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Abstract
Objective  There is limited study from low-and-middle income countries on the effect of perinatal exposure to air pollution 
and the risk of infection in infant. We assessed the association between perinatal exposure to traffic related air pollution and 
the risk of infection in infant during their first six months of life.
Methods  A prospective cohort study was performed in Jakarta, March 2016–September 2020 among 298 mother-infant 
pairs. PM2.5, soot, NOx, and NO2 concentrations were assessed using land use regression models (LUR) at individual level. 
Repeated interviewer-administered questionnaires were used to obtain data on infection at 1, 2, 4 and 6 months of age. The 
infections were categorized as upper respiratory tract (runny nose, cough, wheezing or shortness of breath), lower respiratory 
tract (pneumonia, bronchiolitis) or gastrointestinal tract infection. Logistic regression models adjusted for covariates were 
used to assess the association between perinatal exposure to air pollution and the risk of infection in the first six months of life.
Results  The average concentrations of PM2.5 and NO2 were much higher than the WHO recommended levels. Upper respira-
tory tract infections (URTI) were much more common in the first six months of life than diagnosed lower respiratory tract 
or gastro-intestinal infections (35.6%, 3.5% and 5.8% respectively). Perinatal exposure to PM2.5 and soot suggested increase 
cumulative risk of upper respiratory tract infection (URTI) in the first 6 months of life per IQR increase with adjusted OR 
of 1.50 (95% CI 0.91; 2.47) and 1.14 (95% CI 0.79; 1.64), respectively. Soot was significantly associated with the risk of 
URTI at 4–6 months age interval (aOR of 1.45, 95%CI 1.02; 2.09). All air pollutants were also positively associated with 
lower respiratory tract infection, but all CIs include unity because of relatively small samples. Adjusted odds ratios for gas-
trointestinal infections were close to unity.
Conclusion  Our study adds to the evidence that perinatal exposure to fine particles is associated with respiratory tract infec-
tion in infants in a low-middle income country.

Keywords  Low-middle income country · Traffic related air pollutants · PMs · Upper respiratory tract infection · Lower 
respiratory tract infection
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Introduction

Air pollution related health problems have substantially 
contributed to the global burden of diseases over the past 
25 years (Cohen et al. 2017; World Health Organization 
2016, 2021; Chen and Hoek 2020). This increase is par-
tially due to increasing air pollution in low-middle income 
countries (LMIC), like Indonesia (Cohen et  al. 2017; 
World Health Organization 2016, 2021; Chen and Hoek 
2020). Numerous epidemiological studies have shown 
that children exposed to tobacco smoke or higher levels 
of outdoor air pollution above recommended levels (e.g., 
by WHO) (Cohen et al. 2017; World Health Organiza-
tion 2016, 2021) are more prone to develop respiratory 
disorders and infections in early life (Madsen et al. 2017; 
Nhung et al. 2017; Ratajczak et al. 2021; Soh et al. 2018; 
MacIntyre et al. 2014; Bowatte et al. 2015, 2018; Bai 
et al. 2018; Aguilera et al. 2013). Most studies to date 
investigating the effects of outdoor air pollution on res-
piratory health and ear infections during early childhood 
have focused mainly on postnatal exposure (Nhung et al. 
2017; Bowatte et al. 2015, 2018; Bai et al. 2018; Yitshak-
Sade et al. 2017). Exposure to postnatal PM10, PM2.5, and 
NO2 has been associated with an increased risk of bron-
chiolitis (Yitshak-Sade et al. 2017). Furthermore, postna-
tal exposure to PM2.5 (Shi et al. 2021) and NO2 is linked 
to a higher risk of otitis media (Bowatte et al. 2018; Shi 
et al. 2021). A study in China revealed that PM2.5 expo-
sure was associated with a higher incidence of childhood 
pneumonia (Shi et al. 2021), while another study showed 
that exposure to PM10 and SO2 during the first year of 
life was associated with an increased risk of pneumonia 
in children aged 3–6 years (Liu et al. 2022). Similarly, a 
study in Brazil demonstrated that exposure to PM10 and 
SO2 in the first year of life is linked to an increased risk of 
pneumonia (Souza and Nascimento 2016).

There is growing evidence on the association between 
exposure to air pollution during pregnancy and the inci-
dence of respiratory tract infections in their off springs 
during early life (Madsen et al. 2017; Soh et al. 2018; Agu-
ilera et al. 2013; Esplugues et al. 2011; Goshen et al. 2020; 
Lu et al. 2021). The period of in utero and early post natal 
is critical in the development of organs system, including 
respiratory and immune systems (Esplugues et al. 2011; 
Lu et al. 2021). Therefore, potential harmful effects of 
toxic pollutions during pregnancy might result in long-
lasting impaired capacity to fight infections and increased 
risk of allergic manifestations later in life (Lu et al. 2021; 
Delfino et al. 2011).

Important evidence on the role of exposure to traffic 
related air pollution during the intrauterine period with 
early life infection comes from the ESCAPE study that 

consists of 10 European birth cohorts (MacIntyre et al. 
2014). This study showed that every 10 μg/m3 increase in 
NO2 is consistently associated with higher risk of pneumo-
nia and otitis media [OR of 1.30 (95% CI: 1.03; 1.65) and 
1.09 (95% CI: 1.02; 1.16), respectively] (MacIntyre et al. 
2014). Another study showed an association of PM2.5 with 
bronchitis (Soh et al. 2018), lower respiratory tract infec-
tion (LRTI) (Liu et al. 2022), and ear infection in the first 
years of life (Soh et al. 2018; Aguilera et al. 2013). Other 
studies, however, found no significant association between 
intrauterine exposure to traffic related air pollution with 
the incidence of LRTI, bronchiolitis, bronchitis, wheez-
ing and persistent cough (Madsen et al. 2017; Esplugues 
et al. 2011). Morales et al. (Morales et al. 2015) showed 
that intrauterine exposure to NO2 was associated with 
increased risk of low lung function (OR of 1.30 (95%CI: 
0.47; 1.76)) in preschool age children, while early postna-
tal exposure to NO2 was not significantly associated with 
low lung function.

Studies of traffic related air pollution effects in infant health 
were mainly conducted in high income countries (HIC) with 
limited evidence from middle income countries, especially 
lower middle income countries (LMIC) where the burden of 
infectious diseases is high and air pollution levels have mas-
sively increased (Cohen et al. 2017; World Health Organiza-
tion 2016, 2021). Most research from middle income coun-
tries originates from China, which is an upper-middle income 
country (UMIC). A study by Liu et al. (2020) showed that 
higher levels of NO2 during various trimesters of gestation 
and the first year of life increased the risks pneumonia in child-
hood. Other studies have also reported that prenatal exposure 
to PM2.5 was linked to higher risk of childhood pneumonia and 
ear infection (Lu et al. 2023a, b). The growing evidence on the 
role of outdoor air pollution in the incidence of infection in 
childhood as well as its severity warrants investigation on the 
magnitude of its effect in LMIC. The sources of air pollution in 
LMIC include motor vehicle exhaust, emitting i.e. NO2, PM2.5 
and soot (Soh et al. 2018; Soesanti et al. 2023). Other than 
traditional prevention measures such as vaccination, hygiene, 
sanitation, and nutrition; improving the air quality through 
public environmental policies probably has an important role 
to reduce high mortality rates under 5 years together with 
traditional prevention measures. Therefore, we performed a 
population-based cohort study in Indonesia to investigate the 
association between perinatal exposure to traffic related air 
pollution with the incidence of infections in infants during 
their first six months of life.



