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Abstract

Background: The exposure to air pollution has negative effects on human health, increasing the risk of respiratory
diseases, such as asthma. Few data are yet available on the epidemiology of childhood asthma in some areas of
Italy. The aim of the study was to estimate asthma prevalence and related risk factors in children and adolescents
residents around the industrial area of Termoli, Molise region, Central-South Italy.

Methods: Prevalence was assessed through the administration of modified ISAAC questionnaires filled out by
parents of 89 children and adolescents for the identification of confirmed and probable cases, and by analyzing
pediatricians’ databases on drug prescriptions for symptoms control and treatment of assisted population in the
study area (n = 1,004), compared to a control area (n = 920) with lower industrialization. The association of asthma
with risk factors was evaluated by univariate (Chi-square or Fisher’s Exact test) and regression logistic analysis.

Results: A total of 22 (24.7%) asthmatics were identified, including both confirmed (n = 7; 7.9%) and probable cases
(n = 15; 16.8%), most of them (n = 17; 77.3%) resident of Termoli town. All asthma cases were georeferenced based
on the residence, however clusters were not found. Using drug prescriptions analysis, a higher prevalence (n = 138;
13.7%) of diagnosed cases was found. Lifetime history of both atopic dermatitis and bronchitis were significantly
relateds to asthma cases, as well as an elevated body mass index, whose association is consistent with prevalence
data of overweight/obese children living in the study area. Moreover, being resident of the town of Termoli was
associated to the occurrence of cases.

Conclusions: Although our data indicated a prevalence concordance with previous national studies in pediatric
population, a definitive correlation with environmental industrial factors present in the study area was not
established. However, asthma outcome was significantly associated to individuals living in the town of Termoli that,
despite the industrial/manufacturing activities, is also subjected to a higher environmental pressure due to the
presence of toll road, state highway, railroad, and seaport which may cause air pollution from motor vehicle traffic
and increase asthma induction. This study provides hitherto unavailable data on asthma in childhood population
living in an industrialized area which was never investigated before, could be part of a systematic review or
meta-analysis procedure, might suggest significant findings for larger observational studies, and contribute to
complete the frame of disease epidemiology in Italy.
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Background
Asthma is a chronic respiratory disease, characterized
by episodes or attacks of impaired breathing, affecting
up to 10% of adults and 30% of children [1,2]. Symp-
toms are caused by inflammation of small airways and
may include bronchial hyperresponsiveness, recurrent
attacks of wheezing, shortness of breath, chest tightness
and coughing, particularly at night or early morning.
The variable airflow obstruction is often reversible, either
spontaneously or by treatment with bronchodilators or
corticosteroids [3,4].
Onset of asthma usually begins early in life as a pat-

tern of atopic wheezing that is exacerbated by allergens
and viral respiratory infections, although adult-onset
may occur [5]. The diagnosis of asthma in children
may be difficult because episodic respiratory symp-
toms are common also in those who do not have asthma;
hence, a diagnosis can be based on symptom patterns
and on a clinical assessment of family history and phys-
ical findings, because early allergic sensitization in-
creases the probability that a wheezing child will have
asthma [6].
The global prevalence of asthma is difficult to estimate

because of different classifications used throughout the
world, different methods of assessing asthma in epidemio-
logical studies and the lack of a definitive diagnostic test
[7]. Anandan et al. [8] have shown that there is no over-
all decline in the prevalence of suggestive symptoms of
asthma, and in Italy, during the past 20 years, preva-
lence has raised by 38% [9]. In the framework of the
International Study of Asthma and Allergies in Childhood
(ISAAC) Project [10], the first SIDRIA (Italian Studies of
Respiratory Diseases in Childhood and the Environment)
survey in children and adolescents (6–7 and 13–14 years
old) was carried out in 10 areas of northern and central
Italy [11,12], reporting a lifetime prevalence of 9.1%. In
2002, a second multicentre study including some areas of
southern Italy reported a slightly higher prevalence of
9.5% [13]. At present, few data are available on the preva-
lence of asthma symptoms in some areas of Italy among
the childhood population.
The aim of this study was to estimate the prevalence

of bronchial asthma and related symptoms in a random
sample of children and adolescents aged 0–14 years,
living around the industrial area of Termoli, a town in
Molise region, Central-South of Italy. The role of several
risk factors was also evaluated in order to assess the
association with asthma. Furthermore, both indoor and
outdoor places frequented and the most common
activities carried out by children/adolescents were in-
vestigated. Asthma prevalence in the same study area
was further estimated by analyzing pediatricians’ data-
bases on drug prescriptions for symptoms control
and treatment.
Methods
Study design
The survey was carried out between 2008 and 2009 in
the main industrial area of the Molise region (Italy). A
representative sample of 251 families (n = 665 individuals)
was randomly extracted from local register offices. The
selection of households was performed according to
their residence around the industrial area, including
eight neighboring municipalities (Termoli, Campomarino,
Guglionesi, Petacciato, Portocannone, San Giacomo degli
Schiavoni, San Martino in Pensilis, and Ururi), and to
the proportional distribution of general population in
each municipality.
Based on similar selection criteria, an additional group

of families for each municipality was extracted by sys-
tematic sampling with replacement, to ensure a high
degree of population representativeness.
For our investigation, the subgroup (n = 95) of children

and adolescents aged between 6 months and 14 years
was analyzed to assess asthma prevalence. This group
represented the 14.3% of the extracted sample (n = 251),
in agreement with the distribution of the pediatric
population in the selected municipalities in 2008 (14.6%)
[14] and 2009 (14.4%) [15]. The study was approved by
the Bioethics Committee at the University of Molise,
Campobasso, Italy (Protocol number 7469/13).

