EHP3857.
Thiering E, Markevych |, Briiske |, Fuertes E, Kratzsch J, Sugiri D, et al. 2016.
Associations of residential long-term air pollution exposures and satellite-derived
greenness with insulin resistance in German adolescents. Environ Health
Perspect 124(8):1291-1298, PMID: 26863688, https://doi.org/10.1289/ehp.1509967.
Schmidt M, Pedersen L, Serensen HT. 2014. The Danish Civil Registration
System as a tool in epidemiology. Eur J Epidemiol 29(8):541-549, PMID: 24965263,
https://doi.org/10.1007/s10654-014-9930-3.

Lynge E, Sandegaard JL, Rebolj M. 2011. The Danish National Patient
Register. Scand J Publ Health 39:30-33, PMID: 21775347, https://doi.org/10.
1177/1403494811401482.

. Kildemoes HW, Sgrensen HT, Hallas J. 2011. The Danish National Prescription

Registry. Scand J Public Health 39(suppl 7):38—41, PMID: 21775349, https://doi.org/
10.1177/1403494810394717.

Danish Health Data Agency. Register for Udvalgte Kroniske Sygdomme og Sveere
Psykiske Lidelser. (In Danish). https://www.esundhed.dk/Emner/Operationer-og-
diagnoser/-/media/ADE5S6F96CIDB4777B7E52CAB5C15CE27.ashx [accessed 4
January 2023].

Knudsen JS, Knudsen SS, Hulman A, Witte DR, Gregg EW, Lauritzen T, et al.
2022. Changes in type 2 diabetes incidence and mortality associated with intro-
duction of HbAlc as diagnostic option: a Danish 24-year population-based
study. Lancet Reg Health Eur 14:100291, PMID: 35024680, https://doi.org/10.
1016/j.lanepe.2021.100291.

Wittstrom F, Skajaa N, Bonnesen K, Pedersen L, Ekholm O, Strate L, et al.
2022. Type 2 diabetes and risk of diverticular disease: a Danish cohort study.
BMJ open 12(2):e059852, PMID: 35190447, https://doi.org/10.1136/bmjopen-
2021-059852.

Khan J, Kakosimos KE, Raaschou-Nielsen O, Brandt J, Jensen SS, Ellermann
T, et al. 2019. Development and performance evaluation of new AirGIS — A GIS
based air pollution and human exposure modelling system. Atmos Environ
198:102-121, https://doi.org/10.1016/j.atmosenv.2018.10.036.

