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Abstract

Background: In recent years, the prevalence of asthma, rhinoconjunctivitis and eczema symptoms in childhood has
considerably increased in developing countries including Bolivia, possibly due to changes in lifestyle, environmental
and domestic factors. This study aimed to assess the association between environmental factors and asthma,
rhinoconjuctivitis and eczema symptoms in school-aged children from Oropeza Province in Chuquisaca, Bolivia.

Methods: A cross-sectional study was performed in 2340 children attending the fifth grade in 36 randomly selected
elementary schools in Oropeza province. The prevalence of symptoms was determined using the International
Study of Asthma and Allergies in Childhood (ISAAC) questionnaire. Environmental factors were assessed by the
ISAAC environmental questionnaire including questions related to exposure to pets, farm animals, indoor and
outdoor pollution, presence of disease vectors at home and precarious household conditions. Generalized linear
mixed-effects models were adjusted for age, sex and place of living.

Results: Thirty seven percent of children reported that at least one of their parents smoked at home. Wood or coal
was used as cooking fuel in 19% of the homes and 29% reported intense truck traffic on the street where they
lived. With respect to hygiene conditions, 86% reported exposure to dogs, 59% exposure to cats and 36% regular
contact to farm animals. More than one precarious household condition was reported by 8% of children. In the
adjusted model exposure to dog (adjusted OR 1.4; CI 95% 1.0-1.9), cat (1.2; 1.0-1.5), farm animals (1.5; 1.2-1.8);
intense truck traffic (1.3; 1.0-1.6), parents smoking at home (1.2; 1.0-1.5), presence of disease vectors at home
(fourth quartile vs. first quartile: 1.6; 1.2-2.3) and two or more precarious household conditions (1.5; 1.0-2.2) were
significantly associated with rhinoconjunctivitis symptoms. The associations were similar for asthma and eczema
symptoms; however it did not reach the level of statistical significance for all items.

Conclusion: Our results support previous findings reported for poor communities especially in Latin America,
showing that lower hygiene conditions did not have protective effect against asthma and rhinoconjunctivitis and
eczema symptoms.
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Background
Asthma, rhinoconjunctivitis and eczema in childhood are
common chronic diseases world-wide [1,2]. The preva-
lence of these diseases has considerably increased world-
wide in recent years, especially in some regions of Latin
America [3-5]. The causes of this increase are not fully
understood, some hypotheses are related to changes in
lifestyle and environmental and domestic factors [6,7] that
interact with the immune system in early stages of life [8].
The International Study of Asthma and Allergies in

Childhood (ISAAC), the largest worldwide collaborative
respiratory research project [9], reported a wide variability
of these diseases in the same region and even in the same
countries [4,5,10]. The Latin American region had pre-
sented both the lowest and the highest prevalences of
asthma and allergies compared with the rest of the world
[11]. It seems that this variability is independent of geo-
graphic, climate, cultural, ethnic or language aspects [12].
The hygiene hypothesis, proposed for the first time in

1989 by Strachan, suggests that the increase in the preva-
lence of allergic diseases is linked to a decrease in expos-
ure to germs [13]. This hypothesis appears to be related to
the increase in allergic diseases in developed countries
[14]. In Latin America it has been shown that the preva-
lence of asthma and allergies in some low-income-
resourced countries was associated with low hygienic stan-
dards and was similar or even higher than in industrialized
ones [2,15,16]. At the same time, environmental exposures
which might trigger asthma (e.g., traffic, cooking fuels) are
frequent in many Latin American houses [17]. In these
countries, such indoor and outdoor environmental factors
vary largely between urban and rural areas and by socio-
economic class [12,18]. Studies addressing the link be-
tween these factors and asthma and allergies are so far
scarce in Latin America. The knowledge of – especially –
the association between modifiable environmental factors
and asthma and allergies could help to implement preven-
tion strategies which are urgently needed to reduce the
burden of these diseases in Latin America. Bolivia is espe-
cially suitable for such types of studies as indoor and out-
door environmental exposures and hygiene conditions
vary a lot by socioeconomic class, between urban and
rural populations as well as between cultural groups.
Therefore, this study aimed to assess the associations

of possible modifiable environmental factors and asthma,
rhinoconjuctivitis and eczema symptoms in school-aged
children from Oropeza Province in Chuquisaca, Bolivia.