Questionnaires and data collection
Asthma symptoms prevalence was measured through
the administration of anonymous questionnaires, previ-
ously validated in SIDRIA studies, according to the
ISAAC Steering Committee methodology [10] with minor
modifications. Questionnaires were administered in person
to parents of children and adolescents by trained inter-
viewers, who previously obtained informed consent,
according to the Italian Legislation, Decree n. 196, 30
June 2003.
Data about Body Mass Index (BMI) calculated accord-

ing to Cole et al. standard [16], socio-demographic infor-
mation, current and past asthma symptoms, schooling,
lifestyles, children/adolescents’ diseases, parental history
of respiratory disorders and education level, were collected.
The exposure to environmental pollutants was also

evaluated, including passive smoking, heating systems,
molds or dampness at home, and furred pets anytime
throughout life. A “confirmed case” was defined on the
basis of affirmative responses to the core questionnaire,
including the questions “Has your child ever had asthma?”,
“Has your child ever had doctor asthma diagnosis?”, “Has
your child ever taken any medications or treatment for
asthma?”. Furthermore, a “probable case” was identified
as an individual who had at least a symptom related to
asthma, such as dry cough at night not associated with
common cold or chest infections in the past 12 months;



Ripabelli et al. BMC Public Health 2013, 13:1038 Page 3 of 9
http://www.biomedcentral.com/1471-2458/13/1038
wheezing or whistling in the chest during the past
12 months; sleep disturbance due to wheezing; speech
limited to few words at a time due to wheezing; audible
wheeze during or after physical exercises.

Weekly individual diary
Parents of children and adolescents were asked to complete
the weekly individual diary to investigate the most fre-
quented places, the common activities carried out, and time
spent per day in performing some activities. The weekly
diary consisted of two tables, the “daily sequence” and
“daily activities”. The first table allowed to identify indoor
and outdoor places daily frequented by each individual
and the most common vehicle used for commuting. The
“daily activities” table quantified the time spent per-
forming activities which were classified into rest, seden-
tary, light, moderate and heavy.

Drug prescriptions
Information about drug prescriptions for symptom con-
trol and treatment were collected by anonymous con-
sultation of pediatricians’ databases to evaluate asthma
prevalence in the pediatric population living in the area
surrounding the industrial center of Termoli. Data were
compared with a lower industrialized area of Campobasso
town (Molise region) as control. The inclusion criteria of
“confirmed cases” were the use of beta-2 agonist short-
acting bronchodilators (salbutamol); recurrent episodes
of wheezing (three or more per year); asthma diagnosis
according to Global Initiative for Asthma (GINA) inter-
national guidelines. Wheezing episodes (<2 per year) associ-
ated with occasional respiratory infections were considered
as the exclusion criterion.
A total of 1,004 and 920 records of patients living in

the area of Termoli and Campobasso were analyzed,
respectively.

Statistical analysis
All the analyses were performed including both “con-
firmed” and “probable” cases using SPSS release 17.0 (SPSS
Inc., Chicago, IL, USA). A p-value < 0.05 was regarded as
statistically significant. For symptoms analysis, prevalence
data were computed without excluding missing answers,
which were therefore counted as negative or “no symp-
toms”, according to the standard ISAAC practice [12].
Conversely, avoided answers to questions on environ-
mental exposures were properly treated as missing
data. Frequency distribution, two-sided Chi-square and
Fisher’s Exact test were performed for prevalence com-
parisons. Multivariate logistic regression was used to
calculate Prevalence Odds Ratio (POR), and 95% confi-
dence intervals (CI 95%) to assess the relation between
risk factors and asthma cases [17], including the poten-
tial confounders.
Results
In this study, a questionnaire was administered to par-
ents of enrolled (n = 95) children and adolescents. The
response rate was of 93.7% (n = 89), because six ques-
tionnaires were discarded due to low compliance to their
compilation. The mean and the median age of the study
population was 7.2 ± 4.4 and 7 years respectively, and a
similar distribution by gender (49.4% ♂; 50.6% ♀) was
observed, according to the percentage of males and females
in 2008–2009 in the general pediatric population in
selected municipalities [14,15]. The majority (n = 46,
51.7%) of children/adolescents were from Termoli, followed
by Campomarino (n = 11, 12.4%), Petacciato (n = 9, 10.1%)
and Ururi (n = 8, 9.0%). A lower representativeness of
other municipalities was present, with San Martino
in Pensilis accounting for 6.7% (n = 6), followed by
Portocannone (5.6%, n = 5), San Giacomo degli Schiavoni
(3.4%, n = 3) and Guglionesi (1.1%, n = 1).
Based on the core questionnaire analysis, 22 (24.7%;

