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Effects of air pollution on neonatal prematurity in
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Abstract

Background: Over the last decade, a few studies have investigated the possible adverse effects of ambient air
pollution on preterm birth. However, the correlation between them still remains unclear, due to insufficient
evidences.

Methods: The correlation between air pollution and preterm birth in Guangzhou city was examined by using the
Generalized Additive Model (GAM) extended Poisson regression model in which we controlled the confounding
factors such as meteorological factors, time trends, weather and day of the week (DOW). We also adjusted the co
linearity of air pollutants by using Principal Component Analysis. The meteorological data and air pollution data
were obtained from the Meteorological Bureau and the Environmental Monitoring Centre, while the medical
records of newborns were collected from the perinatal health database of all obstetric institutions in Guangzhou,
China in 2007.

Results: In 2007, the average daily concentrations of NO2, PM10 and SO2 in Guangzhou, were 61.04, 82.51 and
51.67 μg/m3 respectively, where each day an average of 21.47 preterm babies were delivered. Pearson correlation
analysis suggested a negative correlation between the concentrations of NO2, PM10, SO2, and temperature as well
as relative humidity. As for the time-series GAM analysis, the results of single air pollutant model suggested that
the cumulative effects of NO2, PM10 and SO2 reached its peak on day 3, day 4 and day 3 respectively. An increase
of 100 μg/m3 of air pollutants corresponded to relative risks (RRs) of 1.0542 (95%CI: 1.0080 ~1.1003), 1.0688 (95%CI:
1.0074 ~1.1301) and 1.1298 (95%CI: 1.0480 ~1.2116) respectively. After adjusting co linearity by using the Principal
Component Analysis, the GAM model of the three air pollutants suggested that an increase of 100 μg/m3 of air
pollutants corresponded to RRs of 1.0185 (95%CI: 1.0056~1.0313), 1.0215 (95%CI: 1.0066 ~1.0365) and 1.0326 (95%
CI: 1.0101 ~1.0552) on day 0; and RRs of the three air pollutants, at their strongest cumulative effects, were 1.0219
(95%CI: 1.0053~1.0386), 1.0274 (95%CI: 1.0066~1.0482) and 1.0388 (95%CI: 1.0096 ~1.0681) respectively.

Conclusions: This study indicates that the daily concentrations of air pollutants such as NO2, PM10 and SO2 have a
positive correlation with the preterm births in Guangzhou, China.

Background
Air pollution affects the health of children as well as the
elderly, and it has been increasingly noticed and also
studied in the recent years as a new public health chal-
lenge. Some studies have already shown that air pollu-
tion is associated with an increased risk rate of adverse
pregnancy outcomes [1,2]. International survey data
showed a 7-10% premature rate [3] in the industrialized
countries, and 9-12% in United States in recent years,

displaying an upward trend [4]. A survey in China indi-
cated a 5-15% preterm rate increasing [5].
Fifteen percent of preterm babies die in neonatal

period. In addition to fatal malformations, 70% of neonatal
deaths and 75% of neonatal complications are associated
with premature births [6]. Complications include respira-
tory diseases, intracerebral hemorrhage, infections and
dysplasia. Compared with full-term babies, premature
babies suffer greater exposure to cerebral palsy, amblyo-
pia, deafness and mental retardation [7]. It has been
shown that prematurity was not only a major cause in
neonatal deaths, but also a substantial contributor to dia-
betes mellitus, coronary heart disease and hypertension
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in adulthood [8,9]. Hence, seeking the causes and the
risk factors of preterm birth is of vital importance to
public health.
By the end of the twentieth century, researches on

possible risk factors of premature birth were mainly
focused on the socio-economics level, educational
achievements, smoking status and drinking behavior
during pregnancy, intrauterine infections, multiple
births, parity history including abortions, still births and
preterm births, genital abnormality, pregnancy-induced
hypertension, risky sexual behavior, etc [10-15]. During
the last decade, an increasing number of researchers
have noticed the possible causality between air pollu-
tants and the occurrence of prematurity, which lead to a
large number of studies in America, Canada, Australia,
Lithuania and China concerning this topic. The results
suggested that exposure to air pollutants such as NO2,
PM10 and SO2 during pregnancy were possibly related
to premature births [16-19]. Meanwhile, cities in China
such as Beijing, Taiyuan and Taibei have also conducted
such studies revealing that the increased concentration
of air pollutants such as NO2, PM10 and SO2 presents
as a risk attributing to premature births [20-22]. In this
study we applied the Generalized Additive Model
(GAM) extended Poisson regression model to quantita-
tively evaluate the effects of ambient air pollutants,
NO2, PM10 and SO2, on the preterm birth by analyzing
the time-series data of air pollution, meteorological
factors, and preterm births in Guangdong Province in
2007.

Methods
Data collection
Guangzhou, lied in the south of China, composed of ten
districts and two satellite cities, has an urban area of
over 7,434,400,000 m2 and a metropolitan area popula-
tion of 9.8 million. We obtained the information of all
the live births in Guangzhou in 2007, by using the
birth registry database which covers all the obstetric
clinics in Guangzhou. There are a total of 142,312
births in Guangzhou City from 2007 January 1st till
2007 December 31st, including 9,083 (6.38%) preterm
births. Gestational age was computed as the number of
weeks between the date of the last menstrual period
(LMP) and the date of birth [23]. Eligible births with
gestational ages <37 weeks were considered preterm.
Twin pregnancy and multiple pregnancies were
excluded from this study. After exclusions, 7,836 of
9,083 preterm births (86.27%) were defined as the ana-
lytic units of the study. The number of preterm births
was tallied for each day in 2007.
The data for the daily mean concentrations of air

pollutants nitrogen dioxide (NO2), particulate matter
less than or equal to 10 microns (PM10) and sulfur

dioxide (SO2) in 2007 were collected from the Environ-
mental Monitoring Center of Guangzhou city. The daily
concentrations of each pollutant were averaged from the
available monitoring results of nine fixed-site stations
located in the urban areas of Guangzhou, which were
monitored by the China National Quality Control. We
collected the 24-hour average concentrations for PM10,
SO2 and NO2 by applying a selection criterion that at
least 75% of all the one-hour values in a given day are
available.
To allow the adjustment for the possible influences of

weather on preterm birth, daily average temperature
(°C) and relative humidity (%) data were collected from
Guangzhou Meteorological Bureau. The weather data
were measured at a fix-site station located in Yuexiu
District of Guangzhou.