577International Archives of Occupational and Environmental Health (2024) 97:575–586	

Material and methods

We performed a population-based cohort study in nine 
primary healthcare centers (Cempaka Putih, Johar Baru, 
Kemayoran, Kramat, Jatinegara, Kampung Melayu, Matra-
man, Paseban, Rawa Bunga) in Jakarta, Indonesia, from 
March 2016 until September 2020 (Soesanti et al. 2023). 
Jakarta, the capital city of Indonesia, stands out as a prime 
example of significant exposure to air pollution, with 
around 70–80% of the overall air pollution in Jakarta to 
be attributed to traffic sources. This is driven by a large 
number of vehicles, including 16.1 million motorcycles, 
4.3 million cars, and public transportation systems that 
contribute substantially to pollution levels in the broader 
Jakarta region (Soesanti et al. 2023; Central Bureau of 
Statistics 2003).

We obtained ethical approval from the Institutional 
Review Board of the Faculty of Medicine University 
of Indonesia/Cipto Mangunkusumo General Hospi-
tal, Jakarta, Indonesia (reference number: 895/UN2.F1/
ETIK/2015). Written informed consent was obtained from 
all the participants before their enrolment (Soesanti et al. 
2023).

This study began by enrolling 413 pregnant women 
who lived within the primary care center catchment area 
and were easily reachable by phone (Soesanti et al. 2023). 
Recruitment was performed by midwives at the early 
stages of pregnancy (in the first or early second trimester 
with gestational age < 20 weeks). Over the years, the num-
ber of recruited pregnant women varied, with 69 partici-
pants in 2016, 132 in 2017, 122 in 2019, and 90 in 2019 
(Soesanti et al. 2023). Forty-nine participants dropped out 
for various reasons (refused to continue or moved out of 
town), 13 were excluded because of early miscarriages, 
and one was excluded because of an ectopic pregnancy, 
resulting in a final sample size of 348 mother-singleton 
infant pairs. Further exclusions were made due to missing 
data on air pollution measurements (4 pairs), incomplete 
data on outcome measurement (28 pairs), and extremely 
low birth weight (1 pair, BW 700 g, GA 27 weeks). As a 
result, 315 mother-infant pairs were included in this cur-
rent study. The pregnant women were followed until deliv-
ery, and their infants were followed up until six months 
of age.

Assessment of demographic and pregnancy‑related 
information

A full description of the demographic, socio-economic, 
and pregnancy-related information has been described in 
detail previously published paper (Soesanti et al. 2023). 

We used structured questionnaires during enrollment to 
collect data on various maternal characteristics, including 
maternal age, parity, abortion, working status, household 
income, level of education, prior drug use, and smoking 
(active and passive) history prior to pregnancy (Soesanti 
et al. 2023). Paternal characteristics, including age, level 
of education, and smoking habits prior to their spouse’s 
pregnancy were also obtained at enrolment (Soesanti et al. 
2023). Level of education was categorized as elementary, 
high school, and under-post graduate, while family income 
was categorized as below or above the minimum monthly 
wedges per capita in Jakarta (≥ 290 USD) (Soesanti et al. 
2023).

We used a structured questionnaire administered at each 
trimester to assess pregnancy-related factors, including preg-
nancy complications, medications, and smoking habits (Soe-
santi et al. 2023). Weight gain during pregnancy, denoted 
as delta BMI was derived by subtracting the pre-pregnancy 
BMI from the BMI recorded at delivery. Most pregnant 
women delivered at the primary care center. Referral to a 
secondary health care center for complicated pregnancy 
or delivery was following the national health care policy 
(Soesanti et al. 2023). At delivery, maternal blood pressure, 
body temperature, gestational age, and complications during 
delivery were documented (Soesanti et al. 2023).

Assessment of infection outcomes in infants

We used repeated interviewer-led questionnaires to obtain 
evidence of infection at each follow-up, performed at 
1 month (infection between 0 and 1 month of age), 2 months 
(between 1 and 2 months of age), 4 months (between 2 and 
4 months of age) and 6 months (between 4 and 6 months of 
age) in accordance with the national program on vaccina-
tion. We obtained information on infection as categorical 
“yes” and “no”. We asked questions about history of fever 
(defined as axilla temperature > 38 °C), symptoms of cough, 
runny nose, wheezing, shortness of breath, diarrhea, and 
vomiting during the time interval. The symptoms were cat-
egorized into respiratory tract infection (upper and lower), 
gastrointestinal infection, and other infections.

Lower respiratory tract infection (LRTI) was defined as 
pneumonia or bronchiolitis diagnosed by a physician. To 
obtain this information, we asked mothers two specific ques-
tions: (1) Has your infant been diagnosed with pneumonia 
by a physician? (2) Has your infant been diagnosed with 
bronchiolitis by a physician? Additionally, we cross-checked 
this data with hospital medical records. We also documented 
the medication received and the duration of hospitalization 
associated with pneumonia or bronchiolitis. For upper res-
piratory tract infection (URTI) symptoms, we asked about 
fever, cough, runny nose, and stuffed nose by asking mothers 
the following questions: (1) Has your infant had a fever? If 
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the response was “yes”, we proceeded with the following 
questions: (1) Has your infant had a cough? (2) Has your 
infant had a runny nose? (3) Has your infant had a stuffed 
nose? Gastrointestinal (GI) infection was defined based on 
the presence of specific symptoms obtained through the fol-
lowing questions: (1) Has your infant had diarrhea? (2) Has 
your infant had vomiting?

We also recorded any episodes of physician-diagnosed 
urinary tract infection, sepsis, central nervous system (CNS) 
infections, tuberculosis, and dengue fever. We categorized 
the infection episodes as other non-specific infections if the 
infants only have a fever without any other symptoms that 
can be classified as URTI, LRTI, or GI infection or without 
any specific diagnosis from a physician. Any episodes of 
hospitalization, length of stay, diagnosis, and medication 
given during hospitalization were also recorded.

Traffic‑related air pollution assessment

The cohort’s exposure to air pollution was assessed using 
land use regression (LUR) models. These models were 
developed based on targeted measurements of fine particles 
and nitrogen oxides in Jakarta (Lu et al. 2023b). Detailed 
description of the measurements and model development 

have been described previously in Soesanti et al. (2023) 
Briefly, the study area encompassed the primary care 
catchment area of the cohort study, located in the center 
of Jakarta. Measurements were made at 88 sites across the 
study area (Fig. 1) and LUR models were developed for 
PM2.5, soot (a measure of black carbon), nitrogen dioxide 
(NO2) and the sum of nitrogen dioxide (NO2) and nitrogen 
oxide (NO), denoted as NOx.

LUR models were developed using supervised linear 
regression procedures, using predictor variables derived 
from direct field observations of traffic counts and street 
configuration and global GIS databases of road data from 
Open Street map and impervious surface information (Soe-
santi et al. 2023). These models can be found in Table S1. 
All the models included motorcycle counts at the nearest 
road as a predictor variable. The LUR models explained 61, 
59, 26 and 33% of the measured annual average concentra-
tion variability for NOx, NO2, PM2.5 and soot, respectively 
(Soesanti et al. 2023). Exposure to air pollution was assessed 
individually using LUR model. However, due to the lack 
of continuous monitoring data for all four evaluated pollut-
ants in Jakarta, we could not use extrapolation methods and 
were not able to account for temporal differences between 
women giving birth at different times (Soesanti et al. 2023). 

Fig. 1   Study area of Jakarta air 
pollution sampling (Soesanti 
et al. 2023). Red pin indicates 
traffic sites, yellow pin: urban 
background, green pin: urban 
green, white pin indicates refer-
ence site (colour figure online)
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As a result, we could not calculate trimester-specific or full 
pregnancy-specific exposure. We also could not define spe-
cifically the exposure in the first six months of postnatal 
life. Continuous monitoring data was available from the US 
embassy only for PM2.5 (AirNow Department of State 2023). 
We calculated annual average concentration and full preg-
nancy average concentrations related to temporal variation 
(Soesanti et al. 2023).