CI 95% 16.0-34.0) individuals (mean age 5.9 ± 5.0 years)
with bronchial asthma were identified, including both
“confirmed” and “probable” cases (Table 1). In details, only
7.9% (n = 7/89; CI 95% 2.3-13.5; mean age 7.0 ± 4.6 years;
4♀/3♂) of children/adolescents was defined as “confirmed
cases”, most of them (n = 6) living in Termoli. However,
six “confirmed cases” (85.7%) did not show asthma
symptoms when the questionnaire was administered.
Fifteen “probable cases” (16.8%, CI 95% 9.0-24.6, mean
age 5.4 ± 3.6 years, 8♀/7♂) were identified, and the
73.3% (n = 11) was from Termoli.
Asthma symptoms in children/adolescents are described

in Table 1. The lifetime prevalence of wheezing or whist-
ling in the chest in the past was reported by 45.5%
(n = 10) of asthmatic children/adolescents vs 31.8%
(n = 7) in the past 12 months, with 1–3 night-time
attacks once or twice per week. Among “confirmed”
and “probable” cases, 95.5% (n = 21) had wheezing or
whistling in the past 12 months not associated with
common cold or respiratory infections, 68.2% (n = 15) had
nocturnal dry cough in the past 12 months apart from
cold or respiratory infections, and 40.9% (n = 9) received
a physical examination for cough. Breathing difficulties
after physical exercises and snoring during sleep were
reported in six (27.3%) and seven (31.8%) cases, respectively.
Within all asthma cases, a similar distribution by

gender was observed (54.5% ♀; 45.5% ♂); the majority
(n = 16, 72.7%) of children/adolescents were 7 years old
or younger. Only 10.0% (2/20) of cases had low (2000–
2499 g) birth weight respect to 35.0% (7/20) and 55.0%
(11/20) associated to a weight ranged 2500–3499 g
and ≥ 3500 g, respectively. A significant difference
(p < 0.001) in BMI between asthmatics and non asthma
cases was found. In particular, 18.2% (n = 4) and
45.4% (n = 10) of cases were classified as at risk of



Table 1 Description of suggestive symptoms of asthma in children/adolescents (n = 89) enrolled in the study

Variable No asthma cases Asthma cases

N (%) N (%)

Ever bronchial asthma* No 67 (100) 15 (68.2)

Yes 0 (0) 7 (31.8)

Physical examination* No 67 (100) 15 (68.2)

Yes 0 (0) 7 (31.8)

Drug treatment* No 67 (100) 15 (68.2)

Yes 0 (0) 7 (31.8)

Wheezing or whistling in the chest at any time in the past No 62 (92.5) 12 (54.5)

Yes 5 (7.5) 10 (45.5)

Wheezing or whistling in the chest in the past 12 months No 61 (91.0) 15 (68.2)

Yes 6 (9.0) 7 (31.8)

Wheezing or whistling associated to cold or respiratory infections No 62 (92.5) 21 (95.5)

Yes 5 (7.5) 1 (4.5)

In the past 12 months wheezing severe enough to limit speech to only
one or two words at a time between breaths

No 67 (100) 21 (95.5)

Yes 0 (0) 1 (4.5)

In the past 12 months a dry cough at night apart from a cough associated
with a cold or chest infections

No 65 (98.5) 7 (31.8)

Yes 1 (1.5) 15 (68.2)

Usually dry cough apart from cough associated with a cold or chest infections No 57 (87.7) 11 (50.0)

Yes 8 (12.3) 11 (50.0)

Winter affecting cough frequency No 61 (91.0) 18 (81.8)

Yes 6 (9.0) 4 (18.2)

Physical examination for cough No 59 (88.1) 13 (59.1)

Yes 8 (11.9) 9 (40.9)

Breathing difficulties following physical exercises No 59 (90.8) 16 (72.7)

(walking/climbing stairs) Yes 6 (9.2) 6 (27.3)

Snoring during sleep No 51 (76.1) 15 (68.2)

Yes 16 (23.9) 7 (31.8)

Legend: *core questionnaire used to identify the “confirmed cases”.
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overweight and obesity, respectively, whereas the
36.4% (n = 8) had lower BMI (Table 2). Asthma was sig-
nificantly associated with the residence in Termoli (n = 17,
77.3%, p = 0.006), while two cases (9.1%) were from
Campomarino, and only one (4.5%) was from Petac-
ciato, Portocannone and San Martino in Pensilis
(Table 2). No significant differences were observed
regarding the education level of parents, as well as for
their employment status and history of respiratory
diseases (Table 2).
Among enrolled children/adolescents, bronchitis (p = 0.006)

and atopic dermatitis (p = 0.005) were significantly related
to asthma cases, with a prevalence of 27.3% and 45.5%,
respectively.
Information about environmental risk factors exposure

was collected. Both confirmed and probable cases were
georeferenced based on the familiar residence (data not
shown), although clusters nearby the industrial district
were not found. Significant differences (p = 0.038) were
observed between children/adolescents living in subur-
ban or urban areas, because most of them (19/22, 86.4%)
were resident in a rural or suburban zone. Moreover, dif-
ferences (p = 0.040) were found about the school loca-
tion, with eleven (61.1%) asthmatics attending school
located in an urban area vs 38.9% (n = 7) in a suburban
zone; most of them (n = 16, 72.7%) were spending up to
5–8 hours/day at school. The presence of an external or
internal home heating system was not significant, as well
as having air conditioning at home and regular contact
with furred pets. Conversely, the self-reported exposure
to exhaust gas from industrial processes was significantly
(p = 0.024) different between asthmatics and non asthma
cases. Both parents current tobacco-smoke exposure and
number of cigarettes/day (data not shown) were not