Statistical analysis
Given the total population, daily premature birth is rela-
tively an event with small probabilities on the demogra-
phical scale. As a typical time-series data, its distribution
approximately follows the Poission distribution [16]. To
determine the influence of air pollution on premature
birth, analysis should be carried out in time-series
Generalized Additive Model (GAM) extended Poisson
regression [24], which expands the traditional General-
ized Log-Linear Model. In addition to fitting common
linear subjects, complicated non-linear variables of
induced variables were incorporated in different func-
tions of additive operations. The non-parametric flexibil-
ity of GAMs has resulted in their widespread use in
time-series studies to adjust for the nonlinear confound-
ing effects of seasonality and trend [25-32]. Since intro-
duced by Schwartz J in 1996 [33], time-series
Generalized Additive Model (GAM) extended Poisson
regression has become a standard method to conduct
air pollution researches in environmental epidemiology.
The formula is explained in detail as follows:

log[E(Yt)] Zt S(time df) S(temperature df)

 S(relative 

= + + +
+

α β , ,

hhumidity df) DOW(day of week), +

In the formula, Yt–t-represents daily number of pre-
term babies, E(Yt)–t-expected value of daily number of
preterm babies, a–residual, b–regression coefficient,
Zt–t-concentration of air pollution or accumulated aver-
age concentration over several days, S(time, df)–calendar
time smoothing spline function, S(temperature, df)–tem-
perature smoothing spline function, S(relative humidity,
df)–relative humidity smoothing spline function, DOW
(day of week)–dummy variable.
In this study, we firstly built basic models on the daily

numbers of preterm births without analyzing the air
pollution variables. We approached with the smoothing
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spline functions while incorporating time-independent
variables, including calendar time, temperature and rela-
tive humidity, to control for the nonlinear confounding
effects of trend, seasonality and weather [34]. This can
accommodate non-linear and non-monotonic patterns
between preterm birth and time/weather conditions, and
thus we created a flexible modeling tool [35]. Mean-
while, dummy variable was also used to control the
effects of “day of the week” (DOW). Residuals of each
model were examined to check whether there were
discernible patterns and autocorrelation by means of
residual plots and partial autocorrelation function plots,
respectively [23].
After the establishment of basic models, we added the

pollutant variables into the models and analyzed their
effects on preterm births. The number of gestations at
risk for preterm birth was used as an offset. Generalized
cross-validation (GCV) scores were used to compare the
relative quality of the incidence of preterm predictions
across these non-nested models and verify how well the
models fit the data [35]. Taking into considerations the
delayed effects of air pollutants, the model also included
lag effects. The purpose of the study was to investigate
the effects of air pollutants on health over a short-time
period, and we applied the criteria of including the days
before 7 lag day, based on literature review [36,37]. Lag
day is specifically used in time-series analysis. We com-
pared the health index of day 0 and previous days, by
analyzing the different level of air pollution concentra-
tion, and also used this model to predict the health
impacts on the future [38]. We introduced the concen-
tration of air pollutants on day 0, one day ago, seven
days ago (Lag0-Lag7) or lag moving average (Avg0-
Avg7) into the model one by one to calculate the rela-
tive risk and CI by the regression coefficient b of air
pollutants to make it possible to quantify the influence
of air pollutants on premature birth. Moreover, sensitiv-
ity analysis was also conducted within the established
models. While carrying out the sensitivity test, multiple
air pollutants model was fitted to evaluate the stability
of single air pollutant model and to compare lag and
cumulative effects to analyze the stability of air pollu-
tants’ effects.
We also introduced “Principal Component” into the

study and we established the dose-response model of
multiple ambient air pollutants’ health effects in order
to exclude the impacts of co linearity [39]. The compo-
site latent variable (Principal Component) suitable for
variable information of original air pollutants by princi-
pal component analysis was substituted into the time-
series Generalized Additive Model (GAM) extended
Poisson regression model. The variables were also
fitted into the linear model of principal components.
Meanwhile, we transformed the regression coefficient b

of the principal components into the regression coeffi-
cient b of the original air pollutants, and at last we cal-
culated the relative risk and CI so as to quantify the
influence of each air pollutant on preterm birth in the
multiple air pollutants model.
All the above statistical analyses were conducted by

using R 2.9.0.

Results
Descriptive statistical results of premature births
Figure 1 shows the variations in preterm births over the
entire study period. The average of preterm birth was
21.47 every day in 2007, the quartile range was 8, P0,
P25, P50, P75, P100 was 7.00, 17.00, 21.00, 25.00, 39.00
respectively.

Descriptive statistical results of air pollutants and
meteorological factors
Table 1 shows the daily average concentrations of NO2,

PM10 and SO2 in Guangzhou were 61.04 μg/m3, 82.51
μg/m3, 51.67 μg/m3 respectively, while daily average
temperature in 2007 was (23.87±5.76)°C (n = 365), P0,
P25, P50, P75, P100 corresponds to 8.00, 19.60, 24.50,
28.77, 32.65°C, the quartile range was 9.17°C, relative
humidity was (67.55 ± 10.26)%(n = 365), P0, P25, P50,
P75, P100 were 40.00%, 62.50%, 67.50%, 75.00%, 88.00%
respectively. The quartile range was 12.50%.