Confounders

We categorized the confounding variables into three groups: 
(1) family demographic factors, (2) environmental factors, 
and (3) infant's factors. Within family demographic factors, 
variables such as level of education, household income, 
maternal age at pregnancy, parity (Madsen et al. 2017; Mac-
Intyre et al. 2014; Aguilera et al. 2013; Shi et al. 2021; Lu 
et al. 2023a), delta BMI, mother's working status during 
pregnancy, and maternal co-morbidity/gestational compli-
cations were predetermined as potential confounders (Mad-
sen et al. 2017; MacIntyre et al. 2014; Aguilera et al. 2013; 
Shi et al. 2021). Level of education and household income 
were used as proxies for socioeconomic status (Madsen et al. 
2017; MacIntyre et al. 2014; Shi et al. 2021). Smoking status 
during pregnancy (active or passive) (Madsen et al. 2017; 
MacIntyre et al. 2014; Shi et al. 2021; Liu et al. 2022) and 
exposure to pesticides during pregnancy, as reported in the 
questionnaire, were considered potential confounders related 
to indoor environmental factors. Gestational age and birth 
weight were identified as potential confounders related to 
infant factors and were treated as numerical variables (Mad-
sen et al. 2017; MacIntyre et al. 2014; Aguilera et al. 2013; 
Liu et al. 2022).

Statistical analysis

Continuous variables for baseline subject characteristics of 
the mothers and infants were expressed as mean and standard 
deviation or median and interquartile range if distributions 
were skewed, while categorical variables were expressed as 
number of subjects and its percentage. Air pollutant concen-
trations were presented as annual average concentrations of 
PM2.5, soot, NOx, and NO2 with interquartile range (IQR) 
and minimum–maximum values. The distribution of infec-
tion during the first six months of life was tabulated for each 
age (0–1,1–2, 2–4, and 4–6 months) interval, presented as 
numbers and percentages.

We included infants with a birth weight ≥ 2500 g for 
the final analysis, as children with low birth weight have a 
higher risk of infections in infancy. This restriction aimed 
to minimize the potential for bias. We analyzed the cumula-
tive incidence of upper respiratory tract, lower respiratory 
tract, and gastrointestinal infection in the first six months 

of life separately. The cumulative incidence of infection 
was denoted as binomial “yes” and “no” for each infection, 
while air pollutant concentration was entered as a continu-
ous variable.

Multivariable logistic regression adjusted to all potential 
confounders was performed to investigate the association 
between traffic-related air pollutants with the cumulative 
incidence of URTI, LRTI, and GI infections during the first 
six months of life. Additionally, we analyzed the associa-
tion between traffic-related air pollutants with the incidence 
of URTI at each age interval (1–2 months, 2–4 months, 
4–6 months) by performing multivariable logistic regres-
sion adjusted to all potential confounders. Effect estimates 
(Odds ratios) were calculated based on the IQR increment 
of each air pollutant (Soesanti et al. 2023). The IQR was 
7.14 μg/m3 for PM2.5, 0.75 × 10–5 per m for soot, 4.68 μg/
m3 for NOx, and 3.74 μg/m3 for NO2 (Lu et al. 2023b). Sta-
tistical significance was determined when 95% confidence 
intervals did not include unity, indicated two-sided p values 
less than 0.05. We used R.4.1.2. to develop LUR models 
and IBM SPSS version 24 for Mac for statistical analyses.

Results

There were 315 mother-infant pairs included at initial, but 
for final analysis, we restricted our analysis to those with 
BW of ≥ 2500 g, resulting in 298 pairs of mother-infant for 
final analysis. The average age of pregnant women in our 
study was 26.7 (SD 6.6), and they were mostly high school 
graduates and were on their first pregnancy without any 
history of abortion (Table 1). Around 64% reported a low 
family income and 41.5% of women worked during their 
pregnancy. Five (2.1%) women had chorioamnionitis and 
6% suffered from gestational hypertension. Infants were 
born with an average weight of 3219.1 g (SD 456.9) with an 
average gestational age of 38.6 (1.5) weeks. Seventeen of 
the infants were born with low birth weight. Only 5 women 
(1.6%) actively smoked during pregnancy while 62.2% of 
fathers smoked during their wife’s pregnancy. There were 
45.1% of subjects who routinely used pesticides during 
pregnancy.

The average concentration of PM2.5 and NO2 in our study 
was well above the recommended WHO air quality guide-
line level (World Health Organization 2021), as we have 
reported previously (Lu et al. 2021). The mean of PM2.5 
concentration was around seven times (36.45 µg/m3) higher 
than the recommended level by WHO guidelines of 5 µg/
m3 annually (World Health Organization 2021), while the 
mean NO2 concentration in our study was at least three times 
(37.27 µg/m3) higher than the recommended level by WHO 
guidelines (10 µg/m3 annually) (World Health Organization 
2021) (Table 2). The IQR of each air pollutants are also 
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shown in Table 2. The standard deviation is about 10% of the 
mean for all air pollutants (Table 2). Soot was moderately 
correlated (r = 0.51) with PM2.5, and NOx was highly corre-
lated (r = 0.87) with NO2, while the correlation between the 
rest of the pollutants was weak (S2 & S3 Tables) (Soesanti 
et al. 2023).

Table  3 shows that the incidence of infection was 
increased at each age interval (9.2% vs 21.6% vs 43.5% vs 
51.7% at 1, 2, 4, 6 months of age interval, respectively), 
partly because of the four- and six-months referred to two 
months interval instead of one month interval. The rates 
of hospitalization and antibiotics used also increased with 
the rise in infection cases. Upper respiratory tract infection 
(URTI) was the most common infection during the first six 
months of life (35.6% at 4–6 months of age), followed by 
gastrointestinal infection (5.8% at 4–6 months of age), and 
lower respiratory tract infection (3.5% at 4–6 months of age). 
There was one death at four months due to diarrhea with 
severe dehydration and one death at six months due to den-
gue shock syndrome. Both deaths occurred as a result of a 
delay reaching out to health care facility.

Table 4 shows the association between air pollutants 
concentrations with cumulative risk of specific infections, 
i.e., URTI, LRTI, or gastrointestinal infection in the first 
six months of life. PM2.5 was positively associated with 
increased risk of URTI and LRTI with adjusted OR of 1.50 
(0.91; 247) and 1.14 (0.79; 1.64) for every IQR increase, 
respectively. We did not observe the same result for gas-
trointestinal infection. However, all confidence intervals 
included unity. The risk of having LRTI was increased with 
every IQR increased of PM2.5, soot, NOx, and NO2 (aOR of 
1.45, 1.46, 1.43, 1.52, respectively), but confidence intervals 
were wide and included unity. We also assessed the associa-
tion between all air pollutants with the incidence of URTI 
at each age intervals (Table 5). Perinatal exposure to soot 
was significantly associated with increased risk of URTI at 
4–6 months age interval with aOR of 1.45 (95% CI of 1.02; 
2.09) for every IQR increment. We excluded the 0–1 month 
age interval from this analysis because of very small number 
of infants with URTI (as shown in Table 3) to avoid over 

Table 1   Baseline subject characteristics

Numbers are expressed in mean (SD) otherwise indicated
PROM premature rupture of the membrane, FDLM first day of last 
menstruation, GA gestational age; Total cigarettes/day average total 
cigarettes consumed by household member per day

Variable Total (n = 315)

Mother characteristics
Mother’s age (years) 26.7 (6.6)
Mother’s enrolment period, n (%)

  Trimester 1 153 (48.6)
  Trimester 2 162 (51.4)

Parity, n (%)
  0–1 215 (68.5)
  ≥ 2 100 (31.5)

No history of abortion, n (%) 253 (80.6)
Mother’s education level, n (%)

  Elementary 20 (6.3)
  High school 226 (71.7)
  Under-post graduate 69 (21.9)