Table 2 Socio-demographic characteristics of children/adolescents (n = 89)

Variable Non asthma cases Asthma cases
p-value

N (%) N (%)

Gender Female 33 (49.3) 12 (54.5)
0.667*

Male 34 (50.7) 10 (45.5)

Age ≤ 7 years 34 (50.7) 16 (72.7)
0.071*

> 7 years 33 (49.3) 6 (27.3)

Birth at term No 5 (7.5) 1 (4.5)
0.999**

Yes 62 (92.5) 21 (95.5)

Body Mass Index (BMI) Other 45 (68.2) 8 (36.4)

< 0.001*Overweight (25 kg/m2) 16 (24.2) 4 (18.2)

Obesity (30 kg/m2) 5 (7.6) 10 (45.4)

Overweight/Obesity No 45 (68.2) 8 (36.4)
0.008*

Yes 21 (31.8) 14 (63.6)

Residence municipality Other municipality 38 (56.7) 5 (22.7)
0.006*

Termoli 29 (43.3) 17 (77.3)

Family size ≤ 3 persons 12 (17.9) 4 (18.2)
0.999**

> 3 persons 55 (82.1) 18 (81.8)

Paternal education level ≤ Primary school 24 (40.0) 11 (57.9)

0.309*Secondary school 27 (45.0) 7 (36.8)

College/University 9 (15.0) 1 (5.3)

Maternal education level ≤ Primary school 24 (35.8) 8 (36.4)

0.501*Secondary school 30 (44.8) 12 (54.5)

College/University 13 (19.4) 2 (9.1)

Paternal employment status Unemployed 8 (13.3) 4 (21.1)
0.469**

Employed 52 (86.7) 15 (78.9)

Maternal employment status Unemployed 4 (6.0) 2 (9.1)
0.634**

Employed 63 (94.0) 20 (90.0)

Legend: *p-value Chi-square test; **p-value Fisher’s Exact test.

Table 3 Variables associated to asthma cases in the
multivariate analysis

Variable POR* CI 95% ** p-value

BMI

High BMI (overweight, obesity) 8.77 2.40-31.97 0.001

Normal (reference)

Municipality of residence

Termoli 8.98 1.17-68.91 0.035

Other municipalities (reference)

Lifetime history of atopic dermatitis

Yes 8.78 1.43-54.01 0.019

No (reference)

Lifetime history of bronchitis

Yes 17.23 1.89-156.75 0.012

No (reference)

Legend: *POR, Prevalence Odds Ratio; **CI 95%, Confidence Interval at significance
level of 0.05.
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related to asthma, whereas maternal history of smoking
was slightly significant (p = 0.042). However, no relation
with smoking during pregnancy or during the first year
of child’s life was found.
Multivariate regression analysis, based on asthma out-

come dependent variable, and on the significant in-
dependent variables (socio-demographic and indoor/
outdoor factors), allowed to estimate Prevalence Odds
Ratio (POR) and CI 95% (Table 3), adjusted for the poten-
tial confounders (age and gender). In details, only lifetime
history of bronchitis, residence of children/adolescents
in Termoli town, lifetime atopic dermatitis and high
BMI (overweight, obesity) were significantly associated
with outcome.
Parents of sixty-two (69.7%) individuals filled out the

weekly individual diary (average compliance 6.6 ± 1.0 days
per week); children/adolescents spent more time in indoor
places (mainly at home, followed by school, sport and rec-
reational sites) vs outdoor (parks and seaside). The most



Ripabelli et al. BMC Public Health 2013, 13:1038 Page 6 of 9
http://www.biomedcentral.com/1471-2458/13/1038
used vehicle for commuting was the car, followed by bus
and train. Moreover, walking, watching television and
doing recreational activity or sport were reported as
the frequent activities among boys. Conversely, sedentary
activities were more common among girls, followed by
those light and moderate.
Asthma prevalence in the study area of Termoli was