Correlation analysis of ambient air pollution and
Meteorological factors indexes
Pearson correlation analysis in Table 2 indicated that
temperature and relative humidity were negatively asso-
ciated with all three air pollutants. The absolute r value
of NO2, PM10 and SO2 to temperature was 0.2799,
0.1868 and 0.1650 respectively, and to relative humidity,
0.2126, 0.2002 and 0.0577. The results suggested that
with a decrease in temperature and relative humidity,
the concentration of air pollutants would increase. The
correlation of three air pollutants indicated a strong
statistical significance (P < 0.01) with the strongest cor-
relation being between NO2 and PM10 (r value is
0.8533), and then between NO2 and SO2 (r value is
0.8440). As for temperature and relative humidity, the
r value was 0.1924 and statistically significant (P < 0.01).
Correlation analysis of the above indexes showed possi-
ble co linearity for the independent variables.

Lag effects and cumulative effects using a single air
pollutant model
Starting with the single air pollutant model and aiming
to define the strongest time concentration of health
effect, analytical results of the lag effect (Table 3, 4
and 5) showed that NO2, PM10 and SO2 had statistical
significance (P < 0.05) only on day 0; analytical results
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of the cumulative effects (Table 3, 4 and 5) showed that
NO2 and SO2 had their strongest cumulative effects on
day 3 while PM10 on day 4, all with statistical signifi-
cance (P < 0.05).
After comparing the results of lag effects and cumula-

tive effects, we found that lag effects did not last for a
long time with only day 0 resulting in statistical signifi-
cance (P < 0.05). In regard to cumulative effects, the
time spans of NO2 and PM10 were consistent each other
appearing on day 0, day 3 and day 4; the strongest effect
of NO2 was on day 3 while the strongest effect of PM10

Figure 1 Average number of preterm births per day by study month in Guangzhou, China in 2007.

Table 1 Meteorological and ambient air pollution index
(n = 365) in Guangzhou, China in 2007

Index Mean SD P0 P25 P50 P75 P100 P75-
P25

Temperature
(°C)

23.87 5.76 8.00 19.60 24.50 28.77 32.65 9.17

Relative
humidity (%)

67.55 10.26 40.00 62.50 67.50 75.00 88.00 12.50

NO2(μg/m
3) 61.04 63.80 15.22 26.55 38.11 59.89 467.89 33.33

PM10(μg/m
3) 82.51 52.71 19.67 49.22 69.78 94.44 405.28 45.22

SO2(μg/m
3) 51.67 34.84 8.67 28.89 43.67 63.44 194.94 34.56
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was on day 4, and they all have statistical significance
(P < 0.05). When it came to the cumulative effects of
SO2, the effects were maintained from day 0 to day 4
with the maximum effect on day 3 (P < 0.05).

Model sensitivity analysis
While comparing the models of multiple and single air
pollutants, the point estimate for air pollutants’ effects
generally decreased and showed no statistical signifi-
cance, which was probably related to the strong co line-
arity between different air pollutants, or due to the fact
that multiple air pollutants model would increase the
standard error for model fitting, and lead to lower statis-
tical significance.
After comparing the results of lag effects and cumula-

tive effects, it was shown that lag effect could only last
for a short time. In other words, effects could only
maintain on day 0, while the time span for cumulative
effects lasted longer with an increasing trend of point
estimate of risk, reaching its maximum on day 3

approximately, indicating that cumulative effects model
was more sensitive than that of lag effects.

Principal component time-series GAM analysis of multiple
air pollutants
In order to exclude the co linearity between different
air pollutants in multiple model, concentration of mul-
tiple air pollutants on day 0 and on the day with the
strongest cumulative effects were analyzed by GAM
model after being adjusted by principal component,
and we also compared the results before and after
adjusting.
2.5.1 Principal component time-series GAM analysis

of effects on day 0 using multiple air pollutants model
We could see from Table 6 that the eigenvalue of the

first principal component was 2.6317 (> 1), providing
87.72% composite information; coefficients of different
air pollutants were all positive values and close to each
other. Therefore, it was considered that the first princi-
pal component constituted the composite index to

Table 2 Pearson correlation coefficient of meteorological and air pollutants

Index Temperature Relative humidity NO2 PM10 SO2

Temperature 1.0000 0.1924** -0.2799** -0.1868** -0.1650**

Relative humidity 1.0000 -0.2126** -0.2002** -0.0577

NO2 1.0000 0.8533** 0.8440**

PM10 1.0000 0.7489**

SO2 1.0000

Notes: *P < 0.05, **P < 0.01.

Table 3 Results of single air pollutant model lag effects and cumulative effects of NO2

NO2 Estimate(1) Std.Error(2) RR 95%CI t Value Pr > |t|

Lag effects

Lag0 0.0416 0.0182 1.0425 1.0068 ~1.0781 2.29 0.0227

Lag1 0.0122 0.0186 1.0123 0.9758 ~1.0488 0.66 0.5119

Lag2 0.0263 0.0186 1.0266 0.9902 ~1.0630 1.42 0.1579

Lag3 0.0364 0.0185 1.0370 1.0007 ~1.0734 1.96 0.0508

Lag4 0.0003 0.0189 1.0003 0.9632 ~1.0375 0.02 0.9865

Lag5 -0.0042 0.0190 0.9959 0.9585 ~1.0332 -0.22 0.8273

Lag6 0.0178 0.0188 1.0179 0.9811 ~1.0548 0.95 0.3451

Lag7 0.0007 0.0191 1.0007 0.9634 ~1.0381 0.04 0.9687

Cumulative effect

Avg0 0.0416 0.0182 1.0425 1.0068 ~1.0781 2.29 0.0227

Avg1 0.0323 0.0200 1.0328 0.9936 ~1.0721 1.61 0.1075

Avg2 0.0390 0.0219 1.0397 0.9969 ~1.0826 1.78 0.0754

Avg3 0.0527 0.0236 1.0542 1.0080 ~1.1003 2.24 0.0257

Avg4 0.0493 0.0252 1.0506 1.0013 ~1.0999 1.96 0.0506

Avg5 0.0431 0.0265 1.0440 0.9921 ~1.0960 1.63 0.1051

Avg6 0.0461 0.0276 1.0472 0.9931 ~1.1013 1.67 0.0955

Avg7 0.0435 0.0287 1.0445 0.9881 ~1.1008 1.51 0.1310

Notes: (1) Estimate (× 100), (2) Std. Error (× 100).
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reflect air pollution. The linear model was fitted by add-
ing it into the GAM model.
Table 7 displayed the GAM model results for the effects

