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Abstract

Objectives This review assessed the confounding effect
of one traffic-related exposure (noise or air pollutants) on
the association between the other exposure and cardio-
vascular outcomes.

Methods A systematic review was conducted with the
databases Medline and Embase. The confounding effects in
studies were assessed by using change in the estimate with a
10 % cutoft point. The influence on the change in the estimate
of the quality of the studies, the exposure assessment methods
and the correlation between road noise and air pollutions were
also assessed.

Results  Nine publications were identified. For most studies,
the specified confounders produced changes in estimates
<10 %. The correlation between noise and pollutants, the
quality of the study and of the exposure assessment do not
seem to influence the confounding effects.

This article is part of the special issue: “Environment and Health
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Conclusions Results from this review suggest that con-
founding of cardiovascular effects by noise or air pollutants
is low, though with further improvements in exposure
assessment, the situation may change. More studies using
pollution indicators specific to road traffic are needed to
properly assess if noise and air pollution are subjected to
confounding.
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Introduction

Studies have shown that exposure to road traffic noise and
air pollutant emissions can lead to adverse health effects
such as annoyance (World Health Organisation (2011),
sleep disturbance (Pirrera et al. 2010), respiratory problems
(Health Effects Institute Panel on the Health Effects of
Traffic-Related Air Pollution 2010) and cancer (Beelen et al.
2008). A few studies (Finkelstein et al. 2004; Gan et al. 2010;
Hoffmann et al. 2006, 2009; Maheswaran and Elliott 2003)
have also reported associations with cardiovascular (CV)
outcomes. CV health effects could be explained either by
noise or air pollution associated with traffic.

On the one hand, there is evidence linking traffic noise
to ischemic heart diseases (World Health Organisation
2011; Babisch and Kamp 2009; Babisch 2006) and
hypertension (World Health Organisation Regional Office
for Europe 2011; van Kempen and Babisch 2012). On the
other hand, there is also evidence linking traffic-generated
air pollution to CV diseases (Hoek et al. 2002; Brook et al.
2010). However, in a recent report of the Health Effects
Institute Panel on the Health Effects of Traffic-Related Air
Pollution 2010), the evidence of the effects of traffic-
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related air pollution on cardiovascular mortality was con-
sidered suggestive, but not sufficient. Nonetheless, there is
increasing evidence connecting air pollution to overall
cardiovascular mortality (Chen et al. 2013), myocardial
infarction (Nuvolone et al. 2011; Rosenlund et al. 2006),
atherosclerosis (Adar et al. 2013) and atrial fibrillation
(Liao et al. 2010). Although noise or air pollution can
confound the effect of each other, the underlying physio-
logical mechanisms are likely different.

A few mechanisms are postulated to explain the effect
of noise on CV diseases. Noise can act as a general stressor
disturbing the body homeostasis through the “stress syn-
drome” (Babisch and Kamp 2009; Westman and Walters
1981; World Health Organisation Regional Office for
Europe 2011; Amato et al. 2010; Gan et al. 2012). Noise
can induce stress by two different pathways. The stress
response generated by the direct pathway consists of a
neural activation by the noise. In the indirect pathway, the
activation of the stress response is created by a cognitive
interpretation of the noise (Westman and Walters 1981;
Gan et al. 2012). The activation of this pathway can be
influenced by the perception of the noise, the perceived
control over the sound and noise sensitivity of the subjects
(European Environment Agency (EEA) 2010). There are
also pathways by which noise could increase the risk of
cardiovascular diseases. One of those is the disruption of
sleeping patterns. Studies have associated the lack of
reduction of blood pressure (BP) during the night (“BP
dipping”) caused by noise with an increased risk of car-
diovascular outcomes (Vardeny et al. 2011; Haralabidis
et al. 2011). It is also suggested that short sleep durations
may result in higher ghrelin and lower leptin concentra-
tions (Taheri et al. 2004). The deregulation of those
hormones linked with appetite regulation could potentially
lead to obesity and higher risk of cardiovascular diseases.

For air pollution, several pathways are hypothesized to
explain its impact on CV diseases. Firstly, air pollutants could
generate an increase in lung oxidative stress and inflamma-
tion. Some pollutants could also migrate through the
pulmonary epithelium into blood. Those pathways could lead
to a systemic and vascular inflammation, increasing the risk of
hypertension and thrombogenesis. Another hypothesized
mechanism is the activation of the pulmonary reflex by par-
ticulate matter leading to the activation of the sympathetic
system. A chronic activation of this system could lead to
hypertension, plaque instability and cardiac arrhythmias
(Brook et al. 2004; Burgan et al. 2010; Mills et al. 2007).

As motor vehicles are the predominant source of both air
pollution and noise in many cities (Allen and Adar 2011),
the reported associations between road traffic exposure and
CV diseases could be influenced by a confounding or
interaction between those two pollutants. Yet, few studies
have aimed to untangle the possible effects of road traffic
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noise and air pollution. This is fundamental to better steer
public health interventions and policies aimed at reducing
CV effects of road traffic. For example, if road traffic induces
CV effects through noise levels, then regulations to reduce car
air pollutant emissions may not tackle the problem and zoning
by-laws could be more appropriate. In this article, we
reviewed epidemiological evidences that looked at the con-
founding effect of one traffic-related exposure (noise or air
pollution) on the association between the exposure to traffic-
related noise or air pollution and CV outcomes.

Methods
Data sources

The bibliographic databases used were Medline and Else-
vier Embase on the Ovid SP portal. Only studies published
until November 2012 were considered. No other temporal
limitation was applied.

Extraction strategy

The strategy used to conduct this review consisted of a
combination of keywords representing three distinct cate-
gories: (1) exposure to traffic air pollution, (2) traffic noise
exposure and (3) cardiovascular outcomes (see “Appen-
dix” for specific keywords). Only peer review articles
written in English or French on road traffic were reviewed.
The studies were then selected manually according to the
following exclusion criteria:

Commentaries, editorials, review articles

Studies not related to road traffic

Studies not performed on humans

Studies with no simultaneous exposure to noise and air
pollutants

Studies with no assessment of cardiovascular effects

e Studies not reporting the impact of confounding
variables

Studies using the same cohort but assessing different CV
outcomes were included. The references of each selected
article were consulted to ensure that all pertinent infor-
mation was gathered in our review. Experts in the field
were also consulted to see if further articles could be
added. Finally, gray literature (OAlster database, WHO
and the New York Academy of Medicine) was also con-
sulted. Studies presenting the associations before and after
the authors controlled for the co-variables of interest (e.g.,
traffic noise or air pollution) were reviewed.

The articles selected were then separated into two cat-
egories: studies of CV outcomes where the noise exposure
effect was adjusted for air pollutants and studies evaluating
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the effect of air pollutants, adjusted for the noise effect.
In this review, cardiovascular findings of the original
studies are reported before and after the control of either
road traffic noise or air pollution effects. The effect of
the supposed confounders was assessed using the per-
centage of variation in the estimate as follows: the
confounding effect (C) of noise or air pollution was
evaluated by a change in the point estimate (CIE) with a
cutoff point of 10 % (Eq. 1) (Bliss et al. 2012; Vitting-
hoff et al. 2012).