further evaluated by drug prescriptions data analysis,
and compared to the control area of Campobasso. Sig-
nificant differences were found for asthma prevalence
(p = 0.005) and gender distribution (p = 0.032) between
the two areas. Particularly, among 1,004 pediatrician’s
records, the 13.7% (n = 138; CI 95% 11.6-15.8) of children/
adolescents (mean age 5.6 ± 3.1 years) was defined as
“confirmed cases”. Among these, the 40.6% (n = 56) had
an allergic and atopic asthma history, and the 28.3%
(n = 39) received prescriptions for chronic symptoms
control in the past 12 months. The average number of
wheezing episodes per child was 3.7 ± 0.6 per year. In
particular, asthma was more prevalent among males
(n = 76, 55.1%), and the 81.9% (n = 113) of asthmatic
children/adolescents were living in Termoli, followed
by Campomarino (7.2%) and Petacciato (6.5%). In the
control area of Campobasso, eighty out of 920 (8.6%)
children/adolescents were identified as asthmatics, and
prevalence was higher (60%, n = 48) among females.
Moreover, the 72.5% (n = 58) of cases had an allergic
and atopic asthma history, and the 36.2% (n = 29) received
prescriptions for symptoms control in the past 12 months.
The average number of wheezing attacks per child was
4.1 ± 0.1 per year.
Discussion
In this study, by using ISAAC questionnaires method-
ology, including only “confirmed cases”, a prevalence of
7.9% was found which is almost in agreement with previ-
ous Italian SIDRIA studies [13], where asthma occurred in
the 9.1-9.5% and 9.1-10.4% of children (6–7 years) and ad-
olescents (13–14 years), respectively over 1994–95 and
2002. By drug prescriptions analysis, a higher proportion
(13.7%) of diagnosed asthmatic children/adolescents in
the same area was observed, highlighting a discrepancy,
in agreement with some Authors [18], between question-
naires vs pediatrician’s database results; however, these dif-
ferences were not statistical significant. Indeed, the small
number of cases could have affected the discrepancy
found in our study. The identification of cases by ques-
tionnaire remains a contentious issue [19] respect to
anti-asthmatic drug prescriptions methodology, which
has the advantage to eliminate selection and recall bias
affecting the prevalence estimates in cross-sectional sur-
veys based on self-reported or parental-reported symp-
toms [20]. However, the use of asthma drugs differs by
country (4-26%) and by age, limiting any good compari-
son between different studies [21].
By including “probable cases”, the overall prevalence

of suggestive symptoms of asthma was higher (24.7%)
than data referred to Italian childhood population [12,13].
Anyway, to assess the real health condition/status of
these children, an accurate medical examination should
be conducted.
Over the last years, published data provided a better

understanding of the etiology of childhood asthma, im-
proving the significance of socio-demographic and envir-
onmental determinants in disease development. Although
it is well known that before puberty global prevalence of
asthmatic symptoms is higher in boys than girls [22],
decreases with age and disappears in adolescence [23],
in our study no significant gender-related differences
were established when ISAAC questionnaire methodology
was followed, and a higher prevalence among girls was
found. Based on physician’s prescription data, asthma
prevalence was significantly different comparing the
industrial area and the control one, and differences be-
tween the two areas were confirmed for gender distribu-
tion, with prevalence significantly higher in males than in
females. To date, asthma has been reported to be 25-70%
more common in males compared to females under age
15, while after puberty, the gender differences are reversed
[22]. The reduced likelihood of diagnosing asthma in girls
could be partly explained by the earlier onset of symptoms
and a longer history of wheeze in boys, which gives them
more time to be identified as asthmatics. Thus, some
under-diagnosing of asthma due to female gender could
not be excluded [24]. Recently, sex-specific trends revealed
an increased prevalence among females causing a distribu-
tion towards the equalization, although male preponder-
ance persists in diagnosed asthma [25].
Our results did not show any association between

asthma and low birth weight, which usually represents a
predisposing factor for lower lung function and develop-
ment of disease [26], especially in children/adolescents
with birth weight below 3,000 g [27]. Similarly, a high
birth weight (> 4,500 g) may be a risk factor for asthma in
childhood [28] promoting airways inflammation, but no
association could have been evaluated because of low
representativeness of this category.
No significant differences comparing children whose

mother/father had received less than 13 years of educa-
tion or more were found, in disagreement with some
Authors who reported that a higher maternal and pater-
nal educational level may increase the risk of wheeze/
asthma and eczema, respectively [29]. Although some
Authors reported that children’s asthma is likely to be
more associated with unemployed parents [30], we did
not find any relation with parental employment status.
Conversely, a significant association with elevated BMI
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was observed, in agreement with previous SIDRIA and
other international studies [26,27] which indicated that
overweight and obese children/adolescents are at greater
risk of developing asthma. Interestingly, a national sur-
vey [31] reported an excess weight in 34.0% of Italian
children/adolescents, and an increased prevalence up to
41.3% in Molise region, where the 14.8% and 26.5% are
obese or overweight, respectively.
It has been suggested that obesity could precede

asthma, increase the clinical severity of disease and reduce
quality of life of asthmatics [32]. Possible mechanisms to
explain the relation between asthma and high BMI may
include airway inflammation, mechanical changes directly
related to obesity, changes in airway hyperresponsiveness,
physical activity and diet. Moreover, Galassi et al. [13]
demonstrated that asthma prevalence in overweight
children/adolescents was more frequently reported in
areas of southern-Italy, where physical activity is less
frequent, and unhealthy diet habits are more common.
Lifetime history of both allergic rhinitis and pneumonia
was not significantly related to asthma, as well as familiar
allergic/respiratory disorders, while researchers have
indicated a central role of genetic factors in an increased
risk of asthma development [33]. On the contrary, lifetime
history of both atopic dermatitis and bronchitis were
significant risk factors. These findings are consistent
with other studies that reported a higher prevalence
of asthma onset in relation to respiratory infections in
children [34]. Mechanisms by which respiratory viruses
cause asthma exacerbations have been extensively inves-
tigated [35]. Bronchitis and asthma are, in fact, consid-
erable respiratory health issues, leading major morbidity
and high socio-economic costs [36]. Similarly, atopic
dermatitis has been demonstrated as the chronic disease
mainly affecting infants and adolescents, with an in-
creased prevalence in childhood asthma and allergic
disorders [25,37].
Among the environmental conditions, indoor factors