on day 0 of different air pollutants combinations. After
adjusting the collinearity within air pollutants index by

principal component analysis, double and triple air pollu-
tants models of NO2 and PM10 had a transformation from
non-statistical to statistical significance (P < 0.05)
In the triple model, after the adjustment by principal

component analysis, the relative risk of NO2 influencing

Table 4 Results of single air pollutant model lag effects and cumulative effects of PM10

PM10 Estimate(1) Std.Error(2) RR 95%CI t Value Pr > |t|

Lag effects

Lag0 0.0500 0.0217 1.0512 1.0087 ~1.0938 2.30 0.0220

Lag1 0.0157 0.0221 1.0158 0.9725 ~1.0592 0.71 0.4771

Lag2 0.0211 0.0222 1.0213 0.9777 ~1.0648 0.95 0.3439

Lag3 0.0422 0.0221 1.0431 0.9997 ~1.0865 1.91 0.0575

Lag4 0.0097 0.0225 1.0097 0.9657 ~1.0538 0.43 0.6663

Lag5 -0.0031 0.0226 0.9969 0.9526 ~1.0413 -0.14 0.8923

Lag6 0.0014 0.0227 1.0014 0.9569 ~1.0458 0.06 0.9525

Lag7 -0.0094 0.0229 0.9906 0.9457 ~1.0355 -0.41 0.6811

Cumulative effect

Avg0 0.0500 0.0217 1.0512 1.0087 ~1.0938 2.30 0.0220

Avg1 0.0423 0.0243 1.0432 0.9955 ~1.0909 1.74 0.0831

Avg2 0.0486 0.0269 1.0498 0.9972 ~1.1025 1.81 0.0710

Avg3 0.0651 0.0291 1.0673 1.0103 ~1.1243 2.24 0.0258

Avg4 0.0665 0.0313 1.0688 1.0074 ~1.1301 2.13 0.0342

Avg5 0.0608 0.0334 1.0627 0.9972 ~1.1281 1.82 0.0696

Avg6 0.0570 0.0353 1.0586 0.9896 ~1.1277 1.62 0.1069

Avg7 0.0497 0.0371 1.0510 0.9783 ~1.1237 1.34 0.1811

Notes: (1) Estimate (× 100), (2) Std. Error (× 100).

Table 5 Results of single air pollutant model lag effects and cumulative effects of SO2

SO2 Estimate(1) Std.Error(2) RR 95%CI t Value Pr > |t|

Lag effects

Lag0 0.1060 0.0326 1.1118 1.0479 ~1.1757 3.26 0.0012

Lag1 0.0323 0.0331 1.0328 0.9678 ~1.0978 0.97 0.3309

Lag2 0.0432 0.0332 1.0442 0.9791 ~1.1093 1.30 0.1940

Lag3 0.0505 0.0332 1.0518 0.9867 ~1.1168 1.52 0.1291

Lag4 -0.0028 0.0336 0.9972 0.9314 ~1.0631 -0.08 0.9346

Lag5 -0.0154 0.0337 0.9847 0.9186 ~1.0507 -0.46 0.6475

Lag6 -0.0060 0.0337 0.9940 0.9280 ~1.0601 -0.18 0.8591

Lag7 -0.0238 0.0339 0.9765 0.9100 ~1.0429 -0.70 0.4828

Cumulative effect

Avg0 0.1060 0.0326 1.1118 1.0479 ~1.1757 3.26 0.0012

Avg1 0.0918 0.0358 1.0962 1.0259 ~1.1664 2.56 0.0108

Avg2 0.1020 0.0389 1.1074 1.0312 ~1.1836 2.62 0.0092

Avg3 0.1220 0.0417 1.1298 1.0480 ~1.2116 2.92 0.0037

Avg4 0.1100 0.0443 1.1163 1.0294 ~1.2032 2.49 0.0134

Avg5 0.0912 0.0467 1.0954 1.0039 ~1.1870 1.95 0.0518

Avg6 0.0826 0.0488 1.0861 0.9904 ~1.1818 1.69 0.0916

Avg7 0.0671 0.0510 1.0694 0.9694 ~1.1694 1.32 0.1894

Notes: (1) Estimate (×100), (2) Std. Error (×100).
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preterm birth was 1.0185 (95%CI: 1.0056 ~1.0313),
PM10 was 1.0215 (95%CI: 1.0066 ~1.0365), SO2 was
1.0326 (95%CI: 1.0101 ~1.0552).
2.5.2 Principal component time-series GAM analysis

of the strongest cumulative effect using multiple air pol-
lutants model
We could see from Table 8 that the eigenvalue of the

first principal component was 2.6592 (> 1), providing
88.64% composite information, and coefficients of differ-
ent air pollutants were all positive value and close to
each other; Therefore it is considered that the first prin-
cipal component constituted the composite index to
reflect air pollution. The linear model was fitted by add-
ing it into the GAM model.
We could see from Table 9 that the strongest cumula-

tive effects of different air pollutant combinations in the
GAM model, only after adjustment of co linearity of the
air pollutant indexes by principal component analysis
indicate a transformation from non-statistical to statisti-
cal significance for both double model and triple model.
In triple model, after adjusted by principal component

analysis, relative risk for NO2 on influencing preterm
birth was suggested to be 1.0219 (95%CI: 1.0053~1.0386),
PM10 was 1.0274 (95%CI: 1.0066~1.0482), SO2 was
1.0388 (95%CI: 1.0096~1.0681).