Adjusted point estimate — Unadjusted point estimate x 100 = C

Unadjusted point estimate
(1)

To assess the quality of the study and identify possible
biases within the studies reviewed, two authors (LFT and
SP) reviewed independently each study. The methodology
applied has been described previously (Perron et al.
2012). Briefly, we considered the study’s design selection
and classification bias relevant to our review. For each
type of bias, the distinction between major and minor
biases was assessed qualitatively by both authors. We
defined major biases as those that could invalidate the
results presented in the study. Minor biases are expected
to affect the association studied, but unlikely to invalidate
the conclusion.

Results

Figure 1 presents a flowchart describing the stages of
selection for the studies used in this review. Our keyword
search yielded 221 starting articles (“Appendix”), which
were reduced to 16 articles by applying the various inclu-
sion and exclusions criteria. A large number of irrelevant
articles had to be sifted by hand because of the double
meaning of the terms sound and noise. We added four
articles identified by snowballing and expert consultation.
Of these 20 articles, a final 11 studies were discarded
because it was impossible to assess the impact of the
confounding variables of interest (Fig. 1). We did not find
any document in the gray literature that could benefit this
review.

Nine studies evaluating the relationship between CV
outcomes, noise and traffic-related air pollution met our
criterion (Beelen et al. 2009; Clark et al. 2012; de Klui-
zenaar et al. 2007; Dratva et al. 2012; Gan et al. 2012;
Selander et al. 2009; Sorensen et al. 2011, 2012a, b). Of
those articles, one assessed CV disease mortalities in
general (Beelen et al. 2009), four assessed ischemic heart
diseases (Beelen et al. 2009; Gan et al. 2012; Selander et al.
2009; Sorensen et al. 2012a), two assessed cerebrovascular
diseases (Beelen et al. 2009; Sorensen et al. 2011), four

looked at blood pressure or hypertension (Clark et al. 2012;
Dratva et al. 2012; Sorensen et al. 2012b; de Kluizenaar
et al. 2007), and one article was identified for both heart
failure and cardiac dysrhythmia (Beelen et al. 2009).

Tables 1 and 2 present the associations between car-
diovascular outcomes and either road traffic air pollution or
noise. The tables also summarize the population charac-
teristics of each study, the health outcomes monitored, as
well as the noise and air pollutants indicators used. When
available, the background exposure levels to pollution and
noise of the subjects were reported.

Six studies used day—evening—night noise levels (Lgep),
as indicators of exposure to noise levels from road traffic
(Beelen et al. 2009; de Kluizenaar et al. 2007; Gan et al.
2012; Selander et al. 2009; Sorensen et al. 2011, 2012a, b).
Others studies used equivalent noise levels over 24 h
(Leg,24n) (Selander et al. 2009), night noise levels (Lpigh)
(Dratva et al. 2012) or daily noise levels (Lg,y) (Clark et al.
2012; Dratva et al. 2012). All studies reported used dis-
persion noise models, but only four reported validation
information on the model used (Beelen et al. 2009;
Sorensen et al. 2011, 2012a, b). In those studies, the
average difference between the estimated noise levels and
measured noise levels was 3.1 dB or less. Regarding
exposure to air pollutants, seven studies used nitrogen
oxide (NO, or NO,) as an indicator (Clark et al. 2012;
Dratva et al. 2012; Gan et al. 2012; Selander et al. 2009;
Sorensen et al. 2011, 2012a, b). Two articles reported
results based on particulate matter (PM;y, or PM,5) (de
Kluizenaar et al. 2007; Gan et al. 2012). Two studies used
measurements of black smoke or black carbon to account
for road traffic pollutants (Beelen et al. 2009; Gan et al.
2012). Of those studies, two applied land use regression
models (Beelen et al. 2009; Gan et al. 2012) to assess the
air pollution exposure, while the other studies employed
dispersion models (Clark et al. 2012; de Kluizenaar et al.
2007; Dratva et al. 2012; Selander et al. 2009; Sorensen
et al. 2011, 2012a, b). As noted in Tables 1 and 2, seven
out of the nine studies reviewed reported validation infor-
mation on their air pollution model (Beelen et al. 2009;
Clark et al. 2012; Dratva et al. 2012; Gan et al. 2012;
Sorensen et al. 2011, 2012a, b). The Clark et al. study
reported an average difference between the estimated and
the measured pollutant levels of 2.4 ppb. The remaining
studies presented R? that ranged from 0.52 to 0.75. All
articles presented average yearly outdoor exposure for both
noise and air pollutant levels as a proxy of individual
exposure. The correlations between traffic noise and air
pollutants in the studies reviewed range from 0.16 to 0.72.
It is surprising that studies where both noise and air pol-
lutants were modeled, relying on some of the same
variables (e.g., distance to traffic source), could generate
low and disparate correlations.
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Fig. 1 Stages of the selection
of studies for analysis

Potentially relevant studies identified
with key words (n=221)

Commentaries, editorials, review
articles, studies not performed in

humans, not related to road traffic,
not in French or English (n=177)

retrieval (n=44)

Potentially relevant studies identified
with key words and screened for

Studies with no exposure to both

noise and air pollutants
simultaneously (n=15)

retrieval (n=29)

Potentially relevant studies identified
with key words and screened for

Studies without cardiovascular

assessment (n=13)

retrieval (n=16)

Potentially relevant studies identified
with key words and screened for

Studies retrieved from snowballing

and consultation with experts (n=4)

analysis (n=20)

Studies identified to be included in the

Studies not reporting the impact of

the confounding variables (n=11)

Studies analysed (n=9)

Quality of studies

Table 3 presents the assessment of the quality of the
studies by LFT and SP. All studies, with the exception of
Selander et al. (2009) and Dratva et al. (2012), only con-
sidered the exposure at home or at work/school, which we
considered as a minor classification bias likely to be non-
differential. Two studies also used medical administrative
databases to identify the cause of death, potentially leading
to another minor classification bias. Four studies reported
response rates between 30 and 60 % which could lead to a
selection bias and one did not report the response rate.
Finally, four studies used cross-sectional designs to assess
associations with cardiovascular outcomes reported in this
review. Most studies contained less than four minor biases.
We did not identify any major bias in the studies assessed.

Noise effects controlled for air pollution effects
As illustrated in Table 1, four studies assessed the associ-

ation between noise levels and ischemic heart diseases

@ Springer

while controlling for air pollutants. Gan et al. (2012)
reported an association between death from coronary heart
disease and a 10 dB(A) elevation of the Lg., level of 1.13
(95 % CI 1.06, 1.21) before and 1.09 (95 % CI 1.01, 1.18)
after controlling for NO,, PM, 5 and black carbon. Models
adjusted for PM, s and NO, only in Gan et al. (2012),
produced small modifications of the point estimate (Gan
et al. 2012). The IRR estimated by Sorensen et al. (2012a)
for the association between the incidence of myocardial
infarction and Lg., was 1.10 (95 % CI 1.03, 1.19) per
increase of 10 dB(A); this IRR increased to 1.12 (95 % CI
1.02, 1.22) after adjustment for NO,. Selander et al. (2009)
only reported an association between myocardial infarction
and Leg »4n after controlling for NO, (1.12 (95 % CI 0.95,
1.33) with the reference category <50 dB[A]). While Se-
lander et al. (2009) did not present point estimates before
and after adjusting for noise, the authors reported a 7 %
change of the crude coefficient when compared with the
model adjusted for air pollution. The percentage changes in
the point estimates in the studies mentioned above were all
below 10 % (ranging between 0 and 7 %). Beelen et al.



