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BACKGROUND: The impact of different transportation noise sources and noise environments on arterial stiffness remains unknown.

OBJECTIVES: We evaluated the association between residential outdoor exposure to annual average road, railway, and aircraft noise levels, total noise
intermittency (IR), and total number of noise events (NE) and brachial-ankle pulse wave velocity (baPWV) following a cross-sectional design.

METHODS: We measured baPWV (meters/second) in 2,775 participants (49-81 y old) at the second follow-up (2010-2011) of the Swiss Cohort Study
on Air Pollution and Lung and Heart Diseases in Adults (SAPALDIA). We assigned annual average road, railway, and aircraft noise levels
(Ldengoyce ), total day- and nighttime NEy,e and IRy (percent fluctuation = 0%, none or constant noise; percent fluctuation = 100%, high fluctuation)
at the most exposed fagade using 2011 Swiss noise models. We applied multivariable linear mixed regression models to analyze associations.

RESULTS: Medians [interquartile ranges (IQRs)] were baPWV =134 (3.1) m/s; Lden,, (57.6% exposed)=32.8 (8.0) dB; Lden.; (44.6%
exposed) =30.0 (8.1) dB; Lden,aq (99.7% exposed): 54.2 (10.6) dB; NEygn = 123 (179); NEgqyy =433 (870); IRpighi =73% (27); and IRy, =63.8%
(40.3). We observed a 0.87% (95% CI: 0.31, 1.43%) increase in baPWV per IQR of Lden,,;, which was greater with IRyign > 80% or with daytime
sleepiness. We observed a nonsignificant positive association between Ldeny,q and baPWV in urban areas and a negative tendency in rural areas.
NE,igni, but not NEg,y, was associated with baPWV. Associations were independent of the other noise sources and air pollution.

Conclusions: Long-term exposure to railway noise, particularly in an intermittent nighttime noise environment, and to nighttime noise events, mainly
related to road noise, may affect arterial stiffness, a major determinant of cardiovascular disease. Ascertaining noise exposure characteristics beyond

average noise levels may be relevant to better understand noise-related health effects. https://doi.org/10.1289/EHP1136

Introduction

There is substantial epidemiological evidence relating long-term
exposure to transportation noise with cardiovascular disease
(CVD) (Babisch 2014; Vienneau et al. 2015), which is the lead-
ing cause of morbidity and mortality worldwide (Lozano et al.
2012; Murray et al. 2012). It is proposed that noise affects CVD
through stress reactions that repeatedly trigger the autonomic
nervous and endocrine systems (Babisch 2002), particularly
during resting periods and while sleeping. This is supported by
field and experimental sleep studies that have observed increases
in stress hormones, specifically catecholamines (Babisch 2003;
Schmidt et al. 2013), as well as in blood pressure, heart rate and
endothelial dysfunction (Basner et al. 2011; Schmidt et al.
2013), and little habituation of the cardiac arousals under
repeated nighttime noise exposure (Basner et al. 2011). Noise-
induced stress and sleep disturbances could also increase corti-
sol levels, disrupt the circadian rhythm, and promote oxidative
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stress and inflammation (Miinzel et al. 2016; Recio et al. 2016).
Long-term noise exposure could therefore lead to chronic
homeostatic changes and contribute to vascular damage, diabe-
tes, obesity, and hypertension, which could contribute to CVD
(Babisch 2002). However, although there is increasing evidence
for the association of noise with hypertension (van Kempen and
Babisch 2012), little is known about the impact of noise on rele-
vant cardiovascular end points such as arterial stiffness, a major
risk factor and a strong independent predictor of future CVD
and mortality (Zieman et al. 2005).

The potential involvement of arterial stiffness was suggested
by an experimental study, which observed acute nighttime air-
craft noise effects on endothelial dysfunction (Schmidt et al.
2013). Two recent epidemiological studies also observed associa-
tions between residential outdoor exposure to annual average
road noise levels, commonly used as a long-term exposure indi-
cator, and isolated high systolic blood pressure (Babisch et al.
2014a; Foraster et al. 2014), which indicates loss of arterial elas-
ticity (Franklin et al. 1997) and translates into increased pulse
pressure, an indirect marker of arterial stiffness (Zieman et al.
2005). However, to our knowledge, no epidemiological study has
assessed the impact of noise on direct markers of arterial stiff-
ness. Recent technological advancements provide the opportunity
to use reliable new arterial stiffness measures in clinical practice
and in large samples (Vlachopoulos et al. 2012, 2015). Brachial-
ankle pulse wave velocity (baPWV) is a valid, noninvasive, easy
to use, and reproducible oscillometric measure of both peripheral
and central arterial stiffness (Endes et al. 2015).