Methods
Design
From July to December 2011, a cross-sectional study
was conducted using the ISAAC methodology [9] in the
Oropeza Province, located in the north western part of
Chuquisaca, Bolivia.
Setting
Oropeza is a province in central Bolivia with three sec-
tions (Sucre, Yotala and Poroma), with a population of
336 218 and nearly 20% living in rural areas. Forty six
percent of the population is living in poverty, 65% of the
population 15 years and older identify themselves with
some ethnic group (Aymara, Quechua, Guaraní, among
others) and nearly 40% of the population over 6 years
old speaks some native language (mainly quechua) [19].
The province has warm and dry climate, temperature
ranges between 15 - 20°C and altitude between 2000
and 4000 meters above the sea level [20].

Study subjects
A list of 185 schools with at least 20 pupils at the fifth
grade was provided by the Regional Education Service
(schools with less than 20 pupils were excluded for feasi-
bility reasons). Forty-three schools were randomly selected
from this list and 36 schools accepted to participate (10
schools in the rural area with less than 2000 inhabitants).
In each of the sampled schools, the whole fifth grade stu-
dent population was studied. Spanish is the first language
of instruction in all schools.
The study population consisted of 2584 children attending

the fifth grade of elementary school and 91% of them (2340
children) accepted to participate. The sample size was deter-
mined following ISAAC project recommendations consider-
ing 1% of significance level and 80% of statistical power [9].
In contrast to ISAAC recommendation [9], this grade

was selected due to the high drop-out rate in the higher
grades, especially in Bolivian public schools [21], and the
difficulty in implementing the ISAAC parental question-
naire due the low adult literacy level in this region [22].
In this region, nearly 90% attended their fifth grade of
schooling and the dropout rate is less than 1.5% [23].
Children in this grade are able to understand and re-
spond appropriately; therefore all the study instruments
were completed by the children themselves.

Study instruments and variable definition
The Spanish version of the ISAAC standardized ques-
tionnaire assesses 12 months prevalence of asthma, rhin-
itis and eczema symptoms [24]. For the current analyses
the following definitions were used in accordance with
the ISAAC methodology:
Asthma symptoms was defined by a positive response

to the question: “Have you had wheezing or whistling in
the chest in the past 12 months?”.
Rhinoconjunctivitis symptoms was defined by a posi-

tive response to both of the following questions:

a) “In the past 12 months, have you had a problem
with sneezing, or a runny, or blocked nose when
you did not have a cold or the flu?”
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b) “In the past 12 months, has this nose problem been
accompanied by itchy, watery eyes?”

Current Eczema Symptoms: were defined by a positive
response to all of the following three questions:

a) Did you ever have an itchy rash that was coming
and going for at least 6 months?

b) Did you have this itchy rash at any time in the last
12 months?

c) Has this itchy rash at any time affected any of the
following places: the folds of the elbows, behind the
knees, in front of the ankles, under the buttocks, or
around the neck, ears, or eyes?

The ISAAC video questionnaire AVQ3.0 (VQ) designed
to assess asthma symptoms [25] was implemented accord-
ing the ISAAC standard recommendations. For the pur-
pose of this study, current asthma symptoms were defined
as a positive response to the scene showing “moderate
wheeze at rest”. Both the video scene selected and the
question from the written questionnaire used for this ana-
lysis, have been shown to have the highest degree of agree-
ment evaluating current wheezing [25-27].
Environmental risk factors were assessed with an

adapted version of the ISAAC environmental question-
naire (EQ) for 13–14 years old [9]. For the current ana-
lysis we considered indoor and outdoor pollution.
Current exposure to dogs, cats or farm animals (cows,

goats, sheep, pigs, hens, chickens or turkeys) were de-
fined if children had a dog or a cat at home, or regular
contact (at least once a week) with farm animals in the
last 12 months.
Environmental tobacco smoke exposure was defined

as present if participants reported that their mother or
father smoked at home.
Outdoor air pollution was assessed by the frequency of

truck traffic on the street where children lived (never,
seldom, frequently through the day, and almost the
whole day). Intense truck traffic was considered present
when truck traffic was reported almost the whole day
and this was consistent with other studies [28].
The use of wood or coal as cooking fuel was consid-

ered a risk factor for the outcomes under study.
Household conditions precarity was assessed by classify-

ing household by the number of precarious household
characteristics (none, one and two or more) according to
the Bolivian National Statistical Institute precarious house-
hold characteristic definition [29] (precarious floor: soil;
precarious walls: cane, palm or trunk; precarious source of
water for cooking: river, lake, pump or water tank car; pre-
carious sewage system: surface or septic tank).
Presence of disease vectors at home (fleas, ticks, kis-

sing bugs, mice, bedbugs and flies) was assessed as a
proxy of hygiene conditions. For the analysis, the num-
ber of types of disease vectors was categorized into quar-
tiles (25th percentile = 1 vector; 50th percentile 2 vectors;
75th percentile ≥ 3 vector).
Finally, the number of item ownership was explored ac-

cording to the Bolivian National Statistical Institute classi-
fication (radio, TV, bicycle, motorbike, car, refrigerator and
telephone). For the analysis, the number of item owner-
ship was categorized into quartiles (25th percentile ≤ 3
items; 50th percentile 4 items; 75th percentile 5–6 items).
A pilot study in rural and urban area was performed

to assess the feasibility of the study, adequacy of re-
search instruments and facilitate the understanding and
implementation in all the study procedure.