Family income (USD/month), n (%) 112 (36.0)
  > 290 USD

Working during pregnancy, n (%) 131 (41.5)
BMI at pre-pregnancy (kg/m2) 22.9 (4.5)
Delta BMI (kg/m2) 4.81 (2.2)
Pregnancy complications, n (%)

  Hypertension 19 (6.0)
  PROM 41 (13.0)
  Oligohydramnios 19 (14.6)
  Chorioamnionitis 5 (2.1)

Infant characteristics
Male sex, n (%) 159 (50.5)
Gestational age based on FDLM (weeks) 38.6 (1.5)
Birth weight (grams) 3219.1 (456.9)
Birth length (cm) 49.0 (1.8)
Low birth weight (BW < 2500 g), n (%) 17 (10.9)
Premature (GA < 37 weeks), n (%) 12 (7.8)
Smoking habits
Mother smoking during pregnancy, n (%) 5 (1.6)
Father smoking during pregnancy, n (%) 196 (62.2)
Number of other household members smoking dur-

ing pregnancy, n (%)
  1 member 145 (46.0)
  ≥ 2 members 79 (25.2)

Total cigarettes/day 10.8 (9.39)
Other environmental factors
Home fuel resources, n (%)

  Gas 259 (82.2)
  Kerosene 7 (2.2)

Household insecticides usage, n (%) 142 (45.1)
Routine garbage burning, n (%) 7 (2.2)

Table 2   Distribution of the air pollutant concentrations

Air pollutant Concentration of air pollutants (n = 315)

Mean ± SD Min–max Interquartile 
range (IQR)

PM2.5 (μg/m3) 36.45 ± 3.72 32.45–51.28 7.14
Soot (10–5 per m) 4.57 ± 0.53 3.74–6.37 0.74
NOx (μg/m3) 37.27 ± 4.21 23.25–54.62 4.47
NO2 (μg/m3) 32.71 ± 3.28 21.30–44.84 3.65
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adjustment. Additionally, we looked at all infection com-
bined in the first six months of life and found no material 

association between all air pollutants and the cumulative 
incidence of all infection combined (S4 Table).

Table 3   Distribution of the incidence of infection in infant during their first six months of life

URTI upper respiratory tract infection; LRTI lower respiratory tract infection; GI gastrointestinal infection; UTI urinary tract infection

Variables 0–1 month (n = 315) 1–2 months (n = 315) 2–4 months (n = 315) 4–6 months (n = 315)

Episodes of infections, n (%) 29 (9.2) 68 (21.6) 137 (43.5) 163 (51.7)
  URTI, n (%) 9 (2.9) 56 (17.7) 119 (37.8) 112 (35.6)
  LRTI, n (%) 1 (0.3) 2 (0.6) 4 (1.3) 11 (3.5)
  GI infection, n (%) 4 (1.3) 5 (1.6) 9 (2.9) 18 (5.8)
  UTI, n (%) 1 (0.3) 0 (0) 1 (0.3) 0 (0)
  Sepsis, n (%) 8 (2.5) 0 (0) 0 (0) 0 (0)
  Other non-specific infections, n (%) 6 (1.9) 3 (0.9) 4 (1.3) 22 (6.9)

Episodes of hospitalization, n (%) 33 (10.5) 3 (0.9) 6 (1.9) 12 (3.8)
Reason for hospitalization, n (%)

  Hyperbilirubinemia 22 (7.0) 0 0 0
  LRTI 1 (0.3) 0 4 (1.3) 7 (2.2)
  Sepsis 8 (2.5) 0 0 0
  UTI 1 (0.3) 0 0 0
  Congenital anomaly 1 (0.3) 0 1 (0.3) 0
  URTI 0 1 (0.3) 0 2 (0.6)
  Tuberculosis 0 1 (0.3) 0 2 (0.6)
  GI infection 0 1 (0.3) 0 1 (0.3)
  Dengue fever 0 0 1(0.3) 1 (0.3)

Antibiotic usage, n (%) 10 (3.2) 13 (4.1) 29 (9.1) 40 (12.7)
Infant death, n (%) 0 (0) 0 (0) 1 (0.3) 1 (0.3)

  Causes of death Diarrhea, severe dehydration Dengue shock syndrome

Table 4   The association 
between perinatal exposure to 
air pollutants with URTI, LRTI 
and gastrointestinal infection 
during the first sixth months 
of life

All effect estimates of continuous data correspond to interquartile range (IQR) increase i.e. 7.14 μg/m3 for 
PM2.5, 0.74 × 10–5 per m for PM2.5abs, 4.47 μg/m3 for NOx, and 3.65 μg/m3 for NO2

Adjusted to mother’s age at pregnancy, household SES, mother working status during pregnancy, parity, 
delta BMI, active smoking, passive smoking, exposure to insecticides during pregnancy, gestational age, 
delivery complications, birth weight

Air pollutant concen-
tration

Odd ratio (95% confidence interval)

Upper respiratory tract infec-
tion (n = 185)

Lower respiratory tract infec-
tion (n = 14)

Gastrointestinal 
infection (n = 26)

PM2.5

Crude 1.45 (0.92; 2.28) 1.39 (0.54; 3.56) 0.84 (0.38; 1.87)
Adjusted 1.50 (0.91; 2.47) 1.45 (0.53; 4.00) 0.97 (0.42; 2.23)
Soot
Crude 1.17 (0.84; 1.63) 1.34 (0.66; 2.73) 0.99 (0.56; 1.72)
Adjusted 1.14 (0.79; 1.64) 1.46 (0.69; 3.10) 1.08 (0.57; 2.02)
NOx

Crude 0.83 (0.64; 1.07) 1.40 (0.78; 2.51) 1.15 (0.75; 1.77)
Adjusted 0.80 (0.60; 1.06) 1.43 (0.75; 2.72) 1.20 (0.73; 1.98)
NO2

Crude 0.85 (0.65; 1.10) 1.48 (0.78; 2.76) 1.17 (0.74; 1.84)
Adjusted 0.81 (0.61; 1.09) 1.52 (0.77; 3.02) 1.25 (0.74; 2.10)
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Discussion

This study provides suggestive evidence that perinatal expo-
sure to PM2.5 and soot are associated with the incidence of 
respiratory tract infections in the first six months of life, 
especially the upper respiratory tract infections (URTI), with 
the association between soot and URTI was substantially 
significant at 4–6 months age interval. To our knowledge, 
our study is the first study to evaluate the effect of exposure 
to multiple important traffic related air pollutants during the 
perinatal period on the incidence of infection in the first six 
months of life in a low-middle income country setting. Most 
of epidemiological evidence comes from high income coun-
tries (Madsen et al. 2017; MacIntyre et al. 2014; Aguilera 
et al. 2013; Esplugues et al. 2011; Goshen et al. 2020) and 
many of them focus more on the postnatal exposure (Nhung 
et al. 2017; Ratajczak et al. 2021; Bowatte et al. 2015, 2018; 
Bai et al. 2018) instead of prenatal exposure or the perinatal 
period of exposure. However, there is a growing body of 
research, particularly from countries like China (an upper-
middle income country) that assesses prenatal, perinatal, and 
postnatal exposure to air pollutants, (Shi et al. 2021; Liu 
et al. 2020, 2022; Lu et al. 2021, 2023a, b; Soesanti et al. 
2023) but the evidence from low-middle income countries 
remains relatively limited.