Transportation noise sources (from road, railway, and aircraft)
are the most prevalent environmental noise exposures in the
European population (European Environment Agency 2014) but
are rarely studied together (Méline et al. 2015). Most epidemio-
logical studies have focused on long-term exposure to either
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outdoor road or aircraft noise levels at home, as shown in meta-
analyses (Babisch 2014; Vienneau et al. 2015), and fewer have
evaluated railway noise (Dratva et al. 2012; Seidler et al. 2016a,
2016b; Sgrensen et al. 2011). Although previous epidemiological
studies have focused on average noise levels, field studies suggest
that nighttime noise events correlate better with awakening reac-
tions and cardiac arousals than average levels (Basner et al. 2011;
Brink et al. 2008). Therefore, it is unclear whether average levels
alone are a good predictor for cardiovascular effects. Studies are
needed that evaluate not only average noise levels but the rele-
vance of their content in noise events. Moreover, little is known
about the importance of environments with low and high noise
fluctuation (i.e., constant noise vs. isolated events that stand out
from a quiet background, respectively), particularly at night.
Very recently, a new indicator called intermittency ratio was cre-
ated, which allows the estimation of this characteristic (Wunderli
et al. 2016).

In this study, we aimed to evaluate the association of long-
term exposure to transportation noise levels and their temporal
structure with baPWV in an adult population-based Swiss cohort
by assessing residential outdoor annual average levels of road,
railway, and aircraft noise; total (all-source) noise intermittency
ratio; and total number of noise events, and accounting for sev-
eral confounders including coexposure to traffic-related air pollu-
tion. We also evaluated how the studied associations with
baPWYV were modified by different noise exposure situations and
participant characteristics.

Methodology

Study Sample

The Swiss Cohort Study on Air Pollution and Lung and Heart
Diseases in Adults (SAPALDIA) is a population-based cohort of
adults. The baseline study population was examined in 1991
(SAP1) and consisted of a random selection of 9,651 adults 18—
60 y old from eight environmentally diverse areas in Switzerland
corresponding to different municipalities (Martin et al. 1997).
The first follow-up (SAP2) was in 2001-2003 (n=28,047; 83%
response rate) (Ackermann-Liebrich et al. 2005). The second
follow-up (SAP3) was in 2010-2011 (n=6,088; 76% response
rate), and it aimed to further investigate CVD and aging. In
SAP3, arterial stiffness was measured in a random sample of
3,086 participants who were >50y old in the examination year
(64% of the 4,832 participants in this age range), which consti-
tutes the gross sample of the present cross-sectional study.

The study was approved by the ethics boards of the eight
SAPALDIA study communities, and all participants signed informed
consent.

Arterial Stiffness

At SAP3, we measured baPWV using a noninvasive VaSera VS-
1500N vascular screening system (Fukuda Denshi). As described
elsewhere (Endes et al. 2015, 2016), measurements were taken in
supine position after >10min of rest in a quiet room with con-
stant temperature. Common blood pressure cuffs were placed on
each upper arm and above the ankles. The initial notch of the
pulse waves at the heart and at the ankle was detected on average
over six cardiac cycles (a cardiac cycle or beat includes systole,
diastole, and the intervening pause) by attaching electrocardio-
gram leads at each wrist and a phonocardiogram on the sternal
border in the second intercostal space. The time delay of the pulse
wave from the heart to the ankle was determined by a foot-to-foot-
method. Vascular length between the heart valve and the ankle ar-
tery was estimated by the VSS-10 software (Fukuda Denshi) using
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the manufacturer’s height-based formula. Brachial-ankle pulse
wave velocity reflects arterial stiffness between the brachial and
tibial arteries and is calculated by dividing the arterial length by
the time delay of the pulse waves (meters/second). We used the
average of two consecutive measurements at 3—5-min intervals
and of both body sides for analyses. Reproducibility was high in
this cohort (Endes et al. 2015). Blood pressure was measured fol-
lowing standard protocols (Pickering et al. 2005), in sitting posi-
tion and after 10 min of rest, using a validated automatic device
(Omron 705IT, Omron Healthcare, Japan). Two measurements
were taken, separated by >3 min, and their mean was calculated.
Mean arterial pressure (MAP) was calculated as follows: MAP =
(2 x diastolic blood pressure + systolic blood pressure) /3.

Noise Exposure Assessment

Based on the source-specific noise models described below, we
assigned annual average road, railway, and aircraft noise levels,
total number of noise events, and total noise intermittency ratio at
the height of the floor of the most exposed facade of the geo-
coded residential addresses. Addresses were indicated by partici-
pants. The indicators were derived as follows.

Noise models provided A-weighted long-term average sound
pressure levels determined over all day (Lday; 0700-1900 hours),
evening (Leve, 1900-2300 hours), and night (Lnight, 2300-0700
hours) periods of a year (in decibels) as defined in Directive
2002/49/EC (European Parliament and Council of the European
Union 2002). We combined these time periods to derive the
standard 24-h annual average European Union (EU) indicator
Lden (in decibels), with 5-dB and 10-dB penalties for Leve and
Lnight, respectively, and with truncation at 35 dB for road and at
30 dB for aircraft and railway noise.

As reported previously (Wunderli et al. 2016), the total annual
average number of noise events for all sources was counted for
nighttime (NEgn) and daytime (NEg,). Noise events were
counted when their maximum noise level exceeded a certain cal-
culated threshold (i.e., 3 dB above the total A-weighted average
sound pressure level per hour). Total nighttime (IRpign) and day-
time intermittency ratios (IRg,y) were then calculated as the per-
centage of the total sound energy due to the isolated events, that
is to say, the ratio between the events’ noise level for period T
(Leg,T,events) and the total noise level for the same period T
(Leg,T,100)» both expressed in sound energy (unit: percent)
(Equation 1). We used the total of all sources to study whether
the overall noise environment was fluctuating or more constant.