Ethical considerations
The study was approved by the National Research Ethics
Committee from San Andres University at La Paz –
Bolivia. Permission to administer the questionnaire was
obtained from the Regional Education Service (SEDUCA-
Chuquisaca). A written informed consent form as well as
a letter explaining the importance of the study was sent to
parents or legal guardians of the children one week before
the visit to the school. Voluntary participation of children
was respected.

Statistical analysis
The data was double-entered using EpiInfo Version.
3.5.3 for Windows. The two sets of records were com-
pared and discrepancies were corrected. Afterwards,
Data was exported to R v. 3.0.1 [30] software for statis-
tical analysis.
Intraclass correlation coefficient (ICC) was computed

[31] to analyze cluster design effect for each of the out-
comes. All the analyses were adjusted by cluster sampling.
Absolute and relative frequencies were calculated to

describe the study population.
Crude and adjusted odds ratios (OR) and 95% confi-

dence intervals (CI) were calculated using generalized
linear mixed-effects models [32] to estimate the likeli-
hood of having asthma, rhinoconjuctivitis and eczema
symptoms, given the presence of potential risk factors.
The adjusted models included variables which were sta-
tistically significant (P value ≤ 0.05) in any of the bivari-
ate analysis. In addition, age (three categories: ≤ 10, 11
and ≥12 years), place of living (two categories: urban
and rural), and sex were included in all analyses a priori.

Results
The median age of children was 11 years (range 9 to
15 years), 52% were female and 26% lived in rural areas.
Thirty seven percent of children reported that at least
one of their parents smoked at home. Wood or coal was
used as cooking fuel in 19% of the homes.
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About one third of the study population reported in-
tense truck traffic on the street where they lived (29%).
With regard to hygiene conditions, exposure to dogs
(86%) and cats (59%) was common. Regular contact to
farm animals was reported by more than one third of
the study population (36%). More than one precarious
household condition was reported by 29% of children
(Table 1).
Exposure to environmental tobacco smoke, wood or

coal as cooking fuel, farm animals and disease vectors
and at least one precarious condition was higher among
children in rural compared to those in urban areas. Chil-
dren from rural areas had a higher median age and a
lower number of assets as shown in Table 1.
The prevalence of current asthma symptoms based on

the written questionnaire was 18% and 6% reported
asthma symptoms according to the video questionnaire.
Although there were no significant differences between
rural and urban areas, we found higher prevalences of
asthma symptoms detected by written questionnaire
(22%) and rhinoconjunctivitis symptoms (24%) in urban
areas in comparison with rural areas (16 and 22% re-
spectively) (Table 1).
The unadjusted and adjusted models showed that

current exposure to cats, farm animals, intense truck
traffic, parents smoking at home and presence of disease
vectors were associated with asthma, rhinoconjunctivitis
and eczema symptoms. However, it did not reach the
level of statistical significance for all items (Table 2).
In other hand only wood or coal as cooking fuel

showed a positive association with asthma symptoms
(VQ) and two or more precarious household conditions
and dog contact showed a positive association with rhi-
noconjunctivitis symptoms. The results did not vary
when stratified by place of residence (Additional file 1:
Table S1-4).

Discussion
In this study, outdoor as well as indoor environmental
factors and hygiene conditions at home were associated
with an increased risk of asthma and allergies in children
living in Oropeza province in Bolivia. This contributes
to our understanding of the importance of modifiable
environmental factors in the development of asthma and
allergies in children in Bolivia.
This is the first study in Bolivia exploring environmen-

tal risk factors for asthma and allergy symptoms in a
representative sample (response over 91%) of children
from urban and rural areas using standardized methods.
Another strength of our study is related to the use of
symptom-based definition of asthma, rhinoconjunctivitis
and eczema in order to avoid major diagnostic differ-
ences related to access to medical care, language and
medical practice. We preferred to use the 12-months
prevalence of symptoms over lifetime prevalence as pre-
vious studies have shown that this definition is less
prone to recall bias [33].
Although cluster effect was not expected to be large in