Our prospective cohort study design commencing in 
early pregnancy is a major strength of our study (Soesanti 
et al. 2023), which is very useful for studying the expo-
sure–response relationship in disease development. This 
design allowed us to collect individual data on the incidence 

of infection at 0–1 month, 1–2 month, 2–4 month, and 
4–6 month of age intervals. The measurements at multiple 
time points allowed us to evaluate the consistency of asso-
ciations. We also consider the direct measurement of mul-
tiple important (traffic related) air pollution concentrations 
(PM2.5, soot, NOx, NO2) using standardized methodology 
as one of our strengths (Soesanti et al. 2023; Aguilera et al. 
2009; Ballester et al. 2010). Numerous epidemiological 
studies rely on historical data for air pollutant concentration 
and typically focus only on one or two specific air pollutants 
(Aguilera et al. 2009; Ballester et al. 2010). In our study, 
we used LUR modeling to assess individual levels of expo-
sure. We based our estimate on the residential address of 
the pregnant women to minimize the possibility of exposure 
misclassification (Soesanti et al. 2023; Aguilera et al. 2009; 
Ballester et al. 2010).

There are a few limitations in our study. Firstly, while 
our cohort size is significant within the Indonesian con-
text, the relatively small sample size resulted in less precise 
estimates, as evidenced by the wide confidence intervals 
(Soesanti et al. 2023). Secondly, instead of using clinical 
records, we relied on questionnaires to collect individual 
data on health outcomes. The infection data, except for LRTI 
or other infections that lead to hospitalization was collected 
based on the symptoms of upper respiratory tract infection, 
gastrointestinal infection, or other specific infections. This 
can result in potential misclassification and recall bias (Agu-
ilera et al. 2013). We minimized the possibility of misclas-
sification by using repeated standardized questionnaires for 
infections performed by trained research personnel who are 

Table 5   The association 
between perinatal exposure 
to air pollutants with upper 
respiratory tract infection at 
each age interval during the first 
sixth months of life

All effect estimates of continuous data correspond to interquartile range (IQR) increase i.e. 7.14 μg/m3 for 
PM2.5, 0.74 × 10–5 per m for PM2.5abs, 4.47 μg/m3 for NOx, and 3.65 μg/m3 for NO2

Adjusted to mother’s age at pregnancy, household SES, mother working status during pregnancy, parity, 
delta BMI, active smoking, passive smoking, exposure to insecticides during pregnancy, gestational age, 
delivery complications, birth weight
*p value < 0.05

Air pollutants 
concentration

Odd ratio (95% confidence interval)

1–2 month of age (n = 56) 2–4 month of age (n = 119) 4–6 month of age (n = 112)

PM2.5

Crude 1.36 (0.87; 2.11) 0.84 (0.91; 2.22) 1.23 (0.78; 1.92)
Adjusted 1.33 (0.83; 2.13) 1.36 (0.84; 2.19) 1.31 (0.80; 2.13)
Soot
Crude 1.07 (0.77; 1.48) 1.19 (0.86; 1.66) 1.35 (0.96; 1.88)
Adjusted 1.00 (0.70; 1.42) 1.13 (0.79; 1.60) 1.45 (1.02; 2.09)*
NOx

Crude 1.00 (0.78; 1.29) 1.01 (0.79; 1.31) 0.87 (0.67; 1.12)
Adjusted 1.03 (0.78; 1.34) 1.02 (0.77; 1.34) 0.83 (0.63; 1.11)
NO2

Crude 1.02 (0.79; 1.33) 1.05 (0.80; 1.36) 0.88 (0.67; 1.15)
Adjusted 1.04 (0.79; 1.38) 1.05 (0.79; 1.39) 0.85 (0.63; 1.14)
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unaware of the air pollutants exposure level of each subject. 
However, we cannot confidently exclude all the possibility of 
residual bias. Furthermore, our study verified data on LRTI 
not only through questionnaires but also by cross-referencing 
with hospital medical records for increased data accuracy. 
Thirdly, we did not measure the postnatal concentration of 
the air pollution. Although a study by Esplugues et al. (2011) 
indicates that air pollution exposure during the first year of 
life was highly correlated with prenatal exposure, but we 
could not confidently specify whether the increased risk of 
infection at 6 months of age was associated with prenatal 
exposure only or the continuum exposure since prenatal to 
early postnatal period. Thus, we defined the exposure as a 
perinatal exposure.

Our study showed that perinatal exposure to fine parti-
cles, specifically soot (black carbon), was associated with an 
increased risk of developing URTI in infants for their first 
six months of life. This result adds to the evidence of the 
detrimental effect of perinatal exposure to (traffic related) 
air pollution in infants on early life infection, especially on 
the respiratory tract infection. Most of the previous studies 
focused more on the incidence of lower respiratory tract, 
such as pneumonia, bronchiolitis, and hospitalization asso-
ciated with pneumonia, instead of URTI. A study in Singa-
pore reported a significant association of prenatal PM2.5 with 
ear infection and bronchiolitis/bronchitis (Soh et al. 2018). 
Similarly, a study in China reported a link between PM2.5 
and increased risk of ear infections (Lu et al. 2023b). On 
the contrary, the findings from the ESCAPE study showed 
no significant association between PMs with diseases cat-
egorized as URTI and Pneumonia (MacIntyre et al. 2014). 
Goshen et al. (2020) showed that intrauterine exposure to 
PM2.5 is adversely associated with the incidence of LRTI in a 
Arab-Bedouin population, while a cohort study from Jedry-
chowsky et al. (Jedrychowski et al. 2013) reported that intra-
uterine exposure to PMs is associated with increased risk of 
pneumonia at 7 years of age. A study by Lu et al. (2023a) 
demonstrated that exposure to PM2.5 during prenatal and 
postnatal periods (defined as the first year of life) is linked to 
an elevated risk of pneumonia at aged 3–6 years old. Specifi-
cally, the adjusted odds ratio (95% CI) for pneumonia was 
1.17 (1.04; 1.30) for each interquartile range (IQR) increase 
in prenatal PM 2.5 exposure, and 1.12 (1.02; 1.22) for each 
IQR rise in postnatal PM2.5 exposure (Lu et al. 2023a). Our 
study showed no meaningful relationship between perinatal 
exposure to PM2.5 and soot with the risk of LRTI. However, 
our results indicated a positive association.

The biological mechanism of prenatal and early postnatal 
exposure to air pollution with early life infection is still not 
well understood. Chronic exposure to external factors dur-
ing pregnancy such as PMs and NO2 may disrupt biologi-
cal mechanisms that regulate fetal growth, maturation and 
development (Hertz-Picciotto et al. 2005; Ashley-Martin 

et al. 2016; Friedman et al. 2021; Korten et al. 2017; Latzin 
et al. 2011; Lee et al. 2011). Specifically, exposure to PMs, 
including soot, during pregnancy, may induce oxidative 
stress that causes inefficient repair mechanisms of the devel-
oping lung and genetic modification that probably contrib-
utes to increased pulmonary susceptibility (Hertz-Picciotto 
et al. 2005; Ashley-Martin et al. 2016; Friedman et al. 2021; 
Korten et al. 2017; Latzin et al. 2011; Lee et al. 2011). In 
addition, environmental stimuli may induce acquired epi-
genetics states that affect gene expression and phenotypic 
outcome (Korten et al. 2017). PM2.5 have been known to 
cause systemic inflammation that produce free oxygen radi-
cals that induce oxidative stress and then produce inflamma-
tion (Hertz-Picciotto et al. 2005; Ashley-Martin et al. 2016; 
Friedman et al. 2021; Korten et al. 2017; Latzin et al. 2011; 
Lee et al. 2011).