are of particular concern because children and adolescents
globally spend more than 80% of their time indoors [2].
To date, the most consistent findings for induction of
childhood asthma have been related to tobacco-smoke
exposure and maternal smoking during pregnancy [38].
However, our results did not show any relation with both
current and prenatal tobacco-smoke exposure, which is
generally associated by at least 20% with airway inflam-
mation and an increased incidence of early/persistent
wheezing and asthma in children/adolescents [38,39].
Self-reported presence of dampness or visible molds growth
in home, associated to wheezing phenotypes and persistent
cough, was not related to disease. Furthermore, no signifi-
cant relation with furred pets exposure was observed,
whose role in allergic diseases and asthma development is
still controversial [40].
Exposure to outdoor pollutants was evaluated by par-
ent self-reported assessment, and being resident in an
area exposed to exhaust gas from industrial processes
was significantly different in asthma cases compared to
non asthmatics, but further insights are needed to clearly
define any hypothesis. The relation between asthma and
residence zone was investigated, but relevant differences
were found only for school and residing location in an
urban or suburban area. A significant association with
outcome was found for asthmatic children/adolescents
living in the municipality of Termoli that may be sub-
jected to higher environmental pressure due to industrial/
manufacturing activities and presence of toll road, state
highway, railroad, and seaport which may cause air pol-
lution from motor vehicle traffic and increase asthma
induction, according to other studies [19,41,42].
We acknowledge some limitations of the study, such

as the use of parental-reported symptoms, whose accur-
acy was not confirmed, and sample size for a definitive
evaluation of asthma risk factors.

Conclusions
Although our data indicated a prevalence concordance
with previous national studies in pediatric population, re-
sults did not confirm any hypothesis related to environ-
mental industrial factors present in the study area. In fact,
only past history of atopic dermatitis and bronchitis, as well
as high BMI, were strongly associated to the outcome. This
study provides a first report on asthma prevalence in
Molise region, contributing to complete the frame of
disease epidemiology in Italy in meta-analysis or system-
atic review procedures, and to identify interesting rela-
tionships in the context of multiple observational studies.
Indeed further insights are needed to improve the under-
standing of the epidemiological situation in the survey
area, and the contributions of environmental stimuli in
asthma development.

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

Authors’ contributions
GR conceived of the study, participated in its design and coordination, and
helped to analyze the data and draft the manuscript; MT performed the
descriptive and the statistical analyses of data, and helped in writing the
manuscript; MLS participated in the design of the study, in questionnaires
predisposition and analysis, and helped to draft the manuscript; GdL carried out
the data collection from pediatricians’ databases, and helped in writing
questionnaires; AB participated in the design of the study, and analyzed and
evaluated the clinical data. All authors read and approved the final manuscript.

Acknowledgements
This study was part of the project “Realizzazione di un’indagine epidemiologica
su ambiente e salute nell’area di Termoli”, funded by the Province of
Campobasso, Italy, and by the following municipalities: Termoli, Campomarino,
Guglionesi, Petacciato, Portocannone, San Martino in Pensilis, Ururi.
The authors acknowledge the helpful comments from Dr. Jim McLauchlin,
Public Health England, London, UK; Prof. Matteo Sofia, Department of
Respiratory Medicine, AO Monaldi, University of Naples Federico II, Naples,



Ripabelli et al. BMC Public Health 2013, 13:1038 Page 8 of 9
http://www.biomedcentral.com/1471-2458/13/1038
Italy; Prof. Guido Maria Grasso, Department of Medicine and of Health
Sciences, University of Molise, Campobasso, Italy.
Moreover, the authors acknowledge Dr. Pietro Comba (project coordinator)
and Anna Bastone, Maria Eleonora Soggiu, Caterina Vollono, Department of
Environment and Primary Prevention, Istituto Superiore di Sanità, Rome, Italy,
for providing survey data on attitudes and lifestyles of population living in
the study area. The Authors are also very thankful to the Molise
Environmental Protection Agency (ARPA Molise), Italy, and to the Molise
Region Section of the Italian Society of Pediatrics for the kind and helpful
collaboration offered to carry out the project.

Author details
1Chair of Hygiene, Department of Medicine and of Health Sciences,
University of Molise, Via De Sanctis, 86100 Campobasso, Italy. 2Chair of
Respiratory Diseases, Department of Medicine and of Health Sciences,
University of Molise, Campobasso, Italy.

Received: 26 February 2013 Accepted: 21 October 2013
Published: 4 November 2013
References
1. Pearce N, Aït-Khaled N, Beasley R, Mallol J, Keil U, Mitchell E, Robertson C,

the ISAAC Phase Three Study Group: Worldwide trends in the prevalence
of asthma symptoms: phase III of the International Study of Asthma and
Allergies in Childhood (ISAAC). Thorax 2007, 62:758–766.