ISAAC studies [9], methods for correlated data were
computed as recommended when cluster sampling is
implemented [34]. In our study the cluster effect was
relatively small (20, 4, 2 and 0.7% for asthma detected by
VQ, asthma detected by WQ, rhinoconjunctivitis and ec-
zema symptoms respectively. We did not find significant
modifications in comparison with logistic regression
models without considering correlated data.
One limitation of our study is related to the cross-

sectional design, with the exposure and outcome being
measured simultaneously, thus it is not possible to deter-
mine the temporality of the association. Although this
design is subject to recall bias, we assume that it was
minimized as strategies recommended by ISAAC were
considered [9]. The terms asthma, allergy, rhinitis or ec-
zema were not mentioned at any time. Furthermore chil-
dren, parents or school directors were not informed
about study hypotheses in detail to prevent their prompt
response on the problems and risk factors being studied.
The ISAAC video questionnaire was described as a

sensitive tool for language, culture, or literacy differences
to assess asthma symptoms [26,35]. As our study popu-
lation presents a large range of sociocultural and educa-
tional background we implemented both – the video as
well as the written questionnaire. We found low agree-
ment in prevalence for asthma symptoms by written com-
pared to video questionnaire (Kappa 0.11; p value <0.05).
We found lower prevalence of asthma symptoms when
VQ is considered with lower prevalence in rural areas in
comparison with urban areas. It could be explained be-
cause the video scene chosen to define asthmas symptoms
might reflect more severe asthma than the WQ as it
demonstrates a child having wheezing symptoms at rest
[27,36]. Also it is likely that in our study, the unfamiliarity
with the terms used in the WQ could cause overreporting
of symptoms especially in the rural population [37] or
children could interpret a written question about wheez-
ing differently from its audiovisual presentation [26].
Given the sociocultural and educational background dif-
ferences in our study population we could assume the re-
sults of the video questionnaire are more reliable than
written questionnaire.
We found more common exposure to indoor pollution

(cooking fuel and tobacco smoke) in rural areas in com-
parison with urban areas. Even if this situation has been
reported for cooking fuel previously [19], there are no
much information for tobacco smoking in rural setting
in Bolivia. This needs further research to explore urban
and rural differences regarding type and quantity ciga-
rettes. The results of this study have pointed out several



Table 1 Sample characteristics (N = 2340)

Variables Total Urban Rural P value*

% (n) % (n) % (n)

Sex Female 52.1 (1217) 53.2 (917) 48.9 (300) 0.14

Age 9 years 2.8 (64) 3.2 (55) 1.5 (9) < 0.05

10 years 40.1 (933) 44.8 (767) 27.1 (166)

11 years 41.9 (975) 39.3 (672) 49.4 (303)

12 years 11.2 (260) 9.6 (165) 15.5 (95)

13 years 3.2 (74) 2.2 (38) 5.9 (36)

14 years 0.6 (14) 0.6 (11) 0.5 (3)

15 years 0.2 (5) 0.2 (4) 0.2 (1)

Environmental factors

Current exposure to dog 86.2 (2003) 86.4 (1478) 85.8 (525) 0.75

Current exposure to cat 59.2 (1375) 58.1 (994) 62.4 (381) 0.09

Current exposure to farm animals 36.1 (837) 31.6 (539) 48.9 (298) < 0.05

Intense truck traffic1 28.6 (655) 29.4 (494) 26.5 (161) 0.32

Environmental tobacco smoke exposure 37.1 (868) 31.7 (547) 52.4 (321) < 0.05

Cooking fuel Wood or coal 18.5 (431) 9.7 (167) 43.1 (264) < 0.05

Disease vectors presence at home 2 (Median 2; Range 0 to 6) None 8.4 (197) 9.0 (155) 6.9 (42) < 0.05

1 Vector 39.3 (920) 41.8 (722) 32.3 (198)

2 Vectors 23.9 (559) 24.6 (424) 22.0 (135)

3 Vectors 16.5 (385) 16.3 (282) 16.8 (103)

≥ 4 Vectors 12.0 (279) 8.3 (144) 22.0 (135)

Precarious household conditions 3 None 70.6 (1615) 77.8 (1310) 50.5 (305) < 0.05

1 21.2 (484) 17.0 (286) 32.8 (198)

≥ 2 8.2 (188) 5.2 (87) 16.7 (101)

Number of item ownership4 (Median 4; Range 0 to 7) None 0.6 (13) 0.6 (11) 0.3 (2) < 0.05

1 item 6.4 (149) 4.7 (82) 10.9 (67)

2 items 7.4 (173) 5.5 (95) 12.7 (78)

3 items 16.4 (383) 15.3 (264) 19.4 (119)

4 items 22.3 (522) 22.1 (382) 22.8 (140)