131(2) February 2023


https://www.ncbi.nlm.nih.gov/pubmed/31252121
https://doi.org/10.1016/j.envpol.2019.06.033
https://www.ncbi.nlm.nih.gov/pubmed/30660850
https://doi.org/10.1016/j.envint.2019.01.005
https://www.ncbi.nlm.nih.gov/pubmed/32505541
https://doi.org/10.1016/j.redox.2020.101545
https://www.ncbi.nlm.nih.gov/pubmed/29616776
https://doi.org/10.1289/EHP2561
https://www.ncbi.nlm.nih.gov/pubmed/26868440
https://doi.org/10.2337/dc15-1795
https://www.ncbi.nlm.nih.gov/pubmed/29017987
https://doi.org/10.1289/EHP424
https://www.ncbi.nlm.nih.gov/pubmed/32203102
https://doi.org/10.1038/s12276-020-0403-3
https://www.ncbi.nlm.nih.gov/pubmed/29319630
https://doi.org/10.1097/EDE.0000000000000798
https://www.ncbi.nlm.nih.gov/pubmed/35285908
https://doi.org/10.1093/ije/dyac040
https://www.ncbi.nlm.nih.gov/pubmed/31466272
https://doi.org/10.3390/ijerph16173127
https://doi.org/10.3390/ijerph16173127
https://www.ncbi.nlm.nih.gov/pubmed/35031338
https://doi.org/10.1016/j.envres.2022.112714
https://doi.org/10.1016/j.envres.2022.112714
https://www.ncbi.nlm.nih.gov/pubmed/34411546
https://doi.org/10.1016/j.envres.2021.111886
https://doi.org/10.1016/j.envres.2021.111886
https://www.ncbi.nlm.nih.gov/pubmed/23632126
https://doi.org/10.1289/ehp.1205958
https://www.ncbi.nlm.nih.gov/pubmed/22074722
https://doi.org/10.2337/dc11-1155
https://doi.org/10.2337/dc11-1155
https://www.ncbi.nlm.nih.gov/pubmed/26087770
https://doi.org/10.1186/s12940-015-0031-x
https://www.ncbi.nlm.nih.gov/pubmed/23172950
https://doi.org/10.2337/db12-0190
https://doi.org/10.2337/db12-0190
https://www.ncbi.nlm.nih.gov/pubmed/32531935
https://doi.org/10.3390/ijerph17114135
https://www.ncbi.nlm.nih.gov/pubmed/31373368
https://doi.org/10.1093/jn/nxz165
https://www.ncbi.nlm.nih.gov/pubmed/20123621
https://doi.org/10.1289/ehp.0900994
https://doi.org/10.1289/ehp.0900994
https://www.ncbi.nlm.nih.gov/pubmed/33465664
https://doi.org/10.1016/j.envint.2021.106383
https://www.ncbi.nlm.nih.gov/pubmed/33421766
https://doi.org/10.1016/j.envint.2020.106364
https://www.ncbi.nlm.nih.gov/pubmed/30006240
https://doi.org/10.1016/j.envres.2018.05.011
https://doi.org/10.1016/j.envres.2018.05.011
https://www.ncbi.nlm.nih.gov/pubmed/34855467
https://doi.org/10.1289/EHP9146
https://www.ncbi.nlm.nih.gov/pubmed/33778334
https://doi.org/10.1097/EE9.0000000000000037
https://www.ncbi.nlm.nih.gov/pubmed/33790462
https://doi.org/10.1038/s41569-021-00532-5
https://doi.org/10.1038/s41569-021-00532-5
https://www.ncbi.nlm.nih.gov/pubmed/31393793
https://doi.org/10.1289/EHP3857
https://www.ncbi.nlm.nih.gov/pubmed/26863688
https://doi.org/10.1289/ehp.1509967
https://www.ncbi.nlm.nih.gov/pubmed/24965263
https://doi.org/10.1007/s10654-014-9930-3
https://www.ncbi.nlm.nih.gov/pubmed/21775347
https://doi.org/10.1177/1403494811401482
https://doi.org/10.1177/1403494811401482
https://www.ncbi.nlm.nih.gov/pubmed/21775349
https://doi.org/10.1177/1403494810394717
https://doi.org/10.1177/1403494810394717
https://www.esundhed.dk/Emner/Operationer-og-diagnoser/-/media/ADE56F96C9DB4777B7E52CAB5C15CE27.ashx
https://www.esundhed.dk/Emner/Operationer-og-diagnoser/-/media/ADE56F96C9DB4777B7E52CAB5C15CE27.ashx
https://www.ncbi.nlm.nih.gov/pubmed/35024680
https://doi.org/10.1016/j.lanepe.2021.100291
https://doi.org/10.1016/j.lanepe.2021.100291
https://www.ncbi.nlm.nih.gov/pubmed/35190447
https://doi.org/10.1136/bmjopen-2021-059852
https://doi.org/10.1136/bmjopen-2021-059852
https://doi.org/10.1016/j.atmosenv.2018.10.036

36. Brandt J, Silver JD, Frohn LM, Geels C, Gross A, Hansen AB, et al. 2012. An Denmark. Environ Res 182:109051, PMID: 31896468, https://doi.org/10.1016/j.
integrated model study for Europe and North America using the Danish envres.2019.109051.

Eulerian Hemispheric Model with focus on intercontinental transport of air pol- 49. Levin G, losub Cl, Jepsen MR. 2017. Basemap02. Technical Documentation of a
lution. Atmos Environ 53:156-176, https://doi.org/10.1016/j.atmosenv.2012.01.011. Model for Elaboration of a Land-Use and Land-Cover Map for Denmark.

37. Brandt J, Christensen JH, Frohn LM, Berkowicz R. 2003. Air pollution forecast- Technical Report from DCE No. 95. Aarhus, Denmark: Aarhus University,
ing from regional to urban street scale - implementation and validation for two Danish Centre for Environment and Energy.
cities in Denmark. Phys Chem Earth 28:335-344, https://doi.org/10.1016/S1474- 50. Department of Enviromental Science AU, Denmark. Basemap02 for Download,
7065(03)00054-8. https://envs.au.dk/en/research-areas/society-environment-and-resources/land-use-

38. Jensen SS, Plejdrup MS, Hillig K. 2019. GIS-based National Road and Traffic and-gis/basemap/basemap02-for-download [accessed 4 January 2023].