10041Leq,T,evems

IR= W x 100 (%) [1]

Source-specific noise models for Switzerland for 2011 were
produced to provide detailed exposure assessment in the frame-
work of the SIRENE project (Short and Long Term Effects of
Transportation Noise Exposure) and are described elsewhere
(Karipidis et al. 2014). Briefly, the aircraft noise modeling
included the emissions of one military and the three major civil
airports. Noise levels were calculated with FLULA2 software
(version 4; Empa) using a combination of traffic statistics
(Federal Office of Civil Aviation), radar data (Ziirich), acoustic
footprints (Basel, Geneva), and idealized number and time of
flight paths for the military airport (Payerne). Railway noise lev-
els were derived using sonRAIL (Thron and Hecht 2010), and
noise propagation was calculated with the Swiss railway noise
model SEMIBEL (FOEN 1990). The calculations considered the
railway tracks’ geometry, location of switch points, noise bar-
riers, train types, driving speed, and traffic statistics. Road noise
levels were calculated using the sonROAD emission model

097004-2



(Heutschi 2004) and the StL-86 propagation model (FOEN 1987)
with input data from 3-D geometry, including bridges, noise bar-
riers, road slopes, type and width, speed limits, traffic statistics in
an hourly resolution per each road type, and location and height
of noise barriers (Karapidis et al. 2014).

Air Pollution Exposure Assessment

Outdoor air pollution was assigned to the geocoded participants’
addresses as biannual average nitrogen dioxide concentrations
(NO,) and average particulate matter of 2.5 pm diameter (PMy s).
NO, was prioritized as a marker of near-road air pollution and
was thus considered the main potential confounder of road noise
effects. Biannual estimates were available from validated land-use
regression (LUR) models generated for SAPALDIA and repre-
sented exposure during the recruitment period of 2010-2011.
Traffic variables and national dispersion model estimates were im-
portant predictors in these LUR models (Eeftens et al. 2016).

Other Explanatory Variables

We collected the following information at SAP 3 using personal
interview—administered questionnaires: age (continuous), sex (male/
female), educational level achieved (low/middle/high), smoking
(no/yes), number of pack-years smoked (continuous), passive
smoking (no/yes), alcohol consumption (no/yes), consumption
of raw vegetables (days/week), cooked vegetables (days/week),
and fish (days/week), bedroom orientation (street/backyard), clos-
ing windows at night (no/yes), study area (municipality), self-
reported hearing impairment (none/mild/severe), self-reported
doctor-diagnosed CVD, cardiovascular medication (none vs. >1),
and the Epworth daytime sleepiness score from O (none) to 24
(maximum) (Johns 1991). Based on a short questionnaire, we
defined physical activity as exercising for >150 min/wk at a mod-
erate intensity according to physical activity guidelines (WHO 2010).
General transportation noise annoyance was assessed using the ques-
tion, “How much are you disturbed by transportation noise at home
when windows are opened?” on an International Commission on the
Biological Effects of Noise (ICBEN)-type 11-point scale from 0
(not at all annoyed) to 10 (extremely annoyed) (Fields et al.
2001). We also scored the item, “Are you sensitive to noise?”” on
a 6-point scale from 1 (strongly disagree) to 6 (strongly agree).
This item is part of the 10-item Weinstein noise sensitivity score
(Weinstein 1980, 1978). We also accounted for an administrative
neighborhood-level socioeconomic index (deprivation index)
based on the median household income, household occupancy,
educational level, and occupation of the head of household
reported in the 2000 census (Panczak et al. 2012). Finally, we
used the measured height and weight to calculate body mass
index (BMI) in kilograms per meter squared.

Statistical Analyses

We included 2,775 participants (i.e., >90% of the sample with
baPWV measurements, n=3,086) who had complete data on the
outcome, exposures, and covariates of the main model described
below.

We performed descriptive analyses of all variables and
derived the natural logarithm of baPW'V to normalize its distribu-
tion. We assessed bivariable relationships between baPWV,
noise, and air pollution indicators with Spearman rank correla-
tion. To assess the shape of the association of all independent
variables with baPWV, we used penalized smoothing splines,
and we transformed variables accordingly for nonlinear associa-
tions. As a result, we analyzed BMI as a squared term and cate-
gorized NE in quartiles. No transformation was required for food
consumption variables (days/week). We only dichotomized these
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variables in descriptive analyses for better visualization, given
their skewed distribution.

Lden was prioritized as the EU marker and for conciseness,
given its very high correlation with Lday (r;=0.92-1.00) and
particularly with Lnight (r;=0.98-1.00) levels, for both railway
and road noise levels (see Table S1). Furthermore, nighttime air-
craft activity was limited in this sample (see Table S2).
Correlations were rather high between IRy,y and IRign (r=0.88)
and between NEg,y and NE;gn (ry=0.80), but they varied in lev-
els and in range and in their day- and nighttime correlations with
source-specific noise levels (see Tables S1 and S2). Therefore, in
main analyses, we prioritized nighttime IR and NE as the most
relevant time window for cardiovascular noise effects (Basner
etal. 2011).