653

Ily confounded

are associations mutua

Cardiovascular health, traffic-related air pollution and noise

(€1'¢-8%°0) €T1 T¥Y
(10°€-05°0) €21 Va4

Aypenow eruAYIsAp ovrpae))

(8L°€-96'0) 06'T 49d

% 000
Aeyow (6L°€-50'T) 66'T VY
eIUYIAYISAp Ayeyiown aInyrey JeoH
SHPIED (99'1-55°0) $6°0 ¥
% Ty (0§'1-25'0) 880 vy
Ayrenow
am[rey 1eay K)I[elIoW IR[NOSBA0IQRI))
% S6L O T-vL°0) 10T “¥d
Aperiow (€5°1-98°0) SI'T VId (9661 101 0 dOI
JIB[NOSBAOIGOIQ
! 10 Aupeniow PUE G661-9861 10§
% L1TI 9SBASIP 1IBAY OIWAYIS] 6 O erpAyIsAp
Aypenow e 4 )
aseosIp (SY'1-v6'0) L1'T 494 deIpIed pue 0661-L861
P S I-10° 1V QIN[IE) JESY “ISEASIP wy/Sw ¢ :JoAd aSeraAe B
1Ay OIUAYDS] (€S'1-10'D) STT VId IE[ROSEACIqaIeD LW/3UL OE ([AI] ON (v)ap s-> spurpOUON
. Airenow B w3 (77) 6°€l a3e1oAe U0
% 0v'9 . OSBIsIp . < \ l6so= 41 . o . s1eak 69—GS
Anpevow IB[NOSBAOIPIRD [[BIOAQ) IB[NOSEAOIPIED :[0AQ] 9FBIOAR ows YIr[g 4 parewinsy ‘SA paInsed|y ]
TR[NOSEAOIPIED (V)gp 0§ jo K103aned ‘aseasIp 1reay w)ap () s (ous ¥ov(q) () 8TSLIT N (6000)
[_I2AQ Q0U2IJaI B 0) paredwiod Yy OIWAYDST :WoIj AJ[LIOA 1 (dS) 12A9] "P7 o8e1oAY uotssa13ar osn pue eredwyq: [opow uorsiadsiq 11040) Te 19 usRag
(swstA z oy
(LLT-80°T) 6€°T ¥9O WOIJ SJUSWAINSBIUWL
(6v'1-80'1) LT'T V¥O C 1501 2 JO
uedw) ()< 2nssaid
s1eak G6—G dnoi3qng POO[q JT[OISEIp pur 8661-L661
% Gi'6 SIak (€T'1-66'0) 80'T 44O 0p1< 2mssoxd poo[q SPUBIOYION ‘UoSuIuoID
> e op v 21[0184S 10 (p10da1 SIeok C/— ordures
cc—cp dnoisqng (81'1-86'0) LO'T YO fovutreyd) voneoipo SL-8C ans
% €60 o[dues ng aatsuapadAynue w8 (9°L€-6'C€) 9°€€ JLHV T6S'8 N yi0q00
ordures [ng asearour (v)gp 01 1od JO Jo asn :uorsududAy Juyan [eUON9s-ss01)  INAATId
OF1=20"D) 61'T 4O (S°L€-8'T€) S'€€ "LHV ON o :oﬂwwmwwﬂ\,oﬁ
(0TT-L6'0) 80'T VMO raydues o
< ce_ch dnosan uaSuIuoID AY) Ul [9AJ] (O"IND) B
MEQ S¢S mvw mn_ S 0N (S[nuao1ad G6—C) UBIPIIN _wm., [epow [uonepIeA woM L661
IT'1-96°0) €0'T <40 Y Obe - c1ads . uo uoneuLIOJul SpUELIoYIoN ‘UdSuIuoID
% 61°01 STeak 00 1-06'0) 101 V41 (V)Ep (0°L) 9'%S :IHV uoisiadsip uerssnen oy, (1) ou] (7 siqi ok ¢
gg—Gp dnoisqng 9071-96'0) 10T *4O T — (V)P (69) €66 "LHV ON 11 MVD [9POW O WO posuuarduny 7 pouopy STeaR SL78C (L00D)
% 861 ardures [ng oatsuauadAynue :opduwres usSuruoin uonnqLuuod dyjen [e0 (1) SuLoEy| JeepUR)g 9S8°0F ‘N :ordures 10
ordures [ng asearnout (y)gp 01 °d JO pauodal-jjos ) ut "P7 (gS) 28e1oAy :spopowr uorsradsiq 9y, : [opow uorsiadsig [eUOND3s-SSOID)  UAZUIUOID)  ITBRUAZIN[Y 9P
JewWnsa [[opow oy jo uonepifeA] [[opow ay jo uonepifeA]
ay) ur a3ueyo (JeAIa)UT S0USPYUOD (uoniuyap) (101e01pUl UONN[jOd (101801pUT 3SIOU) LApnis

Jo 93rua0Ig

% G6) SSutpuy UTEIA QWONNO YIeSH sfoao] amnsodxg  Jre) amsodxo uonnyod Iy amsodxa asiou dyjer], ) JO SONSILIBIRYD saIpms

([9661-L8611 ‘Pue [8661-L661] SPUBLIOWAN ‘[£00T-700T] PUBRZIMS ‘[200T-661] BPRURD

‘19002-€661] Yrewuad ‘[$661-2661]1 uopams) uonnyjod ire 10 Surjonuod I[Iym AJpigiowr pue A)[eIOW IL[NISEAOIPIED UO S[OAJ] 3SIOU 0} 2Insodxe Jo $109Jjo oY) Jo uonewnsg | J[qe

pringer

A



L.-F. Tétreault et al.