5 items 22.3 (521) 23.6 (408) 18.4 (113)

≥ 6 items 24.8 (579) 28.1 (485) 15.3 (94)

Symptoms

Current asthma symptoms WQ5 17.8 (414) 16.4 (281) 21.7 (133) 0.11

Current asthma symptoms VQ6 6.4 (148) 7.3 (124) 3.9 (24) 0.23

Current rhinoconjunctivitis symptoms7 22.2 (516) 21.5 (369) 24.0 (147) 0.54

Current eczema symptoms8 9.2 (213) 9.5 (161) 8.5 (52) 0.59

*Chi square Test.
1Intense truck traffic: Almost the whole day.
2Disease vectors: fleas, ticks, kissing bugs, mice, bedbugs, flies.
3Precarious floor: soil; Precarious walls: cane, palm or trunk; Precarious source of water for cooking: river, lake, pump or water tank car; Precarious sewage system:
to the surface or to a septic tank.
4Item ownership: Radio, TV, bicycle, motorbike, car, refrigerator, telephone.
5Positive answer to the question: “Have you had wheezing or whistling in the chest during the last 12 months?”in the written questionnaire.
6Positive answer to the first scene of the video questionnaire: Moderate wheezing at rest.
7Presence of sneezing or a runny or blocked nose, accompanied by itchy watery eyes without a cold or the flu.
8Presence of an itchy rash at any time in the past 12 months affecting the following places: the folds of the elbows; behind the knees; in front of the ankles;
under the buttocks; or around the neck, ears, or eyes).
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Table 2 Association between environmental factors and asthma, rhinoconjunctivitis and eczema symptoms during the past 12 months (unadjusted and
adjusted odds ratios with 95% confidence intervals) (N = 2340)
Variables Current asthma symptoms WQ1 Current asthma symptoms VQ2 Current Rhinoconjunctivitis symptoms3 Current eczema symptoms4

Crude OR (95% CI) a OR5 (95% CI) Crude OR (95% CI) a OR5 (95% CI) Crude OR (95% CI) a OR5 (95% CI) Crude OR (95% CI) a OR5 (95% CI)

Current dog contact Yes6 1.36 (0.97–1.92) 1.31 (0.90–1.90) 1.38 (0.79–2.38) 1.23 (0.65–2.31) 1.60 (1.16–2.20) 1.37 (0.97–1.94) 1.08 (0.71–1.65) 0.85 (0.54–1.35)

Current cat contact Yes6 1.18 (0.94–1.48) 1.09 (0.86–1.39) 1.48 (1.02–2.15) 1.43 (0.96–2.13) 1.35 (1.09–1.66) 1.22 (0.97–1.52) 1.46 (1.07–1.97) 1.37 (0.99–1.90)

Current contact to
farm animals

Yes6 1.29 (1.03–1.62) 1.19 (0.94–1.51) 1.13 (0.79–1.63) 0.97 (0.66–1.44) 1.71 (1.39–2.10) 1.48 (1.19–1.84) 1.46 (1.09–1.96) 1.31 (0.96–1.79)

Intense truck traffic7 Yes6 1.24 (0.98–1.57) 1.22 (0.95–1.56) 1.53 (1.06–2.20) 1.53 (1.04–2.25) 1.33 (1.07–1.65) 1.27 (1.01–1.59) 1.44 (1.07–1.95) 1.44 (1.05–1.97)

Environmental tobacco
smoke exposure

Yes6 1.30 (1.04–1.63) 1.23 (0.97–1.56) 1.07 (0.75–1.55) 1.12 (0.76–1.66) 1.31 (1.06–1.61) 1.21 (0.97–1.51) 1.34 (1.00–1.80) 1.30 (0.95–1.77)

Cooking fuel Gas or electricity 1 1 1 1 1 1 1 1

Wood or coal 1.01 (0.75–1.37) 0.86 (0.62–1.19) 1.80 (1.12–2.89) 1.94 (1.16–3.26) 0.99 (0.75–1.30) 0.81 (0.60–1.11) 0.95 (0.64–1.40) 0.84 (0.54–1.30)

Presence of disease
vectors at home8

Quartile 1 1 1 1 1 1 1 1 1

Quartile 2 1.19 (0.90–1.57) 1.14 (0.86–1.53) 1.02 (0.65–1.60) 1.15 (0.72–1.84) 0.94 (0.72–1.22) 0.88 (0.67–1.16) 0.91 (0.62–1.35) 0.88 (0.59–1.32)

Quartile 3 1.27 (0.93–1.73) 1.17 (0.85–1.61) 1.09 (0.67–1.79) 1.10 (0.65–1.88) 1.31 (0.99–1.73) 1.25 (0.94–1.68) 1.54 (1.05–2.26) 1.54 (1.03–2.30)