We evaluated the percent change in the geometric mean of
baPWV per interquartile range (IQR) change in the noise indica-
tors using multivariable linear mixed models. Linear mixed mod-
els are an extension of linear regression models that permit the
inclusion of a random intercept by study area to account for
between-area effects.

First, we studied associations of railway, road, and aircraft
Lden levels and IRyigh and NEgigne with baPWV separately, in
single-exposure models. The main model (model A) was a multi-
exposure model including all source-specific Lden levels. We
further adjusted for IRygne (model B) or NE,n (model C) to
evaluate the impact of the noise level, the fluctuating noise envi-
ronment, and the noise events independently of each other. In
secondary analyses, we further explored models B and C with
IRyay and NEg,y instead of IRighe and NEy;gy.

All models were adjusted for covariates selected a priori, as
suggested in previous literature on baPWV (Endes et al. 2016)
and noise-related CVD epidemiology (Vienneau et al. 2015): sex,
age, sexxage, education, smoking status, pack-years smoked,
second-hand smoke exposure, alcohol consumption, fish and
cooked and raw vegetable consumption, BMI, BMI?, physical ac-
tivity, MAP, MAPXxsex, and NO, levels. Models were adjusted
for MAP to obtain a clean measure of arterial stiffness with
baPWV (Endes et al. 2016; Vlachopoulos et al. 2012). Given the
substantial left-truncation of the aircraft and railway Lden levels,
we also included a source-specific indicator variable with a value
of zero for left-truncated observations and a value of 1 otherwise;
this allowed us to interpret results for those above the truncation
threshold. Covariates were included in consecutive increasing
adjustment sets to check their influence on the estimated effect
(see Figure S1). Figure S1 also considers adjustment for potential
confounders not included in the main model because of missing
observations and for two potential mediators of the studied asso-
ciation (noise annoyance and daytime sleepiness).

We studied characteristics of the sample that could modify
the association between the source-specific Lden levels and
baPWV, specifically: sex, daytime sleepiness score, noise annoy-
ance, noise sensitivity, IRygn, study area recategorized as urban
versus rural area, bedroom orientation, and closing windows at
night. For this purpose, interaction terms between the noise expo-
sure variable and the respective potential modifying factor were
tested as part of the main multiexposure model A.

In sensitivity analyses, we studied potential exposure misclas-
sification by residential mobility by excluding movers in the 10 y
before the visit. We also evaluated model A after exclusion of
participants with hearing impairment or CVD (to avoid uncer-
tainty on perception and outcome due to different degrees of dis-
ease and treatment).

To assess potential selection bias, we compared the character-
istics of the final sample with those of the underlying SAP3 sam-
ples from which it was extracted. Furthermore, we assessed
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Table 1. Main characteristics of the study sample.
Variables

Continuous variables [median (IQR)]

Total n=2,775

Brachial-ankle pulse wave velocity (m/s) 13.4 (3.1)
Lden, road (dB) 54.2 (10.6)
Lden, railway (dB) 30.0 (8.1)
Lden, aircraft (dB) 32.8 (8.0)
IRighe (%) 73.1(27.2)
NEqighe (n) 122.9 (178.9)
Nitrogen dioxide (pg/m?) 17.3 (10.5)
Age (years) 63.2 (12.3)
Pack-years smoked 1.0 (20.5)
Body mass index (kg/m?) 25.9 (5.6)
Mean blood pressure (mmHg) 97.5 (16.0)
Noise sensitivity score (n)” 3.2(1.6)
Daytime sleepiness score (n)” 14.0 (5.0)
Categorical variables [n (%)]
% exposed to Lden, road 2,766 (99.7)
% exposed to Lden,* railway 1,237 (44.6)
% exposed to Lden, aircraft 1,598 (57.6)
Sex, women 1,417 (51.1)
Education
Low 169 (6.1)
Middle 1,817 (65.5)
High 789 (28.4)
Smoking
Never 1,175 (42.3)
Former 1,140 (41.1)
Current 460 (16.6)
Secondhand smoke, yes 330 (11.9)
Alcohol consumption, yes 1,286 (46.3)
Moderate physical activity, >150 min/week 1,648 (59.4)
Raw vegetables, >5 d/w 2,013 (72.5)
Cooked vegetables, >5 d/w 1,586 (57.2)
Fish, >1 d/w 1,889 (68.1)
Study area
Basel 329 (11.9)
Wald 484 (17.4)
Davos 289 (10.4)
Lugano 357 (12.9)
Montana 307 (11.1)
Payerne 350 (12.6)
Aarau 457 (16.5)
Geneva 202 (7.3)
Bedroom orientation, backyardb 1,607 (58.2)
Close window at night,” yes 621 (22.5)
Noise annoyance, yes 1,588 (57.2)
CVD medication, yes 835 (30.1)
CVD,” yes 1,090 (39.3)

Note: CVD, cardiovascular disease; IQR, interquartile range; IRpigp, total nighttime
noise intermittency ratio; Lden, annual average noise levels for 24h with +5dB and
+ 10dB penalties for the evening and night, respectively; NE,;z, total nighttime num-
ber of noise events.