Discussion
The results of the study have shown that the concentra-
tions of main ambient air pollutants such as NO2, PM10

and SO2 were associated with preterm births. Analysis
based on the single air pollutant model indicated that
cumulative effects of NO2, PM10 and SO2 reached the
peak value on the 3rd day, 4th day and 3rd day respectively.
An increased concentration of 100 μg/m3 of air pollutants
NO2, PM10, SO2 on day 0, corresponded to RR of 1.0542
(95%CI: 1.0080 ~1.1003), 1.0688 (95%CI: 1.0074 ~1.1301),
1.1298 (95%CI: 1.0480 ~1.2116) respectively. As for the
three pollutant model analysis, after adjusting the colli-
nearity by principal component analysis, an increased con-
centration of 100 μg/m3 led to RR values on day 0 as
1.0185 (95%CI: 1.0056~1.0313), 1.0215 (95%CI: 1.0066
~1.0365), 1.0326 (95%CI: 1.0101 ~1.0552) for NO2, PM10

and SO2 respectively; RR for the strongest cumulative
effects were presented as 1.0219 (95%CI:1.0053~1.0386),
1.0274 (95%CI:1.0066~1.0482), 1.0388 (95%CI: 1.0096
~1.0681). The extent of risk resulted in this study was rela-
tively lower than that of the research results by Sagiv [16],
Liu [17], Hansen [18], Maroziene [19], Xu [20], Zhang
[21] and Tsai [22]. There would be several possible causes,
such as the different levels of ambient air pollution, popu-
lation susceptibility, particular components and research
methods, and further studies are required.
Currently the most popular were single air pollutant

model involving only one single index without consider-
ing the inner link between different indexes, which
could lead to in certain limitations when using the
single air pollutant model. If multiple air pollutant
indexes were directly fitted into the model, co linearity

Table 6 Correlation matrix eigenvalues of multiple air pollutants model on day 0 and corresponding eigenvector

Principal component Correlation matrix eigenvalue Corresponding eigenvector

Eigenvalue Difference of two eigenvalue Contribution rate Accumulated
Contribution rate

NO2(0) PM10(0) SO2(0)

Z1 2.6317 2.3804 0.8772 0.8772 0.5925 0.5708 0.5684

Z2 0.2513 0.1344 0.0838 0.9610 -0.0310 -0.6890 0.7241

Z3 0.1170 - 0.0390 1.0000 -0.8050 0.4467 0.3906

Table 7 Before- and after-adjusting co linearity by principal component analysis of different air pollutants GAM model
combination on day 0

Model Type correction NO2(Lag0) PM10(Lag0) SO2(Lag0)

RR
value

95%CI RR
value

95%CI RR
Value

95%CI

NO2+ PM10 before correction 1.0173 0.9502~1.0844 1.0313 0.9511 ~1.1114 - -

After correction 1.0229* 1.0045~1.0413 1.0278* 1.0055 ~1.0501 - -

NO2+ SO2 before correction 0.9691 0.8976~1.0405 - - 1.1653* 1.0377 ~1.2929

After correction 1.0270* 1.0088~1.0453 - - 1.0501* 1.0167 ~1.0835

PM10+ SO2 before correction - - 0.9970 0.9299 ~1.0641 1.1118* 1.0116 ~1.2120

After correction - - 1.0349* 1.0124 ~1.0574 1.0533* 1.0192 ~1.0874

Three
Pollutants

before correction 0.9592 0.8732~1.0452 1.0182 0.9373 ~1.0991 1.1607* 1.0317 ~1.2896

After correction 1.0185* 1.0056~1.0313 1.0215* 1.0066 ~1.0365 1.0326* 1.0101 ~1.0552

Note: * P < 0.05.

Zhao et al. Environmental Health 2011, 10:2
http://www.ehjournal.net/content/10/1/2

Page 7 of 10



could inevitably confound the model due to the non-
independence between different air pollutant indexes,
thus leading to the instability of the model. In order to
solve the problem, principal component analysis was
adopted to adjust the co linearity of different air pollu-
tant indexes in the multiple air pollutants model. Princi-
pal Component analysis is a multivariate statistical
analysis method that combines three air pollutant
indexes by means of an appropriate linear model, and
then it generated an independent and specific composite
latent variable (Principal Component) with extracted
variation information of original index to establish equa-
tion of linear regression of the logarithmic latent vari-
able and dependent variable, and as a result, the latent
variable was converted into the original independent
variable. By doing this, not only did the evaluation of
the composite effects of different air pollutants become
easier, but also the issue of co linearity among multiple
air pollutants was resolved.
Mechanisms of the effect of air pollution on prematur-

ity remain unclear. Recent studies indicated preterm
delivery may be caused by inflammatory reactions,
immune reactions and endocrine adjustments. Some sug-
gested that air pollution could activate the fetal hypotha-
lamic-pituitary-adrenal axis (HPAA), which can stimulate
uterine contractions and premature rupture of fetal
membranes and consequently cause preterm birth [40].
Study conducted by Peters [41] and other researchers in

1997 suggested that exposure to PM10 and SO2 during
late pregnancy could cause inflammation, thus changing
the blood viscosity and cause preterm birth. Knotternus
[42] and others also found that inflammation could also
affect placenta hypoperfusion and as a result induce
preterm birth.
In order to quantitatively evaluate the interactions

between air pollution and preterm birth, a time-series
Generalized Additive Model (GAM) extended Poisson
regression was applied. It has been widely applied in
evaluating the health effect of air pollution. Since the
relationship between air pollution and preterm birth
could be confounded by time related variables, it is diffi-
cult to allow for evaluation when applying simple linear
relationship model. This study was conducted with non-
parametric smooth function to control the confounding
factors such as time trends, season and weather, which
provides a more powerful way of evaluating the relation-
ship than traditional methods.
Sensitivity testing of the model suggests that due to

the co linearity, point estimate of each pollutant index
in the multiple air pollutants model generally went
down in terms of risk effects and showed no statistical
significance and instability. Comparison analysis
between lag effects and cumulative effects indicated a
short-term effect for the former, therefore, cumulative
effects was more sensitive than lag effects. Given this
observation, time-series Generalized Additive Model