2. Heinrich J: Influence of indoor factors in dwellings on the development
of childhood asthma. Int J Hyg Environ Health 2011, 214:1–25.

3. Lemanske RF Jr, Busse WW: Asthma: clinical expression and molecular
mechanisms. J Allergy Clin Immunol 2010, 125:S95–S102.

4. Global Initiative for Asthma: Global Strategy for Asthma Diagnosis and
Prevention. http://www.ginasthma.org.

5. Vonk JM, Boezen HM: Predicting adult asthma in childhood. Curr Opin
Pulm Med 2006, 12:42–47.

6. Pedersen SE, Hurd SS, Lemanske RF Jr, Becker A, Zar HJ, Sly PD, Soto-Quiroz M,
Wong G, Bateman ED, Global Initiative for Asthma: Global strategy for the
diagnosis and management of asthma in children 5 years and younger.
Pediatr Pulmonol 2011, 46:1–17.

7. Masoli M, Fabian D, Holt S, Beasley R, Global Initiative for Asthma (GINA)
Program: The global burden of asthma: executive summary of the GINA
Dissemination Committee report. Allergy 2004, 59:469–478.

8. Anandan C, Nurmatov U, van Schayck OC, Sheikh A: Is the prevalence
of asthma declining? Systematic review of epidemiological studies.
Allergy 2010, 65:152–167.

9. de Marco R, Cappa V, Accordini S, Rava M, Antonicelli L, Bortolami O,
Braggion M, Bugiani M, Casali L, Cazzoletti L, Cerveri I, Fois AG, Girardi P,
Locatelli F, Marcon A, Marinoni A, Panico MG, Pirina P, Villani S, Zanolin ME,
Verlato G, GEIRD Study Group: Trends in the prevalence of asthma and allergic
rhinitis in Italy between 1991 and 2010. Eur Respir J 2012, 39:883–892.

10. Asher MI, Keil U, Anderson HR, Beasley R, Crane J, Martinez F, Mitchell EA,
Pearce N, Sibbald B, Stewart AW, Strachan D, Weiland SK, Williams HC:
International study of asthma and allergies in childhood (ISAAC):
rationale and methods. Eur Respir J 1995, 8:483–491.

11. SIDRIA Collaborative Group: Asthma and respiratory symptoms in 6–7 yr old
Italian children: gender, latitude, urbanization and socio-economic factors.
Eur Respir J 1997, 10:1780–1786.

12. Renzoni E, Forastiere F, Biggeri A, Viegi G, Bisanti L, Chellini E, Ciccone G,
Corbo G, Galassi C, Rusconi F, Sestini P: Differences in parental- and
self-report of asthma, rhinitis and eczema among Italian adolescents.
Eur Respir J 1999, 14:597–604.

13. Galassi C, De Sario M, Biggeri A, Bisanti L, Chellini E, Ciccone G, Petronio MG,
Piffer S, Sestini P, Rusconi F, Viegi G, Forastiere F: Changes in prevalence of
asthma and allergies among children and adolescents in Italy: 1994–2002.
Pediatrics 2006, 17:34–42.

14. ISTAT. http://demo.istat.it/pop2008/index.html.
15. ISTAT. http://demo.istat.it/pop2009/index.html.
16. Cole TJ, Bellizzi MC, Flegal KM, Dietz WH: Establishing a standard definition

for child overweight and obesity worldwide: international survey.
BMJ 2000, 320:1240–1243.

17. Pearce N: Effect measures in prevalence studies. Environ Health Perspect
2004, 112:1047–1050.
18. Hoffmann F, Glaeske G: Prescriptions as a proxy for asthma in children: a
good choice? Eur J Clin Pharmacol 2010, 66:307–313.

19. Kasznia-Kocot J, Kowalska M, Górny RL, Niesler A, Wypych-Ślusarska A:
Environmental risk factors for respiratory symptoms and childhood
asthma. Ann Agric Environ Med 2010, 17:221–229.

20. Furu K, Skurtveit S, Langhammer A, Nafstad P: Use of anti-asthmatic medications
as a proxy for prevalence of asthma in children and adolescents in
Norway: a nationwide prescription database analysis. Eur J Clin Pharmacol
2007, 63:693–698.

21. Sen EF, Verhamme KM, Neubert A, Hsia Y, Murray M, Felisi M, Giaquinto C,
‘t Jong GW, Picelli G, Baraldi E, Nicolosi A, Ceci A, Wong IC, Sturkenboom MC,
European Network of Excellence: Assessment of pediatric asthma drug use
in three European countries; a TEDDY study. Eur J Pediatr 2011, 170:81–92.

22. Postma DS: Gender differences in asthma development and progression.
Gend Med 2007, 4(Suppl B):S133–S146.

23. Kynyk JA, Mastronarde JG, McCallister JW: Asthma, the sex difference.
Curr Opin Pulm Med 2011, 17:6–11.

24. Wright AL, Stern DA, Kauffmann F, Martinez FD: Factors influencing
gender differences in the diagnosis and treatment of asthma in
childhood: the Tucson Children’s Respiratory Study. Pediatr Pulmonol
2006, 41:318–325.