“11.9% missing observations.

< 1% missing observations.

“Percent exposed above Lden truncation level (road, 35 dB; railway and aircraft, 30 dB).
Medians (IQR) for railway and aircraft Lden levels among those exposed were respec-
tively 40.0 (45) dB and 37.1 (29.4) dB.

potential participation selection bias due to loss to follow-up
from the baseline recruitment (SAP1, n=9,651) with inverse
probability weighting (IPW), applying the inverse of the proba-
bility of participating in the present study to the main model.
Probabilities were derived using variables from the baseline
recruitment that predicted participation in the present study.

Analyses were performed using Stata v.13.0 (StataCorp LLC)
and R v.3.1.3 (R Foundation for Statistical Computing). Statistical
significance was considered at an alpha level of 0.05.

Results
The characteristics of the study sample (n=2,775) were similar
to those of the underlying SAP3 sample in which baPWV was
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measured (n=3,068) and to those of the entire SAP3 sample for
the same age range (n=4,832). The final sample differed from
the entire SAP3 sample (n=6,088) mainly in being 3 y older and
more medicated and in having more CVD but a slightly better
lifestyle (see Table S2).

Participants had a median (and average) age of 63 y
(IQR = 12.3; range: 49.4-80.9); 51% were women, and their me-
dian baPWV was 13.4 m/s (IQR=3.1; range: 8.8-26.2) (Table
1). The medians (IQRs) of road, railway, and aircraft Lden levels
were 54.2 (10.6), 30.0 (8.1), and 32.8 (8.0) dB, respectively; and
those of NEjighi, NEgay, IRpigh, and IRgyy were 123 (179), 433
(870), 73.1% (27.2), and 63.8% (40.3), respectively. In addition,
99.7%, 44.6% and 57.6% of the study population were exposed to
road, railway, and aircraft Lden levels above the truncation value,
respectively. Medians (IQRs) for railway and aircraft Lden levels
among those exposed were 40.0 (45) and 37.1 (29.4) dB, respec-
tively (Table 1; see also Figure S2).

In bivariate analyses, we observed a small significant correla-
tion between railway noise levels and baPWV (Spearman rank
correlation, »=0.04) (see Table S1).

The highest correlation between source-specific Lden levels
was r=0.13 between railway and aircraft Lden levels. The high-
est correlation of IRpgn was with both railway and road Lden
levels (r=0.11), and the lowest was between IRg,y and road
Lden levels (r= —0.06). Road Lden levels had the highest corre-
lation with NEg,, and NEe (r=0.77 and r=0.67, respectively,
treated as continuous variables) and with air pollution (r=0.42
with NO,, and r=0.22 with PM; 5). Railway Lden levels had the
highest correlation with NO, (r=0.21), and aircraft Lden levels
had the highest correlation with PM, 5 (r=0.24).

In multivariable analyses (Table 2), railway Lden levels and
NE,one were significantly associated with baPW'V, but road and
aircraft Lden levels and IRpigp, were not.

Specifically, an IQR change in railway Lden levels was asso-
ciated with an increase of 0.87% (95% CI: 0.31, 1.43) in baPWV
in the adjusted single-exposure model (Table 2) or 1.08% (95%
CI: 0.39, 1.78) per 10 dB (see Table S3). This association was
linear (see Figure S3) and remained after adjustment for all noise
sources, IRyjghe or NEggn, NO;, PMys, and other additional
adjustments. The estimated effect was mainly influenced by age
and by MAP, which decreased the association by ~ (.2 points
each (Table 2; see also Figure S1).

The association between NEon and baPWV showed dose de-
pendency and became stronger in magnitude after adjustment for
all Lden sources (Table 2), reaching an increment of 2.64% (95%
CI: 1.05, 4.22) in baPWYV for the highest NE quartile. Compared
with the nighttime period, daytime NE was not associated with
baPWV, and there was a nonsignificant negative association
between daytime IR and baPWV (see Table S4). Adjusting for
these variables did not alter the association between railway Lden
levels and baPWV.

Figure 1 shows the results for the effect modification analy-
ses. A nonsignificant positive association between road Lden lev-
els and baPWV was observed in urban areas [0.72% (95% CI:
—0.14, 1.58); p=0.099], whereas the association was negative
but further from significance in rural areas [—0.64% (95% CI:
—1.65, 0.36); p=0.210]; the interaction was statistically signifi-
cant (p-value of interaction =0.031) (Figure 1). The association
between railway Lden levels and baPWV was greater at higher
IR g levels, reaching a 1.22% increase (95% CI: 0.58, 1.86) in
baPWV in the highest IR group (p-valuefortrend= 0.124, p-
value of interaction for IR >80% vs. <80% =0.053). The magni-
tude of the association was also greater for participants who
reported daytime sleepiness above the median [1.26% (95% CI:
0.54, 1.98)] than for those who did not [1.00% (95% CI: —0.10,
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Table 2. Associations of annual average transportation noise levels (Lden), total nighttime noise intermittency ratio (IRpign), and total number of nighttime

noise events (NE,gn) with arterial stiffness (n=2,775).