Table 8 Correlation matrix Eigen value and its corresponding eigenvector of the strongest cumulative effects for
multiple air pollutants model

Principal
component

Eigenvalue of correlation matrix Corresponding
eigenvector

Eigenvalue Difference of two
eigenvalue

Contribution
rate

Accumulated Contribution
rate

NO2

(3)
PM10

(4)
SO2(3)

Z1 2.6592 2.4081 0.8864 0.8864 0.5952 0.5680 0.5684

Z2 0.2510 0.1612 0.0837 0.9701 -0.0042 0.7095 -0.7047

Z3 0.0898 - 0.0299 1.0000 -0.8036 0.4171 0.4246

Table 9 Before and after adjusting co linearity by Principal component analysis for strongest cumulative effect of
different air pollutants GAM model combination

Model Type correction NO2(Avg3) PM10(Avg4) SO2(Avg3)

RR
value

95%CI RR
Value

95%CI RR
value

95%CI

NO2+ PM10 Before correction 1.0340 0.9456~1.1224 1.0298 0.9130~1.1466 - -

after correction 1.0284* 1.0042~1.0527 1.0373* 1.0056~1.0690 - -

NO2+ SO2 Before correction 0.9782 0.8718~1.0847 - - 1.1723 0.9839 ~1.3608

after correction 1.0321* 1.0089~1.0553 - - 1.0598* 1.0171 ~1.1024

PM10+ SO2 Before correction - - 1.0071 0.9085~1.1058 1.1185 0.9865 ~1.2506

after correction - - 1.0441* 1.0125~1.0758 1.0627* 1.0181 ~1.1073

Three pollutants Before correction 0.9639 0.8373~1.0904 1.0244 0.9072~1.1415 1.1688 0.9797 ~1.3579

after correction 1.0219* 1.0053~1.0386 1.0274* 1.0066~1.0482 1.0388* 1.0096 ~1.0681

Note: * P < 0.05.
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(GAM) extended Poisson regression combined with
Principal Component regression analysis was conducted
in the study. This model could not only control the con-
founding factors such as long-time trends, season and
meteorological factors, but also resolve the co linearity
among different air pollutants. In addition, effects on
day 0 of multiple air pollutants and the strongest cumu-
lative effects model were also incorporated so as to eval-
uate the health effects of various air pollutants on
preterm birth in a comprehensive manner.
The limitation of this study was that outdoor air pol-

lution data were from fixed monitoring locations. It
might underestimate the impact of air pollution when
an air pollution monitoring data was used to represent
individual exposure level [43]. In addition, the time span
of this study was only one year which might not be long
enough to see all effects. The data were not analyzed on
season and age groups, so it did not fully take into
account the effect of seasonal variations as well as age
difference of susceptibilities toward air pollution.
Another limitation of this study was that we only stu-
died NO2, PM10, SO2, by not the impact of the other
pollutants as CO and O3. Because of the correlations
between the pollutants, we cannot conclude that the
preterm were caused by the three pollutants in our
study or rule out the possibility of some other deleter-
ious air pollutants.
Despite the limitations of research data, the result of

this study indicated positive effects of the NO2, PM10

and SO2 on preterm birth risk. Although the absolute
increase of risk is relatively small, we still need to take
into accounts that the air pollution is a long term public
health challenge, as everyday and everyone is being
exposed to it, especially the pregnant women, thousands
of pregnant women could have been exposed to high
levels of air pollution in a long-term period. Therefore,
the public health significance can not be ignored. Stu-
dies regarding the impact of air pollution on preterm
deliveries are still rare in China. This study explored the
potential exposure-reaction between preterm birth and
air pollutants such as NO2, PM10 and SO2 and aimed to
provide scientific tools and facts to help relevant depart-
ments in their decision-making regarding air pollution
control, and we also expect more studies in the upcom-
ing years which could be inspired by our study and in
the long run could help reduce the adverse maternal
outcomes.

Conclusions
In summary, this paper has examined that the concen-
trations of the NO2, PM10 and SO2 of air pollutants
contributed to occurrence of preterm birth in Guangz-
hou city, and has shown that the three air pollutants
have dose-response reactions in terms of neonatal

prematurity, through analyzing a single air pollutant
model and a multiple air pollutants GAM model.
Although there were limitations in this study, it pro-
vided the fact that air pollution plays a non-neglectable
role in prematurity. Thus, it highlights the importance
of policy-makers making decisions to control air pollu-
tion and decrease rate of preterm birth.

Abbreviations
CI: confidence interval; DOW: day of the week; GAM: Generalized Additive
Model; GCV: Generalized cross-validation; HPAA: hypothalamic-pituitary-
adrenal axis; LMP: last menstrual period; NO2: nitrogen dioxide; PM10:
particulate matter less than 10 μm in aerodynamic diameter; RR: relative risk;
SD: standard deviation; SO2: sulfur dioxide.

Acknowledgements
I would like to express my gratitude to all the members supporting me in
doing this paper. Without their support, this paper would not have been
possible. Thank you all for your support. Finally, I am grateful for valuable
suggestions, the love and warm encouragement from my family and friends.

Author details
1College of Public Health, Tongji Medical College, Huazhong University of
Science and Technology, Wuhan 430030, Hubei, PR China. 2Guangdong
Women and Children Health Hospital, Guangzhou 510010, Guangdong, PR
China.