Several studies from Germany (Latzin et al. 2011), Czech 
Republic (Hertz-Picciotto et al. 2005), Canada (Ashley-
Martin et al. 2016), and US (Lee et al. 2011), have reported 
that exposure to air pollution during pregnancy was asso-
ciated with increased levels of immune biomarkers in the 
mother and the neonate. Friedman et al. (2021) reported 
that the outdoor concentration of PM2.5 in early pregnancy is 
associated with maternal levels of inflammatory cytokines, 
during mid-pregnancy, but less consistent findings were 
reported with inflammatory biomarkers in cord blood at 
delivery (Hertz-Picciotto et al. 2005; Ashley-Martin et al. 
2016; Friedman et al. 2021; Korten et al. 2017; Latzin et al. 
2011; Lee et al. 2011). Mice that were exposed to urban 
PMs showed elevated cytokine levels and increased levels 
of lipid and protein oxidation. The ENVIRONAGE birth 
cohort study (Bové et al. 2019) showed that soot particles 
were detected on the maternal and fetal sides of the placenta, 
suggesting that soot may be transported to the developing 
fetus. PM2.5 can cross the placenta and enter the bronchi 
and alveoli of the fetus compared to larger PMs and have 
been associated with abnormal lung genesis and hyperac-
tive lung disease (Hertz-Picciotto et al. 2005; Ashley-Martin 
et al. 2016; Friedman et al. 2021; Korten et al. 2017; Latzin 
et al. 2011; Lee et al. 2011).

Our study did not find statistically significant associations 
of perinatal exposure to traffic related NOx and NO2 with the 
incidence of URTI, LRTI, or gastrointestinal infection dur-
ing the first six months of life. Similar results were reported 
by the MoBa study (Madsen et al. 2017) in Norway. The 
ESCAPE study (MacIntyre et al. 2014), however, reported 
an elevated and statistically significant association of NO2 
with pneumonia (OR = 1.30, 95% CI: 1.02; 1.65 per 10 µg/
m3 increase in NO2) as well as with otitis media (OR = 1.09, 
95% CI of 1.02; 1.16 per 10 µg/m3). The findings of the 
ESCAPE study are consistent with the results of other stud-
ies in HIC settings (Bowatte et al. 2018; Aguilera et al. 2013; 
Brauer et al. 2008). Additionally, exposure to higher levels 
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of NO2 during prenatal and early postnatal period was sig-
nificantly associated with an increased risk of pneumonia in 
childhood (Liu et al. 2020).

The biological mechanisms linking prenatal/perinatal 
exposure to air pollution with gastrointestinal tract infec-
tions are not well understood and have been less studied 
compared to the association with respiratory tract inflamma-
tion. Only very few studies assessed the relation of perinatal 
exposure to air pollution with gastrointestinal infections and 
most of the studies focused on the development of inflamma-
tory bowel disease (Fouladi et al. 2020; Mutlu et al. 2018, 
2011). Exposure to PMs increased the production of mito-
chondrial reactive oxygen species (ROS) and the release of 
inflammatory cytokines increasing overall gut permeability 
which in turn affects the fetal organ development including 
the gastrointestinal system (Mutlu et al. 2018, 2011). This 
hypothesis aligns with the Barker hypothesis of Develop-
mental Origins of Health and Disease (DOHaD) in adult 
(Fouladi et al. 2020; Mutlu et al. 2018, 2011).

In summary, children from low-and-middle income coun-
tries and in poor resource settings might carry an increased 
risk of air pollution-related effects, not only because they are 
exposed to higher exposure to air pollution but also because 
of additional risk factors for infection such as exposure to 
smoke (active or passive) and poor diets due to a low socio-
economic background. Our study provides additional evi-
dence that perinatal exposure to fine particles, especially 
soot (black carbon), as early as in pregnancy and early six 
months of postnatal life might increase the risk of upper 
and lower respiratory tract infection. This evidence warrants 
health professionals and policy makers to raise awareness on 
the hazardous effects of air pollutions for the growing fetus 
and subsequent child health. Further research on a larger 
scale is needed to fully understand how exposure to air pol-
lution during crucial developmental periods, such as pre-
natal and early postnatal life, can affect the risk of specific 
infections in childhood. Continuing to monitor and study 
the groups from our research longitudinally is crucial for 
understanding the long-term effects of early-life exposure 
to air pollutants on childhood infections.

Supplementary Information  The online version contains supplemen-
tary material available at https://​doi.​org/​10.​1007/​s00420-​024-​02064-0.

Acknowledgements  All authors have full access to all data in the study 
and take responsibility for its integrity and the accuracy of its analysis. 
Thank you to Septiani Madonna Gultom, Hanitya Dwi Ratnasari, and 
the PEER field research assistants in Indonesia for their contribution 
to data acquisition and management and all women participating in 
this study.

Author contributions  Each author has met the authorship requirement 
listed below. FS, NSI, NDP, GH, KM, BB, KKG, CSPMU, substantial 
contribution to conception and design, acquisition of data, or analysis 
and interpretation of data. FS, GH, BB, JC, CSPMU, KKG, DEG, sub-
stantial contribution to design of work, drafting the article or revising 

it critically for important intellectual content. FS, KKG, GH, BB, JC, 
NDP, DEG, final approval of the version to be published. All authors 
approved the final manuscript as submitted and agree to be accountable 
for all aspects of work.

Funding  This study was funded by Partnership for Enhanced Engage-
ment in Research (PEER) program, the U.S. Agency for International 
Development with project title “Effect of Air Pollution in Early Life on 
infant and maternal health project” (https://sites.nationalacademies.org/
PGA/PEER/PEERhealth/PGA_161463). This study was also partially 
funded by the Universitas Indonesia for the scheme of Hibah Kolabo-
rasi Internasional (NKB-1925/UN2.R3.1HKP.05.00/2019). The funder 
had no role in study design, data analysis, decision to publish and the 
preparation of the manuscript.

Data availability  The datasets generated and/or analyzed during the 
current study are not publicly available because the datasets contain 
multiple sensitive identifiers, but the datasets are available from the 
corresponding author on reasonable request.

Declarations 

Conflict of interest  The authors declare that they have no competing 
interests.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article’s Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

References

Aguilera I, Guxens M, Garcia-Esteban R, Corbella T, Nieuwenhuijsen 
MJ, Foradada CM et al (2009) Association between GIS-based 
exposure to urban air pollution during pregnancy and birth weight 
in the INMA Sabadell cohort. Environ Health Perspect 117:1322–
1327. https://​doi.​org/​10.​1289/​ehp.​08002​56

Aguilera I, Pedersen M, Garcia-Esteban R, Ballester F, Basterrechea M, 
Esplugues A et al (2013) Early-life exposure to outdoor air pollu-
tion and respiratory health, ear infections, and eczema in infants 
from the INMA Study. Environ Health Perspect 121:387–392. 
https://​doi.​org/​10.​1289/​ehp.​12052​81

AirNow Department of State (2023) Jakarta central. Available from: 
https://​www.​airnow.​gov/​inter​natio​nal/​us-​embas​sies-​and-​consu​
lates/#​Indon​esia$Jakar​ta_​Centr​al. Accessed Jan 2023

Ashley-Martin J, Lavigne E, Arbuckle TE, Johnson M, Hystad P, 
Crouse DL et al (2016) Air pollution during pregnancy and cord 
blood immune system biomarkers. J Occup Environ Med 58:979–
986. https://​doi.​org/​10.​1097/​JOM.​00000​00000​000841

Bai L, Su X, Zhao D, Zhang Y, Cheng Q, Zhang H et al (2018) Expo-
sure to traffic-related air pollution and acute bronchitis in chil-
dren: season and age as modifiers. J Epidemiol Community Health 
72:426–433. https://​doi.​org/​10.​1136/​jech-​2017-​209948

Ballester F, Estarlich M, Iñiguez C, Llop S, Ramón R, Esplugues A 
et al (2010) Air pollution exposure during pregnancy and reduced 

https://doi.org/10.1007/s00420-024-02064-0
https://sites.nationalacademies.org/PGA/PEER/PEERhealth/PGA_161463
https://sites.nationalacademies.org/PGA/PEER/PEERhealth/PGA_161463
http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1289/ehp.0800256
https://doi.org/10.1289/ehp.1205281
https://www.airnow.gov/international/us-embassies-and-consulates/#Indonesia$Jakarta_Central
https://www.airnow.gov/international/us-embassies-and-consulates/#Indonesia$Jakarta_Central
https://doi.org/10.1097/JOM.0000000000000841
https://doi.org/10.1136/jech-2017-209948