Quartile 4 1.68 (1.20–2.36) 1.49 (1.04–2.14) 1.81 (1.08–3.03) 2.19 (1.25–3.82) 1.84 (1.35–2.50) 1.64 (1.18–2.30) 1.87 (1.23–2.82) 1.82 (1.15–2.87)

Precarious household
conditions9

None 1 1 1 1 1 1 1 1

1 1.19 (0.91–1.57) 1.22 (0.92–1.62) 1.09 (0.70–1.70) 0.93 (0.57–1.51) 1.03 (0.79–1.33) 1.00 (0.76–1.31) 0.96 (0.67–1.40) 0.92 (0.62–1.36)

≥ 2 1.31 (0.89–1.92) 1.30 (0.86–1.96) 1.03 (0.53–2.01) 0.94 (0.47–1.89) 1.57 (1.10–2.24) 1.51 (1.03–2.22) 1.24 (0.75–2.04) 1.12 (0.64–1.94)

Number of item
ownership10

Quartile 1 1 – 1 – 1 – 1 –

Quartile 2 0.96 (0.71–1.30) – 1.12 (0.68–1.84) – 0.84 (0.63–1.11) – 1.31 (0.88–1.95) –

Quartile 3 0.94 (0.69–1.29) – 1.23 (0.75–2.02) – 0.86 (0.65–1.14) – 1.20 (0.79–1.80) –

Quartile 4 1.03 (0.76–1.39) – 1.06 (0.64–1.75) – 0.94 (0.71–1.24) – 1.18 (0.78–1.76) –
1Positive answer to the question: “Have you had wheezing or whistling in the chest during the last 12 months?”in the written questionnaire.
2Positive answer to the first scene of the video questionnaire: Moderate wheezing at rest.
3Presence of sneezing or a runny or blocked nose, accompanied by itchy watery eyes without a cold or the flu.
4Presence of an itchy rash at any time in the past 12 months affecting the following places: the folds of the elbows; behind the knees; in front of the ankles; under the buttocks; or around the neck, ears, or eyes.
5Adjusted by sex, age and place of living.
6Comparison group: no contact/exposure.
7Intense truck traffic: Almost the whole day.
8Disease vectors: fleas, ticks, kissing bugs, mice, bedbugs, flies.
9Precarious floor: soil; Precarious walls: cane, palm or trunk; Precarious source of water for cooking: river, lake, pump or water tank car; Precarious sewage system: to the surface or to a septic tank.
10Item ownership: Radio, TV, bicycle, motorbike, car, refrigerator, telephone.
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sources of indoor and outdoor air pollution as risk factors
of asthma and allergies in children. It is well known that
environmental tobacco smoke is associated with asthma
symptoms. A recent systematic review and meta-analysis
of 79 prospective studies found that exposure to pre- or
postnatal environmental tobacco smoke exposure was as-
sociated with a 30% to 70% increased risk of incident
wheezing [38]. Although the evidence is not too strong for
rhinoconjunctivitis and eczema symptoms [33], our results
support this association.
Even though the associations between outdoor air pol-

lution with asthma and allergy symptoms have shown
paradoxical results in Latin America [12], our results are
consistent with those reported by ISAAC phase 3 show-
ing a positive association between intense truck traffic
and asthma, rhinoconjuntivitis and eczema symptoms
[39]. It could be explained by the interaction of air pol-
lutants with the immune system, increasing the allergen-
icity of these pathologies.
Although the prevalence for Asthma (WQ) and rhino-