654

% vS'€

SIAd + “ON

=+ :Oﬁ_\ao v_umﬁm
% 88°0

SYNd + ON
% 000

m.mzm

P T8'1

b ¥9'€

% L

@QI'T-10'D 60T 4 ¥¥
(IT1-90°D €I'T VA

STYNJ + SON + uoqred yoerg
azi-sop et 49y
(IT1-90'D €1'T VId

SN + CON
IT1-90'D €1'T 494
IT1-90'D €'l VId

m.mzn—

(V)gPp 01 Jo aseaxnour Jod Wy

(@T1-20'D) TI'T PVl
(61 1-€0°D) O1'T P ¥dI
([vlgp 01 1od) ordures qng
aseanout (V)gp 01 1od 1

(STT-€0'D ¥1'1 49l
(81°'T-€0°D) O1'T VdI
ordures [ng
aseanout (v)gp 01 1od ¥d1

(€€'1-66'0) TI'T 90
ordures [ng

gp 0§> jo K10321e0
JUAIJAI © 0} —UQHNQEOO MO

(01-a@dI Pue 6-ADD
sanIeow
SOSLASIP 11BAY JIWAYOS|

(o1 @dn
uondIBJUI [RIPIBOOAIA

(o1 pue 8
D] 19Is1321 23 1eyosIp

Tendsoy) ayong

(uopamg

onsnels e yreaq

JO asne) [euoneN

Y} pue 1981391

a3xeyosip [endsoy

‘sp10921 A1eu0109)
UuonoIRJUI [RIPIBOOAIN

wy/._01 (I'D 0S°1 «(As)

[9AQ] aSe1dA® UOQIeRd Yor[g
Lw/sn (0TI Tee

((dS) 1°A9] 28e1A® XON
Jw/s (1°8) €7ze

:(dS) [9A9] a8e1aA® CON
/AT (19°7) 0T

{(dS) [9A9] a8e1oAr SN
(vap (09

€9 :(ds) "P7 d8eroay

w731 (0°88—111) 8°0C
(suaotad G6—5) XON UBIPIA
(W)ap (1I'0L—S'8%) #'9S
(enuedrad g6-6) “PT ueIpaN
Jw/s (LET-6'91)
€v¢ dp 09< "7 pue mE\wi
(€'8T-1'7D) §'81 dP 09> “P7
18 S[9AJ]
uerpaw (snuadred ¢6—-S XON

(vV)dp (VN)
T'8G s1BIA G'p9< pue (V)dp
(VN) 8°LS steak ¢'49>

: (Smuadrad g6—¢) “PT ueIpIN

VN :S9SBD I0J [AJ] UBIPIA

S[0NU0J 10]
mE\mi 61 [9A9] UBIpIW QN

VN by

[VN

uoqIed Yoe[g S0 = ¥
SN 950 = ;¥ “ONI

(uoqred
3oB[q pue ST CON)
UoIssaI3a1 9sn pue|

[SL0 = ¥1 XON)

SIDIY ystueq
Jopowr uorsiadsiq

[sco= 41 ON)

SIDITY ystueq
:[opowr uorsradsicy

[uonepiea
uo uonewojur oN]

(“ON) 1opout

uorsiadsig Lyend) 1y
ueissnen :[opow uorsadsiq

[uoneprea
uo uonewiojul oN]
(P7)
QWIN[OA
oyjen 10y T/AININA
ayy Suisn [opowr Iseq
yeupe)) :[opow uorsiadsiq
[gp 7'0 oSeroae uo
:pajewnsy SA paInseadN]

(1)

€ INNI pue WISNVA

‘poypowr uonorpaid

J1pIoN oY) yiim uerd
punog :epowr uorsiadsiq

[gp 70 oSexoae uo
‘parewnsy ‘SA paInsedA ]

(1)

€ INNI pue NISNVA

‘poyrowr uonorpaid

o1pIoN Ay} ym uerd
punos :[opowr uorsIadsiq

[uonepries
uo uonewlIojul oNJ
(uwTbavry)
poyiowr uonorpaid
o1pIoN payrdus
:[opow uoIsIadsiq

200T—1661
EpBUB)) JOANOOUBA
sIeak G8—Gp
898°Sty ‘N

J1040)

900C—€661

ylewuag
‘snyaey 10 uaSeyuado)

s1eak $9—G¢
PI9°0S ‘N
10yo)

(2100
‘Te 10 uen)

(eZ102)
‘Te 19 uUdsudIosg

900C-€661

Syrewuaq
‘snyaey Jo uaSequado)

s1edk $9—G¢

S8YIS ‘N

110y0D

7661-C661
uapams

‘A1unod wioyyo01s

s1edk ()L—Gf

(s9s82) TLG°T
+ (s[onuod) 60°C ‘N
[01U0d—0sE)

(1102)
‘Te 19 uasualo§

(6002)
‘Te 10 Iopuejos

qlewnsd
Ay ur oueyd
Jo a3ejuadrg

([eAIUI 90UIPYUOD
% $6) :s3uipuy ure

(uontuyop)
QWOdINO YI[EOH

S[OAQ] aInsodxy

[1opowr a1 jo uoneprea]
(10ye01pUr uonnjod
1re) amsodxa uonnyjod Iry

[1opowr ot jo uoneprea]
(103B21pUT ISTOU)
amsodxa asiou oyjer],

ab::m

Ay} JO SONSHIAIBIRYD sarpms

ponunuod | J[qe],

pringer

A's



655

Cardiovascular health, traffic-related air pollution and noise: are associations mutually confounded

(v)dp 01 £q

(s1oy 00L0—00€2) WS1u oy SuLnp asoyy pue (V)gp G Aq paseaout a1e (sInoy 00cg—0061) SUIUaAd ay) SuLINp S[OAJ] PUNOs YoIym ur (JY31u pue SUIUAA? ‘ABp) Y /¢ J9AO [9AJ] PUNOS pAIYSIom-y
poreISour USP Y 7 19A0 [9AS] PUNOS PAYSIomM-Y pajeIgarur WebVr «(0090—0072) U § 19A0 [9AS] pUnos paySom-y pareisorur M7 «(00zz—0090) U 91 I9AO0 [9AJ] PUNos parySom-y porerdour

Key

P7 ‘S[OQIoop pAYIIoM-Y (V)gp ‘Oprxo ualoniN XON ‘OpIxoIp uaSoniN ¢oN ‘wil ] uey) Joffews nq ‘wnl ¢'g uey) IoSIe[ Jo 1ojowerp v m soponied 0/ pg ‘1o[ews 1o wil ¢'g JO I9jOWRIP

e s saponted ST QUOIOYJO09 UOISSAISAI ¢ ‘UONRIAIP PIepuR)sS (7§ ‘yuaunean aaisuduadAynue gy s[oas] uonnjjod Ire pue siojoej Surpunojuod [enuajod awos 1oj pajsnlpe 4 ‘(s[reiop
10J 9[onie [eurSuo 99s) AJIPIGIOWOd I3YI0 pue ssauf[r Surpuels-Suo] ‘ainssaid poo[q ySiy ‘uonedrpaw dAIsusidAynue ‘sajeqeIp SYLIUI [OYOI[B ‘99JJ0O JO ELIUI ‘SI[qRIAZaA JO yeIUl ‘SIIny
Jo oyrjur ‘Ajsudiur Sunjowss Ayranoeut [eorsAyd ‘qAD Jo A1oisty Afrurej ‘smjejs Sunjows ‘Aymyewrald ‘arnssaoxd poorq y3iy rejuared Qusrom yuiq ‘Qrnjerodua) wWoOI ‘9ZIS JJNd ‘Xopur ssew Apoq
‘Furze[3 mopuIm WOOISSE[O “Srom[ooyds 10j 11oddns [ejuared ‘owoy je uayods a3enJue[ ‘[OA9 [eUONEONP? S JYpow ‘dIYSIOUMO dWIOY ‘SUTPMOID “Iom Je astou ‘Juaunreduwr Surreay ‘esind ueow
‘eare Apnys ‘snyejs [eyrewr JuowAo[dwe ‘uorneonpa ‘ofe :s10j0e) Surpunojuod [enuajod SUIMO[[0F Y} JO SWIOS J0J PAISNIPE Y ‘OIel YSLI Yy ‘01l el JUIPIOUL Yy ‘Q[qe[IBAR JOU A ‘O1)el SPPO YO