585International Archives of Occupational and Environmental Health (2024) 97:575–586	

birth size: a prospective birth cohort study in Valencia. Spain 
Environ Health 9:6. https://​doi.​org/​10.​1186/​1476-​069X-9-6

Bové H, Bongaerts E, Slenders E, Bijnens EM, Saenen ND, Gyselaers 
W et al (2019) Ambient black carbon particles reach the fetal 
side of human placenta. Nat Commun 10:3866. https://​doi.​org/​
10.​1038/​s41467-​019-​11654-3

Bowatte G, Lodge C, Lowe AJ, Erbas B, Perret J, Abramson MJ et al 
(2015) The influence of childhood traffic-related air pollution 
exposure on asthma, allergy and sensitization: a systematic review 
and a meta-analysis of birth cohort studies. Allergy 70:245–256. 
https://​doi.​org/​10.​1111/​all.​12561

Bowatte G, Tham R, Perret J, Bloom M, Dong G, Waidyatillake N 
et al (2018) Air Pollution and otitis media in children: a system-
atic review of literature. Int J Environ Res Public Health 15:257. 
https://​doi.​org/​10.​3390/​ijerp​h1502​0257

Brauer M, Lencar C, Tamburic L, Koehoorn M, Demers P, Karr C 
(2008) A cohort study of traffic-related air pollution impacts on 
birth outcomes. Environ Health Perspect 116:680–686. https://​
doi.​org/​10.​1289/​ehp.​10952

Central Bureau of Statistics (2003) Indonesia number of motor vehi-
cles: Jakarta from 2003 to 2018. 2022. Accessed Feb 2022. Avail-
able from: https://​www.​ceicd​ata.​com/​en/​indon​esia/​number-​of-​
motor-​vehic​le-​regis​tered

Chen J, Hoek G (2020) Long-term exposure to PM and all-cause and 
cause-specific mortality: a systematic review and meta-analysis. 
Environ Int 143:105974. https://​doi.​org/​10.​1016/j.​envint.​2020.​
105974

Cohen AJ, Brauer M, Burnett R, Anderson HR, Frostad J, Estep K 
et al (2017) Estimates and 25-year trends of the global burden 
of disease attributable to ambient air pollution: an analysis of 
data from the Global Burden of Diseases Study 2015. The Lancet 
389:1907–1918

Delfino RJ, Staimer N, Vaziri ND (2011) Air pollution and circulating 
biomarkers of oxidative stress. Air Qual Atmos Health 4:37–52. 
https://​doi.​org/​10.​1007/​s11869-​010-​0095-2

Esplugues A, Ballester F, Estarlich M, Llop S, Fuentes-Leonarte V, 
Mantilla E et al (2011) Outdoor, but not indoor, nitrogen diox-
ide exposure is associated with persistent cough during the first 
year of life. Sci Total Environ 409:4667–4673. https://​doi.​org/​10.​
1016/j.​scito​tenv.​2011.​08.​007

Fouladi F, Bailey MJ, Patterson WB, Sioda M, Blakley IC, Fodor AA 
et al (2020) Air pollution exposure is associated with the gut 
microbiome as revealed by shotgun metagenomic sequencing. 
Environ Int 138:105604. https://​doi.​org/​10.​1016/j.​envint.​2020.​
105604

Friedman C, Dabelea D, Thomas DSK, Peel JL, Adgate JL, Magzamen 
S et al (2021) Exposure to ambient air pollution during pregnancy 
and inflammatory biomarkers in maternal and umbilical cord 
blood: the healthy start study. Environ Res 197:111165. https://​
doi.​org/​10.​1016/j.​envres.​2021.​111165

Goshen S, Novack L, Erez O, Yitshak-Sade M, Kloog I, Shtein A 
et al (2020) The effect of exposure to particulate matter during 
pregnancy on lower respiratory tract infection hospitalizations 
during first year of life. Environ Health. https://​doi.​org/​10.​1186/​
s12940-​020-​00645-3

Hertz-Picciotto I, Herr CEW, Yap P-S, Dostál M, Shumway RH, Ash-
wood P et al (2005) Air pollution and lymphocyte phenotype pro-
portions in cord blood. Environ Health Perspect 113:1391–1398

Jedrychowski WA, Perera FP, Spengler JD, Mroz E, Stigter L, Flak E 
et al (2013) Intrauterine exposure to fine particulate matter as a 
risk factor for increased susceptibility to acute broncho-pulmonary 
infections in early childhood. Int J Hyg Environ Health 216:395–
401. https://​doi.​org/​10.​1016/j.​ijheh.​2012.​12.​014

Korten I, Ramsey K, Latzin P (2017) Air pollution during pregnancy 
and lung development in the child. Paediatr Respir Rev 21:38–46. 
https://​doi.​org/​10.​1016/j.​prrv.​2016.​08.​008

Latzin P, Frey U, Armann J, Kieninger E, Fuchs O, Röösli M et al 
(2011) Exposure to moderate air pollution during late pregnancy 
and cord blood cytokine secretion in healthy neonates. PLoS ONE 
6:e23130. https://​doi.​org/​10.​1371/​journ​al.​pone.​00231​30

Lee PC, Talbott EO, Roberts JM, Catov JM, Sharma RK, Ritz B (2011) 
Particulate air pollution exposure and C-reactive protein during 
early pregnancy. Epidemiology 22:524–531. https://​doi.​org/​10.​
1097/​EDE.​0b013​e3182​1c6c58

Liu W, Huang C, Cai J, Fu Q, Zou Z, Sun C et al (2020) Prenatal 
and postnatal exposures to ambient air pollutants associated with 
allergies and airway diseases in childhood: a retrospective obser-
vational study. Environ Int 142:105853. https://​doi.​org/​10.​1016/j.​
envint.​2020.​105853

Liu Y, Lu C, Deng M, Norbäck D, Sun S (2022) The effect of pre-
natala and early-postnatal exposure to classical air pollution on 
childhood pneumonia in China. Indoor Built Environ 31:170–185. 
https://​doi.​org/​10.​1177/​14203​26X20​980100

Lu C, Peng W, Kuang J, Wu M, Wu H, Murithi RG et al (2021) Pre-
conceptional and prenatal exposure to air pollution increases inci-
dence of childhood pneumonia: a hypothesis of the (pre-)fetal ori-
gin of childhood pneumonia. Ecotoxicol Environ Saf 210:111860. 
https://​doi.​org/​10.​1016/j.​ecoenv.​2020.​111860

Lu C, Yang W, Wang F, Li B, Liu Z, Liao H (2023a) Effects of intrau-
terine and post-natal exposure to air pollution on children’s pneu-
monia: key roles in different particulate matters exposure during 
critical time windows. J Hazard Mater 457:131837. https://​doi.​
org/​10.​1016/j.​jhazm​at.​2023.​131837

Lu C, Li Q, Qiao Z, Liu Q, Wang F (2023b) Effects of pre-natal and 
post-natal exposures to air pollution on onset and recurrence of 
childhood otitis media. J Hazard Mater 459:132254. https://​doi.​
org/​10.​1016/j.​jhazm​at.​2023.​132254

MacIntyre EA, Gehring U, Mölter A, Fuertes E, Klümper C, Krämer U 
et al (2014) Air pollution and respiratory infections during early 
childhood: an analysis of 10 European birth cohorts within the 
ESCAPE project. Environ Health Perspect 122:107–113. https://​
doi.​org/​10.​1289/​ehp.​13067​55

Madsen C, Haberg SE, Magnus MC, Aamodt G, Stigum H, London 
SJ et al (2017) Pregnancy exposure to air pollution and early 
childhood respiratory health in the Norwegian Mother and Child 
Cohort Study (MoBa). BMJ Open 7:e015796. https://​doi.​org/​10.​
1136/​bmjop​en-​2016-​015796