conjunctivitis symptoms reported in our study are within
the range reported for 13–14 years old children in Latin
America region [5,10], these prevalences were higher in
rural areas where poverty is over 80% [19]. Our results
support previous findings reported for Latin America
[12,40,41], showing that asthma and allergies are associ-
ated with poverty and inequality. Poverty is a complex
social and economic condition and it is not easy to iden-
tify the effects of the many associated environmental
and lifestyle factors contributing to the development of
asthma and allergies [40]. Poverty is associated with a
number of known risk factors for asthma and allergies at
individual and neighbourhood level as smoking [33],
high indoor and outdoor pollution [42,43], diet [44,45],
ethnicity [46], higher GINI index [47], lack of good qual-
ity potable water [48], sewer systems [49], and waste col-
lection and disposal [50]. In the same way poverty is
linked with poor hygienic conditions. This might explain
why our as well as other Latin American studies have
shown lack of hygiene [12,40,51], exposure to farm ani-
mals [52] and pets [53] as risk factors for asthma and al-
lergies while other studies – mainly European studies
[54-56] – have indicated an inverse relationship between
low level of hygiene and such diseases. Our findings cast
doubts on whether differences in phenotype of asthma,
rhinoconjunctivitis and eczema in Latin America [57-59]
are really the main reason for the dissimilarity with
prevalence in other parts of the world [60]. Furthermore,
the high prevalence of asthma and rhinoconjunctivitis
found in urban and rural children from a poor locality
(with higher prevalence in rural than urban children),
dismiss any protection given by low socioeconomic con-
ditions, living in rural setting or exposure to farm ani-
mals, against asthma and rhinitis in developing settings.
On the contrary, our findings support the concept that
in non-affluent regions, poverty and associated condi-
tions appear as important risk factors for a higher preva-
lence of asthma and allergies. The present study shows
that potentially preventable environmental aggressors as
tobacco smoke and fuel cooking seems to be main deter-
minants for the higher prevalence of asthma found in
rural children.
Conclusions
Our results suggest that reducing exposure to modifiable
risk factors like environmental tobacco smoke, improv-
ing housing conditions and hygienic conditions would
have a significant positive impact on asthma and aller-
gies morbidity in children in poor communities in Latin
America. Intervention studies would be the next step to
confirm these findings.
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Abbreviations
ISAAC: International study of asthma and allergies in childhood; VQ: The
ISAAC video questionnaire AVQ3.0; EQ: The ISAAC environmental
questionnaire; SEDUCA-Chuquisaca: The regional education service; OR: Odds
ratio; CI: Confidence intervals.

Competing interests
No conflicts of interests are reported for this study.

Authors’ contributions
MTSS participated in the design of the study acquisition of data, performed
the statistical analysis and wrote the paper. KR conceived of the study, and
participated in its design and coordination and helped to draft the
manuscript. All authors revised the manuscript critically for important
intellectual content, and approved the final manuscript.

Acknowledgements
The authors would like to thank Javier Mallol and Julian Crane for providing
the Spanish validated questionnaires and a copy of the video questionnaire
(AVQ 3.0) respectively and a special gratitude for all the study participants for
their cooperation.
Parts of this study were supported by the Center for International Health of
the University Hospital Munich (LMU) within the Higher Education Excellence
in Development Cooperation (Exceed) program of the German Academic
Exchange Service (DAAD) and the Federal Ministry for Economic
Cooperation and Development (BMZ) – Germany.

Author details
1Center for International Health, Ludwig-Maximilians-University, Munich,
Germany. 2Departmental Service of Health (SEDES) - Chuquisaca, Bolivia,
South America. 3Institute for Occupational, Social and Environmental
Medicine, Occupational and Environmental Epidemiology & Net Teaching
Unit, University Hospital Munich (LMU), Munich, Germany.

Received: 20 April 2013 Accepted: 30 October 2013
Published: 5 November 2013

http://www.biomedcentral.com/content/supplementary/1476-069X-12-95-S1.doc


Solis-Soto et al. Environmental Health 2013, 12:95 Page 8 of 9
http://www.ehjournal.net/content/12/1/95
References
1. 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.

2. Mallol J, Crane J, von Mutius E, Odhiambo J, Keil U, Stewart A: The
International study of asthma and allergies in childhood (ISAAC) phase
three: a global synthesis. Allergol Immunopathol (Madr) 2012, 41:73–85.

3. Pearce N, Aït-Khaled N, Beasley R, Mallol J, Keil U, Mitchell E, Robertson C:
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.

4. Odhiambo JA, Williams HC, Clayton TO, Robertson CF, Asher MI: Global
variations in prevalence of eczema symptoms in children from ISAAC
phase three. J Allergy Clin Immunol 2009, 124:1251–1258. e1223.

5. Ait-Khaled N, Pearce N, Anderson HR, Ellwood P, Montefort S, Shah J: Global
map of the prevalence of symptoms of rhinoconjunctivitis in children:
the international study of asthma and allergies in childhood (ISAAC)
phase three. Allergy 2009, 64:123–148.

6. Wehrmeister FC, Menezes AM, Cascaes AM, Martinez-Mesa J, Barros AJ: Time
trend of asthma in children and adolescents in Brazil, 1998–2008. Revista
de saude publica 2012, 46:242–250.

7. Mallol J, Aguirre V, Aguilar P, Calvo M, Amarales L, Arellano P, Palma R:
Changes in the prevalence of asthma in chilean school age children
between 1994 and 2002. International study of asthma and allergies in
childhood (ISAAC)–chile phases I and III]. Rev Med Chil 2007, 135:580–586.