Single-exposure models

Noise indicator % (95% CI)

Multiexposure model A
% (95% CI)

Multiexposure model B
% (95% CI)

Multiexposure model C
% (95% CI)

Lden, road 0.19 (—=0.50, 0.88)
Lden, railway 0.87 (0.31, 1.43)**
Lden, aircraft —0.21 (-1.30, 0.88)
IRnighl -0.05 (—068, 057)
NEpign, Q1 (0-54.8) Reference

NEqigh, Q2 (55.1-122.9) 0.71 (—0.48, 1.91)
NEnpigh Q3 (123.2-233.7) 0.89 (—0.33,2.11)
NEqighi, Q4 (233.8-1324.3) 1.77 (0.45, 3.09)%**

0.16 (—0.53, 0.85)
0.87 (0.31, 1.43)%*
—0.33 (—1.43,0.77)

0.24 (-0.47, 0.95) —0.59 (—1.45,0.27)
0.92 (0.35, 1.49)** 1.01 (0.44, 1.58)**
—0.31 (=1.41,0.79) —0.26 (—1.36, 0.83)

—0.31 (-0.97, 0.35) —

Reference
0.97 (-0.23, 2.17)
1.42 (0.14, 2.70)**

— 2.64 (1.05, 4.22)**

Note: Subjects were exposed to road (99.7%), railway (44.6%), and aircraft (57.6%) Lden levels above the truncation value. Single-exposure models include one noise indicator at a
time. Multiexposure model A includes all source-specific Lden levels; model B =model A + IR; model C = model A + NE. All percent changes are per interquartile range (IQR) of the
respective noise indicator (road, 10.6 dB; railway, 8.1 dB; aircraft, 8 dB; IR, 27.2%), or quartiles (Qs) for NE. All linear mixed models were adjusted for sex, age, sex X age, education,
smoking status, pack-years smoked, secondary smoke, alcohol consumption, diet, body mass index (BMI), BMI?, physical activity, mean arterial pressure (MAP), MAP X sex, nitrogen
dioxide, noise truncation indicators, and a random intercept by study area. *p <0.1, *¥*p <0.05.

1.22); p-value of interaction =0.086. We found no evidence of
other statistically significant interactions or nonsignificant trends.

In sensitivity analyses, the magnitude of the associations
between transportation Lden levels and baPWV were greater af-
ter applying IPW to weight for participant selection bias since the
beginning of the cohort (see Table S5).

The association between railway Lden levels and baPWV
remained similar in magnitude when restricting the sample to
nonmovers during the 10 y before examination or to those with-
out hearing impairment or CVD (factors that may interfere with
the exposure or the outcome). Associations of road and aircraft
Lden levels with baPWV became more positive for nonmovers
and more negative for those without CVD or hearing impairment,
but all remained highly nonsignificant.

Discussion

To our knowledge, this is the first epidemiological study to evalu-
ate the association between long-term exposure to transportation
noise and a direct marker of arterial stiffness, exploring the rela-
tive contribution of the different sources and assessing the impact
of total noise events and total noise intermittency ratio. We
observed a linear association between annual average railway
noise levels (expressed with Lden) and baPWV, which might be
greater in highly intermittent noise environments at night (IRyign)
as well as in participants reporting daytime sleepiness. A positive
but nonsignificant association was observed with road Lden levels
in urban areas, whereas this association tended to be negative in
rural areas. The total number of nighttime noise events (NEpign),
mainly representing road noise, was also associated with baPWV
independently of average noise levels. The observed associations
were also independent of traffic-related air pollution.

Transportation Noise Indicators, Arterial Stiffness, and
Comparison with the Literature

No previous epidemiological noise studies have evaluated direct
markers of arterial stiffness. Indirectly, our results appear to be in
accord with those of a cross-sectional study from the first follow-
up of this cohort (SAP2) (Dratva et al. 2012), which yielded an
association between annual average levels of railway noise and
blood pressure but not with road traffic noise. Our results suggest
that long-term exposure to railway noise may affect arterial stiff-
ness irrespective of other noise sources, total noise events, and
total noise intermittency ratio. Nevertheless, the impact might be
greater for those participants exposed to railway noise who live
in an environment with highly intermittent nighttime noise. In an-
cillary analyses to characterize such situations, we observed that
when IR;;gn Was >80%, a) the percentage exposed to railway
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noise (Lden) was higher (50.7%) than average (44.6%), and b)
among those exposed to railway noise, railway Lden levels were
also higher than average: 42.7 (17.5) versus 39.6 (12.1) dB,
respectively, but road and aircraft Lden levels were lower or sim-
ilar (see Tables S6 and S7). This finding highlights the impor-
tance of situations in which railway noise stands out, exhibiting
its intermittent nature, thus leading to high noise events with
quiet periods in between (which may happen mostly at night).
These events should be also frequent enough while still standing
out from the background to agree with the observed higher rail-
way Lden levels.

Total IRy Was not associated with baPWV, which suggests
that not all intermittent noise situations, which are mixtures of
different noise-source combinations and background levels, might
consistently affect baPWV. For example, a few separated and/or
quiet events in a quiet environment could still contribute to high
IR but would result in low noise levels, which may not be crucial
for baPWV. In contrast, high noise levels with high noise back-
ground (more likely during the day), would lead to low IR. Such
situations may even lead to negative associations and could
explain the observed negative association between IRy, and
baPWV.