Morales E, Garcia-Esteban R, de la Cruz OA, Basterrechea M, Lertx-
undi A, de Dicastillo MD et al (2015) Intrauterine and early 
postnatal exposure to outdoor air pollution and lung function at 
preschool age. Thorax 70:64–73. https://​doi.​org/​10.​1136/​thora​
xjnl-​2014-​205413

Mutlu EA, Engen PA, Soberanes S, Urich D, Forsyth CB, Nigdelioglu 
R et al (2011) Particulate matter air pollution causes oxidant-
mediated increase in gut permeability in mice. Part Fibre Toxicol 
8:19. https://​doi.​org/​10.​1186/​1743-​8977-8-​19

Mutlu EA, Comba IY, Cho T, Engen PA, Yazıcı C, Soberanes S et al 
(2018) Inhalational exposure to particulate matter air pollution 
alters the composition of the gut microbiome. Environ Pollut 
240:817–830. https://​doi.​org/​10.​1016/j.​envpol.​2018.​04.​130

Nhung NTT, Amini H, Schindler C, Kutlar Joss M, Dien TM, Probst-
Hensch N et al (2017) Short-term association between ambient 
air pollution and pneumonia in children: a systematic review and 
meta-analysis of time-series and case-crossover studies. Environ 
Pollut 230:1000–1008. https://​doi.​org/​10.​1016/j.​envpol.​2017.​07.​
063

Ratajczak A, Badyda A, Czechowski PO, Czarnecki A, Dubrawski M, 
Feleszko W (2021) Air pollution increases the incidence of upper 
respiratory tract symptoms among polish children. J Clin Med 
10:2150. https://​doi.​org/​10.​3390/​jcm10​102150

Shi W, Liu C, Annesi-Maesano I, Norbäck D, Deng Q, Huang C 
et al (2021) Ambient PM2.5 and its chemical constituents on 

https://doi.org/10.1186/1476-069X-9-6
https://doi.org/10.1038/s41467-019-11654-3
https://doi.org/10.1038/s41467-019-11654-3
https://doi.org/10.1111/all.12561
https://doi.org/10.3390/ijerph15020257
https://doi.org/10.1289/ehp.10952
https://doi.org/10.1289/ehp.10952
https://www.ceicdata.com/en/indonesia/number-of-motor-vehicle-registered
https://www.ceicdata.com/en/indonesia/number-of-motor-vehicle-registered
https://doi.org/10.1016/j.envint.2020.105974
https://doi.org/10.1016/j.envint.2020.105974
https://doi.org/10.1007/s11869-010-0095-2
https://doi.org/10.1016/j.scitotenv.2011.08.007
https://doi.org/10.1016/j.scitotenv.2011.08.007
https://doi.org/10.1016/j.envint.2020.105604
https://doi.org/10.1016/j.envint.2020.105604
https://doi.org/10.1016/j.envres.2021.111165
https://doi.org/10.1016/j.envres.2021.111165
https://doi.org/10.1186/s12940-020-00645-3
https://doi.org/10.1186/s12940-020-00645-3
https://doi.org/10.1016/j.ijheh.2012.12.014
https://doi.org/10.1016/j.prrv.2016.08.008
https://doi.org/10.1371/journal.pone.0023130
https://doi.org/10.1097/EDE.0b013e31821c6c58
https://doi.org/10.1097/EDE.0b013e31821c6c58
https://doi.org/10.1016/j.envint.2020.105853
https://doi.org/10.1016/j.envint.2020.105853
https://doi.org/10.1177/1420326X20980100
https://doi.org/10.1016/j.ecoenv.2020.111860
https://doi.org/10.1016/j.jhazmat.2023.131837
https://doi.org/10.1016/j.jhazmat.2023.131837
https://doi.org/10.1016/j.jhazmat.2023.132254
https://doi.org/10.1016/j.jhazmat.2023.132254
https://doi.org/10.1289/ehp.1306755
https://doi.org/10.1289/ehp.1306755
https://doi.org/10.1136/bmjopen-2016-015796
https://doi.org/10.1136/bmjopen-2016-015796
https://doi.org/10.1136/thoraxjnl-2014-205413
https://doi.org/10.1136/thoraxjnl-2014-205413
https://doi.org/10.1186/1743-8977-8-19
https://doi.org/10.1016/j.envpol.2018.04.130
https://doi.org/10.1016/j.envpol.2017.07.063
https://doi.org/10.1016/j.envpol.2017.07.063
https://doi.org/10.3390/jcm10102150


586	 International Archives of Occupational and Environmental Health (2024) 97:575–586

lifetime-ever pneumonia in Chinese children: a multi-center 
study. Environ Int 146:106176. https://​doi.​org/​10.​1016/j.​envint.​
2020.​106176

Soesanti F, Uiterwaal CSPM, Meliefste K, Chen J, Brunekreef B, Idris 
NS et al (2023) The effect of exposure to traffic related air pol-
lutants in pregnancy on birth anthropometry: a cohort study in 
a heavily polluted low-middle income country. Environ Health 
22:22. https://​doi.​org/​10.​1186/​s12940-​023-​00973-0

Soh SE, Goh A, Teoh OH, Godfrey KM, Gluckman PD, Shek LP et al 
(2018) Pregnancy trimester-specific exposure to ambient air pol-
lution and child respiratory health outcomes in the first 2 years 
of life: effect modification by maternal pre-pregnancy BMI. Int J 
Environ Res Public Health 15:E996. https://​doi.​org/​10.​3390/​ijerp​
h1505​0996

Souza LSV, Nascimento LFC (2016) Air pollutants and hospital admis-
sion due to pneumonia in children: a time series analysis. Rev 
Assoc Med Bras 62:151–156. https://​doi.​org/​10.​1590/​1806-​9282.​
62.​02.​151

World Health Organization (2016) Ambient air pollution: A global 
assessment of exposure and burden of disease. 2016. https://​apps.​
who.​int/​iris/​handle/​10665/​250141. Accessed Oct 2021

World Health Organization (2021) WHO global air quality guidelines: 
particulate matter (PM2. 5 and PM10), ozone, nitrogen dioxide, 
sulfur dioxide and carbon monoxide. World Health Organization; 
2021. https://​apps.​who.​int/​iris/​handle/​10665/​345329. Accessed 
Oct 2021

Yitshak-Sade M, Yudovitch D, Novack V, Tal A, Kloog I, Goldbart A 
(2017) Air pollution and hospitalization for bronchiolitis among 
young children. Ann Am Thorac Soc 14:1796–1802. https://​doi.​
org/​10.​1513/​Annal​sATS.​201703-​191OC

Publisher's Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

https://doi.org/10.1016/j.envint.2020.106176
https://doi.org/10.1016/j.envint.2020.106176
https://doi.org/10.1186/s12940-023-00973-0
https://doi.org/10.3390/ijerph15050996
https://doi.org/10.3390/ijerph15050996
https://doi.org/10.1590/1806-9282.62.02.151
https://doi.org/10.1590/1806-9282.62.02.151
https://apps.who.int/iris/handle/10665/250141
https://apps.who.int/iris/handle/10665/250141
https://apps.who.int/iris/handle/10665/345329
https://doi.org/10.1513/AnnalsATS.201703-191OC
https://doi.org/10.1513/AnnalsATS.201703-191OC

	Perinatal exposure to traffic related air pollutants and the risk of infection in the first six months of life: a cohort study from a low-middle income country
	Abstract
	Objective 
	Methods 
	Results 
	Conclusion 

	Introduction
	Material and methods
	Assessment of demographic and pregnancy-related information
	Assessment of infection outcomes in infants
	Traffic-related air pollution assessment
	Confounders
	Statistical analysis

	Results
	Discussion
	Acknowledgements 
	References