25. Duggan EM, Sturley J, Fitzgerald AP, Perry IJ, Hourihane JO: The 2002–2007
trends of prevalence of asthma, allergic rhinitis and eczema in Irish
schoolchildren. Pediatr Allergy Immunol 2012, 23:464–471.

26. Wang WH, Chen PC, Hsieh WS, Lee YL: Joint effects of birth outcomes and
childhood body mass index on respiratory symptoms. Eur Respir J 2012,
39:1213–1219.

27. Lu FL, Hsieh CJ, Caffrey JL, Lin MH, Lin YS, Lin CC, Tsai MS, Ho WC, Chen PC,
Sung FC, Lin RS: Body mass index may modify asthma prevalence among
low-birth-weight children. Am J Epidemiol 2012, 176:32–42.

28. Sin DD, Spier S, Svenson LW, Schopflocher DP, Senthilselvan A, Cowie RL,
Man SF: The relationship between birth weight and childhood asthma:
a population-based cohort study. Arch Pediatr Adolesc Med 2004,
158:60–64.

29. Miyake Y, Tanaka K, Sasaki S, Hirota Y: Parental employment, income,
education and allergic disorders in children: a prebirth cohort study in
Japan. Int J Tuberc Lung Dis 2012, 16:756–761.

30. Smith LA, Hatcher JL, Wertheimer R: The association of childhood asthma
with parental employment and welfare receipt. J Am Med Womens Assoc
Winter 2002, 57:11–15.

31. OKkio alla Salute: Sistema di sorveglianza su alimentazione e attività fisica nei
bambini della scuola primaria. Risultati 2010. 2010. http://www.epicentro.iss.
it/okkioallasalute/ReportRegionali2010.asp.

32. Antó JM: Recent advances in the epidemiologic investigation of risk
factors for asthma: a review of the 2011 literature. Curr Allergy Asthma
Rep 2012, 12:192–200.

33. Mathew AC, Steephen S, David R, Ramalingam S, Krishnamurthy S: Parental
atopy and exposure to pets on asthma: a hospital-based case–control
study. Int J Prev Med 2011, 2:151–157.

34. Busse WW, Lemanske RF Jr, Gern JE: Role of viral respiratory infections in
asthma and asthma exacerbations. Lancet 2010, 376:826–834.

35. Micillo E, Bianco A, D’Auria D, Mazzarella G, Abbate GF: Respiratory infections
and asthma. Allergy 2000, 55:42–45.

36. Carroll KN, Hartert TV: The impact of respiratory viral infection on
wheezing illnesses and asthma exacerbations. Immunol Allergy Clin North
Am 2008, 28:539–561.

37. Asher MI, Montefort S, Björkstén B, Lai CK, Strachan DP, Weiland SK, Williams H,
ISAAC Phase Three Study Group: Worldwide time trends in the prevalence of
symptoms of asthma, allergic rhinoconjunctivitis, and eczema in childhood:
ISAAC Phases One and Three repeat multicountry cross-sectional surveys.
Lancet 2006, 368:733–743.

38. Bjerg A, Hedman L, Perzanowski M, Lundbäck B, Rönmark E: A strong
synergism of low birth weight and prenatal smoking on asthma in
schoolchildren. Pediatrics 2011, 127:e905–e912.

39. Burke H, Leonardi-Bee J, Hashim A, Pine-Abata H, Chen Y, Cook DG, Britton JR,
McKeever TM: Prenatal and passive smoke exposure and incidence of
asthma and wheeze: systematic review and meta-analysis. Pediatrics 2012,
129:735–744.

40. Pohlabeln H, Jacobs S, Böhmann J: Exposure to pets and the risk of
allergic symptoms during the first 2 years of life. J Investig Allergol Clin
Immunol 2007, 17:302–308.

http://www.ginasthma.org/
http://demo.istat.it/pop2008/index.html
http://demo.istat.it/pop2009/index.html
http://www.epicentro.iss.it/okkioallasalute/ReportRegionali2010.asp
http://www.epicentro.iss.it/okkioallasalute/ReportRegionali2010.asp


Ripabelli et al. BMC Public Health 2013, 13:1038 Page 9 of 9
http://www.biomedcentral.com/1471-2458/13/1038
41. Mazzarella G, Esposito V, Bianco A, Ferraraccio F, Prati MV, Lucariello A,
Manente L, Mezzogiorno A, De Luca A: Inflammatory effects on human
lung epithelial cells after exposure to diesel exhaust micron sub particles
(PM₁.₀) and pollen allergens. Environ Pollut 2012, 161:64–69.

42. Esposito V, Lucariello A, Savarese L, Cinelli MP, Ferraraccio F, Bianco A,
De Luca A, Mazzarella G: Morphology changes in human lung epithelial
cells after exposure to diesel exhaust micron sub particles (PM₁.₀) and
pollen allergens. Environ Pollut 2012, 171:162–167.

doi:10.1186/1471-2458-13-1038
Cite this article as: Ripabelli et al.: Asthma prevalence and risk factors
among children and adolescents living around an industrial area: a
cross-sectional study. BMC Public Health 2013 13:1038.
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


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study design
	Questionnaires and data collection
	Weekly individual diary
	Drug prescriptions
	Statistical analysis

	Results
	Discussion
	Conclusions
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /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 /OK
  /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 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /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 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /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 <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