sisA[eue 10J pasn sazis o[dwes [eury

v

% 09 d9
orjolserp aumAeq

% SY'syl dd
o110184s awnAeq

(€€°0 01 0¥'0—) $0'0— 4Vyg
(420 01 v¥0—) 01°0— Vg
dg oroiserp awnkeq

(L0°0 01 95°0—) S0°0 @Yy
(L¥0 01 89°0—) 11°0— Vg
ddg 21101sAs awmnkeq

(6£70 01 9¢°0—) SI°0— VY

(0€°0 0 1+°0-) 00— Vg

Ju/s (1) €12 O'Id
<w/s (6°6) 0°€T FON

[(Gy3mu) (v)dp
1'¢ F (Aep) (V)dp

% 00¢ ddl doIserp dwmySIN : : £002-T00C
dd orjoiserp . X v :10J S[AQ ((S) oeIoAy 9'7 F oSeroAe uo
P— (LL0 01 85°0-) §1°0 Ve A [CL0=.¥] :porewnsg ‘sa pansesjy] PUBLRZIIMS
QumyYSIN (SIOMIOM P[oY paurer) (V)gp (8'L) L'8E ¢
(65°0 0 9°0—) 100— V¢ 1oL : - WS, S T WS, feq s1eok 7/-8T
% 009°1 £q poyrew 1000y -BATY T (@S) 9BerAy (FoN) (7 pue “tdp)
del orjorsks del 2HOISAS W WFIN au £q pamseaur) (V)EP (TL) §0S  19pows uorsiadsip uerssnen ASVAVNOS 0579 N (@100)
swmysSiN (V) gp 01 4od gg ur aseaiouy amssaxd poorg : &7 (@S) oSeroay  depgn[od :[opow uorsiadsiq ‘[opow uorsIadsiq [PUOTOAS-SS01D) ‘e 10 vATRIq
QJeWIISd [1opow oy jJo uonepIfeA] [1opowr 2y Jo uonepIfea]

ayy ur oSueyd
Jo a3ejuadrdg

([eAIDIUT QOUAPYUOD
% §6) s3urpuy urey

(uontuyap)
QWIOINO LY

S[oA9[ aInsodxyg

(1oyeotpur uonnyjod
1re) amsodxo uonnyjod Iry

(Jojedrpur asiou)
amsodxa asiou dyjer],

LAprs
9y} JO sonsLd)oRIRYD)

saIpmIg

ponunuod | dqeL,

pringer

A



L.-F. Tétreault et al.

656

% 06'SE
dd d1oIsks

% 170l
% 80°C
Kypeyow
BIUAYISAp
oeIpIe))

% 9001

% LSO

Kyeyow
aIn[rej 1eoH

% v1°0]

% vl

Ayirerrowr
Ie[NOSBAOIQRId))

J[% 0001
% 000
Kypeyow
9sBASIP
1180y OIWIAYOS]
[% 0001
% 000
Kypeyowr
IE[NOSBAOIPIED
[[e10AQ

(61°0— ‘88°0—) €5°0— g

(€10~ $9°0—) 6£0— V¢
dd d1jo1s£g

[9A9] XQN Ut Surjqnop

€ J0J JUSIOYJO0D UOISSAUTY

(90 T-€6'0) 66°0 14qY
(90'1-66°0) 00'T VAl (9L 1-05°0)
$6°0 19T (6L T-15°0) 96°0
VI Apediow et AyIsAp oerpie)d)
@ 1-001)
90'T 14¥Y (ZI'T-00'T) 90°'T V¥l
(80°€—10'1) 9L'T 1944 (S0°€—-00'T)
SL'T <MM b:@ﬁoE 2InjreJ edH
Ao 1-00T) €01 Yy
(LO'T-00'D) €0'1T VIl (L6'T-T0'T)
171 199 (76'1-66°0) 6€'1
<MM %HSSHOE Hﬂzom.&\/Oanﬁo
(20 1-860) 00'T 1434y
(T0'1-86°0) 00'1 VYl (TT1-€8°0)
10T M9y (T2 1-€8°0) 101 VId
%HESHOE OSBISIP 1By IIWAYIST
420 1-66°0) 10°T 14y
(T0'1-001) 10'1 VIl (8T 1-56°0)
TT°T 9y (8T1-96'0) 11°1 VI
%u:@ﬁOE .E—:omm\wo_ﬁbwo :w;o\wo
Kyisuojur oyjen
10J pajsnfpe pue ayowrs Yoe[q
Jjo ME\mz 01 JO oseaIour ue 10} Y

(BHw) gg ut 9ouaIpIq

(9661 103
0T dDI PUB $661-9861 0] 6 ADD
BIUIY)AYISAp OBIpIED puR dIn[Iej
1By ‘OSBASIP IB[NOSBAOIGIDD
9SBASIP JB[NOSBAOIPILD ‘QSBASIP
1IBOY OIWAYOST :WOLJ AN[RMOIA

Juy/an
(8'98—€¥1) T0T
(smuadrad
$6-S) *ON
quIeseq URIPIA

(v)gp
O'0LF'81)

€96 (enuadred

S6-S "1
qurfeseq URIPIN

Jw/3u Og

: oA
a8eroAar CON

mE\mi

@0 6¢l

[QAQ] 93eIoAR
ayowss o[

(v)dap (L) ¢§
1 (as) 10a9]
UP7 o3eI0AY

[S£'0 = 1 (ON)

SIDIY ystueq

[gp 7'0 @Se10A® UO
:pajewinsy ‘SA PAINSBIA]
(***D)
€ JANI pue NISNVA

‘poyjowr uonorpaid
OIpION oy m uefd
[opow uorsiadsiq punog :[epow uorsiadsiq

[(v)ap ¢->
o3eI1oAe UO

650 = NE !pIjeWInSH "SA PAINSLIA]

(a3ows 3yoe[q)

uoIssaI3aI asn pue|

(U°P7) vredwy:
[opow uorsiadsiq

2002—000¢
Jrewudq
‘snyey

Jo uadequado)

s1eok $9-GG

9EV' VY N
(synsar 4g
Y} ssasse
0) [eUONIS

-SS019) 1I0Y0D)

9661-L861
SpUeIoYION
s1eak 69—GS
8TSLIT N
1I0yo)

(Qz100)
LR
UQSUAIOS

(6002)
‘Te 30 uapaRg

Qrewns?
oy ur a3ueyo
Jo aSejuedrog

$109JJ9 aSIOU I0J paAjsnlpe s31035Jo
suonnyjod Ire : sSUIpuy UIR]A

(UoNIUYap) dWoNNO YI[edH

S[oAQ] amsodxyg

[1opow
3y Jo uonepiyea]