Authors’ contributions
QGZ and YKD were involved in the development of the study’s protocol
design, data collection, data quality monitoring, data analysis and
preparation of the manuscript. JZ and SJT were involved in analysis and
editing draft manuscripts. ZJL were involved mainly in data analysis and its
data quality management. All authors contributed to the revision of the final
manuscript.

Competing interests
The Authors declare that they have no competing interests.

Received: 18 April 2010 Accepted: 10 January 2011
Published: 10 January 2011

References
1. Glinianaia SV, Rankin J, Bell R, Pless-Mulloli T, Howel D: Particulate air

pollution and fetal health: A systematic review of the epidemiologic
evidence. Epidemiology 2004, 15:36-45.

2. Maisonet M, Bush TJ, Correa A, Jaakkola JJ: Relation between ambient air
pollution and low birth weight in the northeastern United States. Environ
Health Perspect 2001, 109:351-356.

3. Chien PF, Khan KS, Ogston S, Owen P: The diagnostic accuracy of
cervicovaginal fetal fibronectin in predicting preterm delivery: an
overview. Br J Obstet Gynaecol 1997, 104:436-444.

4. Ponce NA, Hoggatt KJ, Wilhelm M, Ritz B: Preterm birth: the interaction of
traffic-related air pollution with economic hardship in Los Angeles
neighborhoods. Am J Epidemiol 2005, 162:140-148.

5. Gong JH: research updaters on risk factors of preterm birth. Vol Foreign
med care 1990, 1:11.

6. Le J: Obstetrics and Gynecology. In pregnancy period abnormal. Volume
11.. 5 edition. Edited by: Xie X. Beijing: People’s Health Publisher;
2001:129.

7. Simmons LE, Rubens CE, Darmstadt GL, Gravett MG: Preventing preterm
birth and neonatal mortality: exploring the epidemiology, causes, and
interventions. Semin Perinatol 2010, 34:408-415.

8. Mikkola K, Tommiska V, Hovi P, Kajantie E: From preterm birth to
adulthood. Duodecim 2009, 125:1341-1347.

9. Norman M: Preterm birth–an emerging risk factor for adult
hypertension? Semin Perinatol 2010, 34:183-187.

10. Chan A, Keane RJ, Robinson JS: The contribution of maternal smoking to
preterm birth, small for gestational age and low birthweight among

Zhao et al. Environmental Health 2011, 10:2
http://www.ehjournal.net/content/10/1/2

Page 9 of 10

http://www.ncbi.nlm.nih.gov/pubmed/14712145?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14712145?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14712145?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11427384?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11427384?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9141580?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9141580?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9141580?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15972941?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15972941?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15972941?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21094415?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21094415?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21094415?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19711601?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19711601?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20494733?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20494733?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11346081?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11346081?dopt=Abstract


Aboriginal and non-Aboriginal births in South Australia. Med J Aust 2001,
174:389-393.

11. Orr ST, James SA, Blackmore PC: Maternal prenatal depressive symptoms
and spontaneous preterm births among African-American women in
Baltimore, Maryland. Am J Epidemiol 2002, 156:797-802.

12. Andriamady RC, Rasamoelisoa JM, Radkotonoel H, Ravaonarivo H,
Ranjalahy RJ, Razanamparany M: Premature deliveries at the maternity
hospital of Befelatanana, Antananarivo in 1997. Arch Inst Pasteur
Madagascar 1999, 65:93-95.

13. Ancel PY: Preterm labor: pathophysiology, risk factors and outcomes. J
Gynecol Obstet Biol Reprod 2002, 31:10.

14. Vrachnis N, Vitoratos N, Iliodromiti Z, Sifakis S, Deligeoroglou E, Creatsas G:
Intrauterine inflammation and preterm delivery. Ann N Y Acad Sci 2010,
1205:118-122.

15. Eliyahu S, Weiner E, Nachum Z, Shalev E: Epidemologie risk factors for
preterm delivery. Isr Med Assoc J 2002, 4:1115.

16. Sagiv SK, Mendola P, Loomis D, Herring AH, Neas LM, Savitz DA, Poole C: A
time-series analysis of air pollution and preterm birth in Pennsylvania,
1997- 2001. Environ Health Perspect 2005, 113:602-606.

17. Liu S, Krewski D, Shi Y, Chen Y, Burnett RT: Association between gaseous
ambient air pollutants and adverse pregnancy outcomes in Vancouver,
Canada. Environ Health Perspect 2003, 111:1773-1778.

18. Hansen C, Neller A, Williams G, Simpson R: Maternal exposure to low
levels of ambient air pollution and preterm birth in Brisbane, Australia.
BJOG 2006, 113:935-941.

19. Maroziene L: Grazuleviciene R. Maternal exposure to low-level air
pollution and pregnancy outcomes: a population-based study. Environ
Health 2002, 1:6.

20. Xu X, Ding H, Wang X: Acute effects of total suspended particles and
sulfur dioxides on preterm delivery: a community-based cohort study.
Arch Environ Health 1995, 50:407-415.

21. Zhang YP, Zhang ZQ, Wu YC: Acute Effect of Air Pollution in Taiyuan City
on Preterm Birth. J Environ Health 2008, 25:196-197.

22. Tsai SS, Yu HS, Chang CC, Chuang HY, Yang CY: Increased risk of preterm
delivery in women residing near thermal power plants in Taiwan. Arch
Environ Health 2004, 59:478-483.

23. Jiang LL, Zhang YH, Song GX, Chen GH, Chen BH, Zhao NQ, Kan HD: A
time series analysis of outdoor air pollution and preterm birth in
shanghai, China. Biomed Environ Sci 2007, 20:426-431.

24. Hastie T, Tibshirani R: Generalized additive models. In Monographs on
Statistics and Applied Probability. Volume 43.. 1 edition. Edited by: Johnston
E. London: Chapman and Hall; 1990:28.

25. Schindeler SK, Muscatello DJ, Ferson MJ, Rogers KD, Grant P, Churches T:
Evaluation of alternative respiratory syndromes for specific syndromic
surveillance of influenza and respiratory syncytial virus: a time series
analysis. BMC Infect Dis 2009, 9:190.