Two previous studies observed associations between annual
average road noise levels and isolated high systolic blood pres-
sure (Babisch et al. 2014a; Foraster et al. 2014), an indirect
marker of arterial stiffness. Moreover, both studies were con-
ducted in urban areas, namely, Augsburg, Germany (Babisch
et al. 2014a), and Girona, Spain (Foraster et al. 2014). A recent
study in another urban area (London, UK) also observed a non-
significant positive association between annual average road
noise levels and atherosclerosis, a cardiovascular end point that
may contribute to arterial stiffness (Halonen et al. 2017).

The present study did not yield an association between road
Lden levels and baPWV in the entire sample, but it did yield an
association for NEgn, mostly correlated with road Lden noise
levels (r=0.67). This finding suggests that a) the number of
nighttime noise events (not daytime noise events) could be a rele-
vant road traffic predictor for high baPWV, and b) average road
noise levels might not always be representative of such noise pat-
terns alone. Indeed, the structure of road traffic noise is more
complex than those of railway and aircraft noise, whose average
noise levels already represent the eventful nature of the source. In
line with the abovementioned literature, we observed a nonsigni-
ficant positive association between road Lden levels and baPWV
in urban areas (p =0.099), although there was an opposite nega-
tive tendency in rural areas (p=0.210), which could explain
the significant interaction. Although chance findings can never
be discarded and the results in rural areas are difficult to
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Figure 1. Association between annual average source-specific noise levels
(Lden) and arterial stiffness (baPWV) across different subgroups, per inter-
quartile range (IQR) change of the respective noise indicator (road: 10.6 dB,
railway: 8.1 dB, aircraft: 8 dB). Multiexposure linear mixed models included
an interaction term between Lden and the corresponding subgroup and were
adjusted for sex, age, sexXage, education, smoking status, pack-years
smoked, secondary smoke, alcohol consumption, diet, body mass index
(BMI), BMI2, physical activity, mean arterial pressure (MAP), MAP X sex,
nitrogen dioxide, all source-specific Lden levels and their noise truncation
indicators, and a random intercept by study area. **p-value of interaction
<0.05, *p-value of interaction <0.100. *p-value for trend =0.124, p-value of
interaction (>80 versus <80) =0.053.

interpret, the differences could also relate to the type of road
noise characteristics captured by Lden in each environment.
Interestingly, Lden was more representative of NEy;gp in urban
than in rural areas (r=0.70vs.r=0.61, data not shown). In
fact, participants lived closer to major roads [141.3 (264) m
vs. 671 (1,298) m] and were exposed to higher NEpg [131
(207) vs. 112 (145)] in urban than in rural areas, respectively
(data not shown). In conclusion, situations with more frequent
road traffic events that stand out from the background (more
likely at night and when living closer to the source) could be
more relevant than a few isolated quiet cars with quiet back-
ground at night (which could lead to higher IR) or continuous
noise with no distinct events (which would provide low IR but
high average noise levels).
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Although aircraft noise is of intermittent nature as is railway
noise, it was not associated with baPWV. Because the night is
considered the most susceptible time window for cardiovascular
effects (Miinzel et al. 2014), such an observation could be related
to the lack of aircraft operations after midnight in Switzerland
[Lnight, aircraft median (IQR) =20 (4) dB; see Table S2).

Biological Mechanisms

The association observed with NEen, but not NEg,y, and the
suggestive interactions with IRjen and daytime sleepiness appear
to be in line with the main proposed biological pathway of cardi-
ovascular noise effects. This pathway suggests that noise triggers
a direct stress reaction, which activates the autonomic nervous
and endocrine systems, particularly during resting periods and
even while sleeping (Babisch 2002). Sleep might be involved in
the effects of noise on baPWV because participants with daytime
sleepiness seemed to be more susceptible to the estimated effects
of railway noise on baPWV. However, the associations were not
mediated by daytime sleepiness, which might indicate the impli-
cation of other sleep indicators or pathways not tested in this
study.

Specifically, an experimental sleep study observed acute
increases in blood catecholamine levels, endothelial dysfunction,
and pulse wave velocity (Schmidt et al. 2013) and suggested a
mediation through oxidative stress. However, the authors only
assessed nighttime aircraft noise levels. Other sleep studies have
observed that awakenings were more related to noise events and
to their maximum levels than to average noise levels (Basner
et al. 2011; Brink et al. 2008; Elmenhorst et al. 2012), which was
also observed for cardiac arousals and heart rate changes, and as
in the present study, only for railway and road noise levels
(Basner et al. 2011). This finding was explained by the faster
noise level rise time of railway and road noise compared with that
of aircraft noise events. Basner et al (2011) further observed that
cardiac arousals persisted across several nights. This observation
suggests that in the long term, such acute repeated reactions could
persist and contribute to homeostatic and vascular changes, such
as arterial stiffness and hypertension (van Kempen and Babisch
2012), which contribute to CVD (Miinzel et al. 2014). By means
of stress-related cortisol release and noise-induced sleep disturb-
ance, down-stream mechanisms might also involve oxidative
stress, inflammation, impairment of the circadian rhythm and
immune system, or a combination of any or all of these mecha-
nisms, promoting insulin resistance and atherosclerosis, which
could in turn affect arterial stiffness (Miinzel et al. 2016; Recio
et al. 2016). Indeed, several pathways could be in place. Our
results suggest that part of the studied association might be medi-
ated by blood pressure, given that the magnitude of the association
between railway Lden levels and baPWV was 18% smaller after
adjustment for MAP. In addition, high blood pressure may also be
a consequence of arterial stiffness. Nonetheless, a direct associa-
tion remained after controlling for MAP, which could respond to
pathways independent of blood pressure.