Database 1960-2020. Technical Report No. 151. Aarhus, Denmark: Aarhus 51. Bellemare F, Jeanneret A, Couture J. 2003. Sex differences in thoracic dimen-
University, Danish Centre for Environment and Energy. sions and configuration. Am J Respir Crit Care Med 168(3):305-312, PMID:

39. Vignati E, Wilson J, Stier P. 2004. M7: an efficient size-resolved aerosol micro- 12773331, https://doi.org/10.1164/rccm.200208-8760C.
physics module for large-scale aerosol transport models. J Geophys Res 109: 52. lorga A, Cunningham CM, Moazeni S, Ruffenach G, Umar S, Eghbali M. 2017.
D22202, https://doi.org/10.1029/2003J D004485. The protective role of estrogen and estrogen receptors in cardiovascular dis-

40. Frohn LM, Ketzel M, Christensen JH, Brandt J, Im U, Massling A, et al. 2021. ease and the controversial use of estrogen therapy. Biol Sex Differ 8(1):33,
Modelling ultrafine particle number concentrations at address resolution in PMID: 29065927, https://doi.org/10.1186/s13293-017-0152-8.

Denmark from 1979-2018 — part 1: regional and urban scale modelling and 53. Yan H, Yang W, Zhou F, Li X, Pan Q, Shen Z, et al. 2019. Estrogen improves insu-
evaluation. Atmos Environ 264:118631, https://doi.org/10.1016/j.atmosenv.2021. lin sensitivity and suppresses gluconeogenesis via the transcription factor
118633. Foxo1. Diabetes 68(2):291-304, PMID: 30487265, https://doi.org/10.2337/db18-0638.

41. Ketzel M, Frohn LM, Christensen JH, Brandt J, Massling A, Andersen C, et al. 54. Zhang YB, Chen C, Pan XF, Guo J, Li Y, Franco OH, et al. 2021. Associations of
2021. Modelling ultrafine particle concentrations at address resolution in healthy lifestyle and socioeconomic status with mortality and incident cardio-
Denmark from 1979 to 2019 — part 2: street scale modelling and evaluation. vascular disease: two prospective cohort studies. BMJ 373:n604, PMID:
Atmos Environ 264:118633, https://doi.org/10.1016/j.atmosenv.2021.118633. 33853828, https://doi.org/10.1136/bmj.n604.

42. Hvidtfeldt UA, Ketzel M, Sorensen M, Hertel 0, Khan J, Brandt J, et al. 2018. 55. Jargensen ME, Ellervik C, Ekholm 0O, Johansen NB, Carstensen B. 2020.
Evaluation of the Danish AirGIS air pollution modeling system against meas- Estimates of prediabetes and undiagnosed type 2 diabetes in Denmark: the
ured concentrations of PM2.5, PM10, and black carbon, Environ Epidemiol 2: end of an epidemic or a diagnostic artefact? Scand J Public Health 48(1):106—
€014, https://doi.org/10.1097/EE9.0000000000000014. 112, PMID: 30222048, https://doi.org/10.1177/1403494818799606.

43. Ketzel M, Berkowicz R, Hvidberg M, Jensen SS, Raaschou-Nielsen 0. 2011. 56. Moody A, Cowley G, Ng Fat L, Mindell JS. 2016. Social inequalities in preva-
Evaluation of AirGIS: a GIS-based air pollution and human exposure modelling lence of diagnosed and undiagnosed diabetes and impaired glucose regulation
system. Int J Environ Pollution 47:226-238, https://doi.org/10.1504/1JEP.2011. in participants in the Health Surveys for England series. BMJ Open 6:010155,
047337. PMID: 26857106, https://doi.org/10.1136/bmjopen-2015-010155.

44. Textor J, van der Zander B, Gilthorpe MS, Liskiewicz M, Ellison GT. 2016. Robust 57. Ruiz PL, Hopstock LA, Eggen AE, Njglstad I, Grimnes G, Stene LC, et al. 2021.
causal inference using directed acyclic graphs: the R package 'dagitty’. Int J Undiagnosed diabetes based on HbAlc by socioeconomic status and health-
Epidemiol 45(6):1887—-1894, PMID: 28089956, https://doi.org/10.1093/ije/dyw341. care consumption in the Tromse Study 1994-2016. BMJ Open Diabetes Res

45. Hajat A, Maclehose RF, Rosofsky A, Walker KD, Clougherty JE. 2021. Care 9(2):e002423, PMID: 34782335, https://doi.org/10.1136/bmjdrc-2021-002423.
Confounding by socioeconomic status in epidemiological studies of air pollution 58. Claypool KT, Chung MK, Deonarine A, Gregg EW, Patel CJ. 2020. Characteristics
and health: challenges and opportunities. Environ Health Perspect 129(6):65001, of undiagnosed diabetes in men and women under the age of 50 years in the
PMID: 34124937, https://doi.org/10.1289/EHP7980. Indian subcontinent: the national family health survey (NFHS-4)/Demographic

46. Roffman CE, Buchanan J, Allison GT. 2016. Charlson Comorbidities Index. J Health Survey 2015-2016. BMJ Open Diabetes Res Care 8(1):e000965, PMID:
Physiother 62(3):171, PMID: 27298055, https://doi.org/10.1016/j.jphys.2016.05.008. 32098896, https://doi.org/10.1136/bmjdrc-2019-000965.