Ire) amsodxa
uonnyjod Iy

(zoyeorpur uonnyjod [[opowr ay) jJo uoTEPI[EA]

(103801pUT JSTOU)

amsodxo ostou dyjer],

LApms oy jo
SonsLIdORIRYD

sa1pms

(Ieooz—1002] 3N
pue [2007—000¢] SHeWua( ‘[9661—L861] SPUBLIYIAN]) SIOU J0] SUI[[ONUO0D JIYyM AJIpIqIow pue AJ[ElIOW JE[NISEAOIpIed uo sjueinyjod Ire jusrquie 0) 21nsodxa Jo $3109JJ9 Jo uonewnsy ¢ dqeL,

pringer

A's



657

Cardiovascular health, traffic-related air pollution and noise: are associations mutually confounded

JYB1H  JO 9SBOIOUT U IOF SINSSY |

sisA[eue J0J pasn sozis ojdwies [eur]

S[oAQ[ uonnfiod Ire Surpnour
s10308} JuIpunojuod [enuajod 10j paisnlpe g ‘A)IpIqiowod 19yl0 pue ssauf[r Surpuels-3uoj ‘ainssaid pooiq Y31y ‘uonedrpawt dAIsudlIdAynue ‘sojoqerp ayejur [OYod[e ‘93JJ00 JO eI ‘So[qrIa3oA
JO oyejur ‘s}niy Jo oyeul ‘AJisudiul Supjows Ayanoeur [eorsAyd ‘qAD Jo Aloisty Afrwej ‘snyels upjows ‘Ajunjeward ‘amssard poorq ysiy rejuared ‘uSrom ypiq ‘ornjeraduwio) wWoOI ‘9ZIs
JJn0 ‘xopur ssew Apoq ‘SuIze[3 MOpUIM WOOISSE[O YI0m[ooyds 10 J1oddns [ejuared ‘owoy je uasjods oFen3ue] ‘[9A9] [eUOTIEONPI S JoTow ‘dIYSIOUMO SUWIOY ‘SUTPMOID “SIOM Je asTou ‘JuauLTedur
Suureay ‘osind ueow ‘eare Apnis ‘snjejs [ejuew Juowko[dwio ‘uoneonpe ‘93 :S1030B) Jurpunojuod [enudjod Furmoloy ay) jo awos Joy pAsnlpe v (v)gp 01 £q (sIoy 00L0—00€Z) S 2yl
Surmp asoy) pue (y)gp S £q pasearour a1e (SImoy ))£Z—0061) SUTuUaAd oY) SULIP S[OAS] PUNOS Yorym ur (JYITu pue JUIuaAd ‘Aep) [ 4 I9A0 [9AJ] PUNOS pAYSTam-y pajeIdaur **P7 <(007z—0090)
[ 9] I9A0 [9A3] PUNOs paySem-y pajersapuy °P7 ‘spqroap parysom-y (V)gp ‘Oprxo usSonIN XON OPIXoIp UsSonIN CON USIONJO0D UOISSAISAI ¢ “UONBIASD PIBPURIS (7S ‘OLBI NSTY ¥y

(9€7°0 0 650°0—) 880°0 ¢

(1510 01 $80°0-) £60°0 ¥4 [add ¢ oBesoxe [uonepiea
49 onoweIq qo. ‘parewinsg Uo UOnBWLIOUI ON]]
SA PaINSeIN | (Kea) .
(65T°0 0 0Z1'0-) 0L0°0 g . . £00eT100
012°0 0 260°0—) 0 vy fW/a gLTy oN) astou oyjen SN
% 19991 0120 01 260°0—) 8500 - [2A9] o0, PeOI JO UONR[NO[BD CIEok (11—
dd =Hesed dd droisks (112 NOYOIWO) 3BEIAE FON suorssiwg uopuo] pIEpuEIs 31 or-e
% 6902 asgaroul QN (w/3M | jo asearout s19)ow ainssaxd poolq onewone V)gp 0S aga110D s, Sury oy jo wuoy payrdurs 6IL N (Z102)
dg o1oIsAs Ue I0J JUSIOYJO0D UOISSAITY Sursn panseswr a1nssaid poorg : fepy oFeroay  [opour uorsIadsi(q [opow uoIsIadsI(] [BUONISS-SSOID)  “[B 10 YIB[D
[Topowx
a1 Jo uonepiyea]
JJewnS? (1ojeotpur uonnpod [[opour 9y} JO UOHEPI[EA]
oy ur a3ueyd $1091J0 asIou J0J pAsnlpe $109JJ0 Ire) ansodxa (1ojeotpur osiou)  Apns ay} jo
Jo oSejued1og suonnyjod Ire : sSurpuy U (uonIuyap) QWodNNO B  S[eA9[ dInsodxyg uonnyjod Iry amsodxa osiou dyjer],  SONSLIIORIRYD) seIpmS

penunuod g dqe],

pringer

A



658

L.-F. Tétreault et al.

Study design

Classification biases

Table 3 Quality assessment of the studies reviewed (UK [2001-2003], Sweden [1992-1994], Denmark [1993-2006], Canada [1994-2002], Switzerland [2002-2003], Netherlands
Selection biases

[1997-1998] and, [1987-1996])

Author(s)

@ Springer

Minor

Major

Minor

Major

Case cohort

Input data from 2000 for the noise model paired with the 1986

None

Approximately, 85 % of the population at baseline had no paid job.

None

Beelen et al. (2009)

home address Cause of death based on non-validated medico

administrative databases Exposure assessed with the

residential address only

Cohort

Exposure assessed with the residential address only

None

Response rate between 30 and 60 %

None

Sorensen et al. (2011)

Cross-sectional

The air pollution indicator was not specific to road traffic

None

Response rate between 30 and 60 %

None

de Kluizenaar et al. (2007)

Exposure assessed with the residential address only

Cohort

Exposure assessed with the residential address only

None

Response rate between 30 and 60 %

None

Sorensen et al. (2012a)
Sorensen et al. (2012b)

Gan et al. (2012)

Cross-sectional®

Cohort

Exposure assessed with the residential address only

None

Response rate between 30 and 60 %

None

Cause of death based on non-validated medico administrative

None

None

None

databases Exposure assessed with the residential address only

Case control

None

None

None

None

Selander et al. (2009)
Dratva et al. (2012)
Clark et al. (2012)

Cross-sectional®

None

None

No direct information on response rate

None

Cross-sectional®

Exposure assessed at school only

Exclusion of 7 of the 9 school because of missing air pollution exposure None

None

* Design used for the CV outcome of interest

(2009) also reported a reduction of the RR between
ischemic heart disease mortality and annual L., level after
adjusting for black smoke and traffic intensity (from 1.15
(95 % CI10.86, 1.53) to 1.01 (95 % CI 0.74, 1.36) with the
reference category <50 dB[A]). However, this study was
the only one that presented a variation of >10 % in the
point estimate (12.17 %) following adjustment for air
pollution.