Strengths and Limitations

The main limitation of this study was its cross-sectional design.
Nevertheless, our results are supported by initial experimental
and epidemiological evidence (Babisch et al. 2014a; Basner et al.
2011). Reverse causality might also be limited because it seems
unlikely that participants with high baPWV move to noisier areas
(Babisch 2011), and the results remained similar for those without
CVD. Regarding selection bias, sensitivity analyses indicated that
the results of the present study might be conservative because the
magnitude of the studied associations was greater after applying
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IPW to assess loss to follow-up since the beginning of the cohort
and for the entire age range. Another limitation was the small
number of participants exposed to nighttime aircraft noise, which
may explain the null findings for this exposure, assuming that
nighttime is the most relevant period of exposure. Nevertheless, its
lack of impact on baPWV might be plausible according to the
slower rise time of its events, as explained above (Basner et al.
2011).

The main strength was the novel and detailed individual resi-
dential noise exposure assessment for the whole of Switzerland,
which was, to our knowledge, not available in previous studies.
Moreover, we used new indicators to estimate noise events and
intermittency ratio; assessed the three main transportation noise
sources, which are acoustically different and could have different
effects on health (as observed); and controlled for traffic-related
air pollution exposure, a main confounder when studying the
effects of road noise on CVD (Tétreault et al. 2013). Exposure
misclassification related to residential mobility seemed limited
because the results were robust to excluding participants who
moved during the last 10 y before the examination. In addition,
we observed no exposure modification by closing windows at
night or by having the bedroom facing the backyard (Babisch
et al. 2014b; Foraster et al. 2014). Exposure misclassification
resulting from the use of residential Lden and not Lnight (when
participants are mostly at home) levels may also be limited
because Lden levels were almost perfectly correlated with Lnight
levels for railway and road (0.98-1.00), and we would also
expect null associations with Lnight levels for aircraft owing to
the little nighttime aircraft noise exposure in this sample. In turn,
exposure during the evening at home would be captured by Lden.

This study was also able to use a direct measure of arterial
stiffness (baPWV). Although central pulse wave velocity is the
gold-standard marker, it is highly dependent on the observer’s
skills and thus requires extensive training (Endes et al. 2015),
and this information was only available for a small and differ-
ently distributed sample in terms of noise exposure, limiting sta-
tistical power and comparability. In contrast, baAPWV has been
proposed as a reproducible, easy-to-apply measure of peripheral
and central arterial stiffness, and it is also a predictor of future
cardiovascular events and all-cause mortality (Vlachopoulos
et al. 2012, 2015). Although baPWV has mainly been validated
in Asian populations, its use has recently shown reproducibility
in Caucasians in the Swiss population (Endes et al. 2015). We
also adjusted for MAP, used to obtain a more representative,
clean measure of baPWYV. This may lead to overadjustment
because blood pressure could be in the pathway or could be a
consequence of arterial stiffness. Therefore, our approach was
likely conservative and would probably be more representative of
the direct association between transportation noise and arterial
stiffness. The magnitude of the total estimated effect of railway
noise on arterial stiffness may be greater, as observed before
adjustment for MAP. Finally, although the magnitude of the esti-
mated effects was small, a systematic review of cohort studies has
shown that a small increase in baPWV by 1 m/s was associated
with a 13% increase in cardiovascular mortality (Vlachopoulos
et al. 2012). Moreover, exposure to transportation noise is preva-
lent and affects millions of people, and thus is an important con-
tributor to the burden of CVD.

Conclusion

In conclusion, residential outdoor long-term exposure to railway
noise (expressed as annual average Lden levels) and to total num-
ber of noise events (mainly related to road noise) may be associ-
ated with arterial stiffness as measured by baPW'V, particularly at
night and potentially through sleep impairment. The impact of
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railway noise might be stronger in highly intermittent nighttime
noise environments (i.e., in a noise-fluctuating environment with
contribution of high noise events to the total noise level). The
number of distinct nighttime noise events may be critical for high
baPWV, and it may be a better predictor of the detrimental pat-
terns of road noise than average levels alone. The latter might be
less representative in rural than in urban areas, where participants
live closer to traffic and exposure to noise events is greater. The
association between transportation noise and arterial stiffness
adds to the evidence about the long-term impact of noise on the
cardiovascular system and the development of CVD. These initial
findings should be replicated in future longitudinal studies, con-
sidering areas with more exposure contrast in aircraft noise levels
and taking additional biomarkers into consideration toward
mechanistic understanding.
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