47. Bendtsen H. 1999. The Nordic prediction method for road traffic noise. Sci 59. Reczek C, Gebhardt-Kram L, Kissling A, Umberson D. 2018. Healthcare work in
Total Environ 235:331-338, https://doi.org/10.1016/S0048-9697(99)00216-8. marriage: how gay, lesbian, and heterosexual spouses encourage and coerce

48. Thacher JD, Poulsen AH, Raaschou-Nielsen 0, Jensen A, Hillig K, Roswall N, medical care. J Health Soc Behav 59(4):554-568, PMID: 30381973, https://doi.org/
et al. 2020. High-resolution assessment of road traffic noise exposure in 10.1177/0022146518808718.

Environmental Health Perspectives 027008-10 131(2) February 2023


https://doi.org/10.1016/j.atmosenv.2012.01.011
https://doi.org/10.1016/S1474-7065(03)00054-8
https://doi.org/10.1016/S1474-7065(03)00054-8
https://doi.org/10.1029/2003JD004485
https://doi.org/10.1016/j.atmosenv.2021.118633
https://doi.org/10.1016/j.atmosenv.2021.118633
https://doi.org/10.1016/j.atmosenv.2021.118633
https://doi.org/10.1097/EE9.0000000000000014
https://doi.org/10.1504/IJEP.2011.047337
https://doi.org/10.1504/IJEP.2011.047337
https://www.ncbi.nlm.nih.gov/pubmed/28089956
https://doi.org/10.1093/ije/dyw341
https://www.ncbi.nlm.nih.gov/pubmed/34124937
https://doi.org/10.1289/EHP7980
https://www.ncbi.nlm.nih.gov/pubmed/27298055
https://doi.org/10.1016/j.jphys.2016.05.008
https://doi.org/10.1016/S0048-9697(99)00216-8
https://www.ncbi.nlm.nih.gov/pubmed/31896468
https://doi.org/10.1016/j.envres.2019.109051
https://doi.org/10.1016/j.envres.2019.109051
https://envs.au.dk/en/research-areas/society-environment-and-resources/land-use-and-gis/basemap/basemap02-for-download
https://envs.au.dk/en/research-areas/society-environment-and-resources/land-use-and-gis/basemap/basemap02-for-download
https://www.ncbi.nlm.nih.gov/pubmed/12773331
https://doi.org/10.1164/rccm.200208-876OC
https://www.ncbi.nlm.nih.gov/pubmed/29065927
https://doi.org/10.1186/s13293-017-0152-8
https://www.ncbi.nlm.nih.gov/pubmed/30487265
https://doi.org/10.2337/db18-0638
https://www.ncbi.nlm.nih.gov/pubmed/33853828
https://doi.org/10.1136/bmj.n604
https://www.ncbi.nlm.nih.gov/pubmed/30222048
https://doi.org/10.1177/1403494818799606
https://www.ncbi.nlm.nih.gov/pubmed/26857106
https://doi.org/10.1136/bmjopen-2015-010155
https://www.ncbi.nlm.nih.gov/pubmed/34782335
https://doi.org/10.1136/bmjdrc-2021-002423
https://www.ncbi.nlm.nih.gov/pubmed/32098896
https://doi.org/10.1136/bmjdrc-2019-000965
https://www.ncbi.nlm.nih.gov/pubmed/30381973
https://doi.org/10.1177/0022146518808718
https://doi.org/10.1177/0022146518808718

	Effects of Sociodemographic Characteristics, Comorbidity, and Coexposures on the Association between Air Pollution and Type 2 Diabetes: A Nationwide Cohort Study
	Introduction
	Methods
	Study Population
	Outcome
	Estimation of Air Pollution Exposure
	Sociodemographic Variables
	Financial Stress and Comorbidity
	Road Traffic Noise
	Green Space
	Statistical Analyses

	Results
	Discussion
	Acknowledgments
	References