For cerebrovascular diseases, Sorensen et al. (2011)
published a positive association between hospitalization for
stroke and Lg., before (1.18 (95 % CI 1.11, 1.26) per
10 dB[A]) and after (1.14 (95 % CI 1.03, 1.25) per
10 dB[A]) controlling for NO,. The crude association
between Ly, level and cerebrovascular mortalities found in
Beelen et al. (2009) was 0.88 (95 % CI 0.52, 1.50) and
moved toward unity 0.95 (95 % CI 0.55, 1.66) after con-
trolling for black smoke. Both studies reported a
percentage change in their estimate of <10 % (respectively
3.64 and 7.95 %).

Two studies assessed the effect of noise on blood
pressure. In the first (de Kluizenaar et al. 2007), reported
associations between Lg., and self-reported antihyperten-
sive medication intake or hypertension were, respectively,
1.01 (95 % CI 0.96, 1.06) and 1.07 (0.98; 1.18) before
controlling for PM. Controlling for air pollutants for both
outcomes resulted in a small change in the odds ratios,
respectively, of 1.03 (95 % CI 0.96, 1.11) and 1.08 (95 %
CI 0.95, 1.23). So adjusting for PM;( produced a CIE of
0.93 % for hypertension and 1.96 % for self-reported
antihypertensive medication intake. Once stratified by age
in both samples (the Groningen sample and the prevent
cohort subsample), the only subgroup presenting signifi-
cant associations was composed of individuals between 45
and 55 years old. In this age group, the percentage CIE was
near our cutoff point for confounding effects (9.45 % in the
prevent cohort and 10.19 % in the Groningen sample). The
second study assessing blood pressure (Dratva et al. 2012)
presented no significant association between road traffic
noise (Lpjgh and Lg,y) and either systolic or diastolic blood
pressure before and after adjustment for NO,. The regres-
sion coefficient did, however, vary extensively before and
after adjustment for air pollutants resulting in CIE ranging
from 60 to 1,600 %. The effects of noise on overall car-
diovascular diseases, heart failure and cardiac dysrhythmia
were reported only in Beelen et al. (2009). All associations
in the final model were reduced or were identical after
an adjustment for black smoke. The percentage CIE
was <10 %.

The correlation between road traffic noise and air pol-
lution reported in the studies on noise effects described
above does not seem to influence the CIE produced by
adjusting for air pollution levels. Studies that presented
weak and high correlations (see “Appendix”) were both
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subject to large CIE. The quality of the approach used to
estimate the confounder exposure levels (i.e., air pollution)
does not appear to impact the CIE either. As presented in
Table 1, the largest CIE were observed neither in studies
with the small R* nor in those with the large R*. Though
CIE does not seem to be linked to the quality of the study
(quantity of biases), cohort studies appear to generally
report smaller CIE than studies using case—control or cross-
sectional designs.

Air pollution controlled for noise

As shown in Table 2, three studies assessed the association
between air pollutant levels and cardiovascular diseases
while controlling for noise levels. Beelen et al. (2009)
reported associations between black smoke and mortality
from overall cardiovascular diseases, heart failure ischemic
diseases, cardiac dysrhythmia and cerebrovascular dis-
eases. The percentage changes in the estimates for the
associations reported in Beelen et al. (2009) ranged from
0.00 to 2.08 %, well below our predefined cutoff point for
confounding effects. The two remaining studies reported
associations with blood pressure. Sorensen et al. (2012b)
presented a negative association between NOy levels and
systolic BP (—0.39 (95 % CI —0.64, —0.13) for doubling
the 1 year concentrations). This association was stronger
after adjustment for Lge, (—0.53 (95 % CI —0.88, —0.19)
(CI obtained from a personal communication with Mette
Sorensen 01-06-2012). Adjusting for noise levels led to a
35.90 % change in the regression coefficient. In Clark
et al. (2012), the regression coefficient representing the
association between diastolic BP and NO, varied from
0.033 (95 % CI —0.084, 0.151) to 0,088 (95 % CI —
0.059, 0.236) per one point increase of NO, (ug/m’);
before and after adjusting for noise levels (Lgay). The
regression coefficient for the association between systolic
BP and NO, increased from 0.058 (95 % CI —0.092,
0.210) to 0.070 (95 % CI —0.120, 0.259) per one point
increase of NO, (ug/m?), before and after adjusting for
noise levels (Lgay). The modification of the regression
coefficient for diastolic and systolic BP was, respectively,
166.67 and 20.69 %.

The correlation between road traffic noise and air pol-
lution reported in the studies on traffic-related pollutants
described above does not seem to influence the CIE pro-
duced by controlling for air pollution levels. The CIE also
appears to be independent of the number of biases. On the
other hand, studies with cross-sectional design presented
higher CIE than the case—control study. Since none of the
studies had validation information on noise exposure esti-
mates, we could not assess the impact of the quality of the
approach used to estimate the confounder exposure levels
(i.e., noise) in these studies.

Interaction

Regarding studies that assessed the interaction between air
pollutant levels and noise on cardiovascular outcomes, only
two were identified. Selander et al. (2009) did not report a
significant interaction between annual NO, levels and
Leg24n. Gan et al. (2012) did not find a statistically sig-
nificant interaction between black carbon and noise levels
(Lgen) for ischemic heart diseases.

Discussion

This review aimed to assess the confounding effects of one
traffic-related exposure (either noise or air pollutants) on
the association between its counterpart and cardiovascular
outcomes. In general, the results of the nine studies
reviewed here showed that when associations between
noise and CV diseases were adjusted for air pollutants,
modifications of the point estimates for cardiovascular
diseases were <10 %, after controlling for the air pollu-
tants, with the exception of the studies by de Kluizenaar
et al. (2007), Beelen et al. (2009) and Dratva et al. (2012)
where the CIE was higher than our cutoff point for con-
founding effects. The Beelen et al. (2009) study reported a
marked decrease of the strength of the association after
adjustment for air pollution and traffic intensity. Yet, the
simultaneous adjustment for traffic intensity and black
smoke makes the evaluation of confounding by black
smoke difficult in this study. Nonetheless, no association
between road traffic and CV outcomes (before and after
adjustment) was found in both the Dratva et al. (2012) and
the Beelen et al. (2009) studies, rendering the CIE mean-
ingless. By its definition, a confounder must modify the
association between the exposure and the outcome. To
confound, such associations must be present at least before
or after adjustment. de Kluizenaar et al. (2007) reported
CIE of <2 % in both the Groningen sample and the prevent
cohort. However, CIEs nearing 10 % were observed in the
45-55 years subgroup, which could indicate the presence
of a small confounding between the two exposures in this
particular subgroup. Similar findings were found for asso-
ciations between air pollutant levels and CV diseases,
although the number of studies was limited (N = 3): con-
trolling for noise levels either changed the point estimates
for CV diseases by <10 % or the study did not present an
association between the exposure and the outcome (before
and after adjustment). Only the Sorensen et al. (2012b)
study presented an indication of confounding by traffic
noise in the association between NO, levels and blood
pressure. Nonetheless, overall these findings suggest an
independent effect of noise and air pollution on CV dis-
eases, particularly ischemic disease for which there were a
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greater number of studies. The review also points to the
absence of comparability between studies. Most studies
were difficult to compare because different noise or air
pollution indicators were used, the pollution levels were
assessed using different techniques and very few studies
assessed comparable health outcomes.