26. Katsouyanni K, Touloumi G, Samoli E, Gryparis A, Tertre AL, Monopolis Y,
Giuseppe R, Zmirou D, Ballester F, Boumghar A, Anderson HR, Wojtyniak B,
Paldy A, Braunstein R, Pekkanen J, Schindler C, Schwartz J: Confounding
and effect modification in the shortterm effects of ambient particles on
total mortality: results from 29 European cities within the APHEA2
project. Epidemiology 2001, 12:521-531.

27. Schwartz J: Air pollution and hospital admissions for heart disease in
eight U.S. counties. Epidemiology 1999, 10:17-22.

28. Samet JM, Dominici F, Curriero FC, Coursac I, Zeger SL: Fine particulate air
pollution and mortality in 20 U.S. cities, 1987-1994. New Engl J Med 2000,
343:1742-1749.

29. Fung KY, Krewski D, Chen Y, Burnett R, Cakmak S: Comparison of time
series and case-crossover analyses of air pollution and hospital
admission data. Int J Epidemiol 2003, 32:1064-1070.

30. Schwartz J, Spix C, Touloumi G, Bacharova L, Barumamdzadeh T, Tertre A,
Piekarksi T, Leon A, Ponka A, Rossi G, Saez M, Schouten J: Methodological
issues in studies of air pollution and daily counts of deaths or hospital
admissions. J Epidemiol Community Health 1996, 50:S3-S11.

31. Metzger KB, Tolbert PE, Klein M, Peel JL, Flanders WD, Todd K,
Mulholland JA, Ryan PB, Frumkin H: Ambient air pollution and
cardiovascular emergency department visits. Epidemiology 2004, 15:46-56.

32. Aga E, Samoli E, Touloumi G, Anderson HR, Cadum E, Forsberg B,
Goodman P, Goren A, Kotesovec F, Kriz B, Macarol-Hiti M, Medina S,
Paldy A, Schindler C, Sunyer J, Tittanen P, Wojtyniak B, Zmirou D,
Schwartz J, Katsouyanni K: Short-term effects of ambient particles on

mortality in the elderly: results from 28 cities in the APHEA2 project. Eur
Respir J Suppl 2003, 40:28s-33s.

33. Schwartz J, Dockery DW, Neas LM: Is daily mortality associated specifically
with fine particles? J Air Waste Manag Assoc 1996, 46:927-939.

34. Dominici F, McDermott A, Zeger SL, Samet JM: On the use of generalized
additive models in time-series studies of air pollution and health. Am J
Epidemiol 2002, 156:193-203.

35. Hastie T, Tibshirani R: Generalized additive models for medical research.
Stat Methods Med Res 1995, 4:187-196.

36. Anderson HR, De Leon AP, Bland JM, Bower JS, Strachan DP: Air pollution
and daily mortality in London: 1987-92. BMJ 1996, 312:665-669.

37. Lee JT, Kim H, Hong YC, Kwon HJ, Schwartz J, Christiani DC: Air pollution
and daily mortality in seven major cities of Korea, 1991-1997. Environ Res
2000, 84:247-254.

38. Joel S: Air pollution and daily mortality in Birmingham, Alabama. Am J
Epidemiol 1993, 137:1136-1147.

39. Zhong XN, Zhong YR: Application of Principal Component Possion
Regression model to the research of air pollution dose-response effect
on health. Chin J Health Stat 2007, 24:161-162.

40. Zhang MY, Jing YL: Epidemiological study progress on impact of air
pollution on preterm delivery and low birth weight. J Environ Health
2008, 25:271-272.

41. Peters A, Doring A, Wichmann HE, Koenig W: Increased plasma viscosity
during an air pollution episode: a link to mortality. Lancet 1997,
349:1582-1587.

42. Knotternus JA, Delgado LR, Knipschild PG, Essed GG, Smits F: Haematologic
parameters and pregnancy outcome: a prospective study in the third
trimester. J Clin Epidemiol 1990, 43:461-466.

43. Zeger SL, Thomas D, Dominici F, Samet JM, Schwartz J, Dockery D,
Cohen A: Exposure measurement error in time-series studies of air
pollution: concepts and consequences. Environ Health Perspect 2000,
108:419-426.

doi:10.1186/1476-069X-10-2
Cite this article as: Zhao et al.: Effects of air pollution on neonatal
prematurity in guangzhou of china: a time-series study. Environmental
Health 2011 10:2.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Zhao et al. Environmental Health 2011, 10:2
http://www.ehjournal.net/content/10/1/2

Page 10 of 10

http://www.ncbi.nlm.nih.gov/pubmed/11346081?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12396996?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12396996?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12396996?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12478969?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12478969?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20840262?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12516903?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12516903?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15866770?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15866770?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15866770?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14594630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14594630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14594630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16907939?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16907939?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12495448?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12495448?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8572718?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8572718?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16381490?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16381490?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18188997?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18188997?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18188997?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19943970?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19943970?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19943970?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11505171?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11505171?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11505171?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11505171?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9888275?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9888275?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11114312?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11114312?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14681275?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14681275?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14681275?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8758217?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8758217?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8758217?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14712146?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14712146?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12762571?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12762571?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8875828?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8875828?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12142253?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12142253?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8548102?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8597732?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8597732?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11097798?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11097798?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8317443?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9174559?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9174559?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2324786?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2324786?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2324786?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10811568?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10811568?dopt=Abstract

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Data collection
	Statistical analysis

	Results
	Descriptive statistical results of premature births
	Descriptive statistical results of air pollutants and meteorological factors
	Correlation analysis of ambient air pollution and Meteorological factors indexes
	Lag effects and cumulative effects using a single air pollutant model
	Model sensitivity analysis
	Principal component time-series GAM analysis of multiple air pollutants

	Discussion
	Conclusions
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