In this review, we also tried to verify if the impacts of noise
and air pollutants on CV were subject to the same interactive
effects. Though both studies (Gan et al. 2012; Selander et al.
2009) that assessed interaction effects did not find any effect,
one cannot conclude that there was an absence of interaction
effect between noise and air pollutant levels with so few
studies. This is particularly true in the light of the point raised
by Selander et al. (2009) that the interaction analysis might
have lacked power. It should also be noted that both studies
used different noise indicators, the air pollutant or the car-
diovascular outcome, to identify possible interaction effects.
Those results do suggest, though, that if a multiplicative
interaction exists, it is likely to be small.

Due to limitations of the literature, we cannot conclu-
sively ascertain the independence of the effects of the two
risks on any CV health outcome. Nonetheless, the results
reported tend to indicate that the impacts of traffic noise
and air pollution on cardiovascular outcome are distinct, or
at least that they are not completely dependent on one
another. Furthermore, the correlation between noise and air
pollutant levels does not seem to influence the confounding
effects. A wide range of correlations between noise and air
pollutants were reported in the studies reviewed and this
could be partially explained by differences in the urban
structure at each location (building height, distance of
buildings to sidewalks, street width, traffic intensity and
distance to major road). This would suggest that con-
founding between traffic-related noise and air pollution is a
study-dependant issue. However, high correlations between
noise and pollutant levels were not associated with greater
confounding effects in the studies reviewed. Additionally,
the quality of the exposure assessment of the confounding
variables and the quality of the studies (number of biases)
do not seem to influence the confounding effects. However,
the reported CIE seemed higher in studies that used a cross-
sectional design. This may be because these studies mainly
used linear regressions and presented regression coeffi-
cients. In fact, the approach that we used to assess
confounding effects was developed for risk ratios and may
not be applicable for linear regression. Nonetheless, this
approach has been suggested by some authors in linear
regression text books (Vittinghoff et al. 2012).

This review is subjected to a few limitations. First, only
a small number of studies were available to be reviewed,
which reduced the strength of our findings. Secondly, with
any systematic review, the possibility of publication bias is
present. We tried to minimize this bias by searching the

@ Springer

gray literature and reviewing some non-English publications,
but this bias cannot be excluded. We also tried to minimize the
selective reporting bias, which could be a major one in this
review. Indeed, the principal objective of most of the studies
reviewed was not to assess the confounding effect between
noise and air pollutants from road traffic. As shown in Fig. 1,
more than half of the studies presenting the basic character-
istics to be included did not report the impact of the co-
variables of interest or the regression coefficients. It is also
possible that some authors assessing the effect of either noise
or air pollutant levels on CV diseases found that the corre-
sponding co-variable was not significant and did not report it.
This omission would, however, strengthen our results, as it
would seem to indicate the independence of the effects of both
exposures. Finally, the strategy used to assess the confounding
effectin studies could also be criticized. The 10 % variation in
the estimate is an arbitrary cutoff point that does not neces-
sarily rule out confounding or inform on the statistical
variability. Nonetheless, this cutoff point is widely used in the
literature and was identified as the least biased in a simulation
presented in Maldonado and Greenland (1993), in the absence
of prior knowledge of confounders. Another potential limi-
tation in our assessment of confounding is that the 10 % cutoff
implies that effects are linear. In the case of nonlinear effect
estimates, the absence of CIE does not preclude confounding
(Janes et al. 2010). This might be the case if noise had a
threshold effect, and future studies should address this.

To assess clearly the presence of confounding, future
studies should use coherent noise and air pollution indi-
cators. Those indicators should be chosen according to the
effects examined. It would be better to use maximum noise
levels (Liax) or equivalent noise over 1 h (Ley ) to assess
acute effects, and Leq »4p to assess chronic effects. The use
of Lgen Or Lpy as the noise metrics in the studies included
in this review could be contested. Those noise metrics
created to assess annoyance increase the weight noise
levels occurring in evening or at night and are therefore not
representative of the actual sound exposure. The source of
the exposure is also an important factor to take into account
while choosing an indicator. For a surrogate of all pollu-
tants emitted by on-road traffic, one should use individual
pollutants such as black carbon, NOy and ultrafine partic-
ulate that are more source specific. More studies on the
relationship between noise outdoor exposure levels and
personal exposure levels should be conducted. This is
important given that this relationship could differ between
noise and air pollution. Furthermore, future studies should
present adjusted results for both noise and air pollution
modeled separately, so that the impact of the pollutant that
was controlled for can be assessed. As shown in Tables 1
and 2, only few studies provided validation information for
the exposure models used in their study. Theabsence of
such information preventsthe reader from judging the
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quality ofthe exposure assessment and therebyprecluding
the reader to judge from assessing the quality of the
adjustments made. Finally, more studies are needed to find
out if the confounding effect is specific to subcategories of
CV outcomes. Ideally, those studies would need an epi-
demiologic design enabling them to assess the chronic
effects of both traffic-related pollutants. We also recom-
mend that those studies focus their research on ischemic
heart diseases, hypertension or the fluctuation in blood
pressure, for which mechanisms should yield more con-
clusive results.

Conclusion

Results from this review suggest that confounding of car-
diovascular effects by noise or air pollutants is low, on
average, though heterogeneity across studies and areas
within studies has been reported. The quality of exposure
assessment of the confounding variable, the quality of
studies as well as the correlation between noise and pol-
Iutant levels do not seem to influence the confounding
effect, though with further improvements in exposure
assessment, the situation may change. More studies using
air pollution indicators specific to road traffic are needed to
properly assess if road noise and pollutant effects on CV
outcomes are subjected to the confounding effect of one
another.
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Appendix

Search strategy

1. cardiovascular.mp. (906078)
2. hypertension.mp. (887805)
3. arterial tension.mp. (560)
4. blood pressure.mp. (753655)
5. arrythmia.mp. (783)
6. myocardial infraction.mp. (811)
7. stroke.mp. (382573)
8. vasoconstriction.mp. (79992)
9. ischemia.mp. (461795)
10. heart.mp. (2590525)
11. coagulation.mp. (227773)
12. arteries.mp. (364558)
13. blood flow.mp. (467842)
14. electrocardiogram.mp. (112029)
15. cardio®.mp. (1557392)
16. lor2or3or4orS5or6or7or8or9orl0orllor

12 or 13 or 14 or 15 (5132805)
17. noise.mp. (184815)
18. sound.mp. (142837)
19. 17 or 18 (309938)
20. 16 and 19 (31528)
21. air pollution.mp. (104657)
22. particles.mp. (301041)
23. particulate.mp. (84570)
24. nitrogen oxide.mp. (9147)
25. ozone.mp. (39435)
26. diesel.mp. (12621)
27. motor vehicles.mp. (6278)
28. 21 or 22 or 23 or 24 or 25 or 26 or 27 (493806)
29. 20 and 28 (328)
30. remove duplicates from 29 (221)

See Table 4.
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