8. Torres-Borrego J, Molina-Teran AB, Montes-Mendoza C: Prevalence and as-
sociated factors of allergic rhinitis and atopic dermatitis in children. Aller-
gol Immunopathol (Madr) 2008, 36:90–100.

9. Ellwood P, Asher M, Beasley R, Clayton T, Stewart A: The International study of
asthma and allergies in childhood (ISAAC): phase three rationale and
methods research methods. Int J Tuberc Lung Dis 2005, 9:10–16.

10. Lai CK, Beasley R, Crane J, Foliaki S, Shah J, Weiland S: Global variation in
the prevalence and severity of asthma symptoms: phase three of the
International study of asthma and allergies in childhood (ISAAC). Thorax
2009, 64:476–483.

11. Chong Neto HJ, Rosario NA, Sole D: Asthma and rhinitis in South America:
how different they are from other parts of the world. Allergy, Asthma &
Immunol Res 2012, 4:62–67.

12. Mallol J: Asthma in Latin America: where the asthma causative/protective
hypotheses fail. Allergol Immunopathol (Madr) 2008, 36:150–153.

13. Strachan DP: Hay fever, hygiene, and household size. BMJ 1989,
299:1259–1260.

14. Asher MI, Stewart AW, Mallol J, Montefort S, Lai CK, Ait-Khaled N, Odhiambo
J: Which population level environmental factors are associated with
asthma, rhinoconjunctivitis and eczema? Review of the ecological ana-
lyses of ISAAC phase One. Respir Res 2010, 11:8.

15. Stewart AW, Mitchell EA, Pearce N, Strachan DP, Weiland SK: The
relationship of per capita gross national product to the prevalence of
symptoms of asthma and other atopic diseases in children (ISAAC). Int J
Epidemiol 2001, 30:173–179.

16. Mallol J, Sole D, Baeza-Bacab M, Aguirre-Camposano V, Soto-Quiros M,
Baena-Cagnani C: Regional variation in asthma symptom prevalence in
Latin American children. J Asthma 2010, 47:644–650.

17. Romieu I, Gouveia N, Cifuentes LA, de Leon AP, Junger W, Vera J, Strappa V,
Hurtado-Diaz M, Miranda-Soberanis V, Rojas-Bracho L, Carbajal-Arroyo L,
Tzintzun-Cervantes G: Multicity study of air pollution and mortality in latin
America (the ESCALA study). Res Rep Health Eff Inst 2012:5–86.

18. Barreto SM, Miranda JJ, Figueroa JP, Schmidt MI, Munoz S, Kuri-Morales PP,
Silva JB Jr: Epidemiology in Latin America and the Caribbean: current
situation and challenges. Int J Epidemiol 2012, 41:557–571.

19. United Nations Development Programme, Social and Economic Policies
Analysis unit: Human Development in Chuquisaca (in Spanish). 2010.
http://www.pnud.bo/webportal/Portals/0/Bol_01_Chu.pdf.

20. Bolivia: relative humidity by Seasons 1999–2008 (in Spanish).
http://www.ine.gob.bo.

21. Ministry of Education: Education in Bolivia: Indicators, numbers and
results (in Spanish). 2004. https://web.oas.org/childhood/ES/Lists/Recursos
%20%20Planes%20Nacionales/Attachments/19/3.%20La%20educaci%C3%
B3n%20en%20Bolivia,%20Indicadores,%20Cifras%20y%20Resultados.pdf.

22. National Institute of Statistics. Chuquisaca: Statistics and
sociodemographic, productive and financial indicators by Municipalities
(in Spanish). 2005. http://www.ine.gob.bo/PDF/DIFD/
IndicadoresSociodemograficosProductivosFinancierosChuquisaca.pdf.

23. Education indicators. Chuquisaca (in spanish). http://indicador.minedu.
gob.bo/.

24. Mata Fernandez C, Fernandez-Benitez M, Perez Miranda M, Guillen Grima F:
Validation of the Spanish version of the Phase III ISAAC questionnaire on
asthma. J Investig Allergol Clin Immunol 2005, 15:201–210.

25. Gibson PG, Henry R, Shah S, Toneguzzi R, Francis JL, Norzila MZ, Davies H:
Validation of the ISAAC video questionnaire (AVQ3.0) in adolescents
from a mixed ethnic background. Clin Exp Allergy 2000, 30:1181–1187.

26. Crane J, Mallol J, Beasley R, Stewart A, Asher MI: Agreement between
written and video questions for comparing asthma symptoms in ISAAC.
Eur Respir J 2003, 21:455–461.

27. Hong SJ, Kim SW, Oh JW, Rah YH, Ahn YM, Kim KE, Koh YY, Lee SI: The
validity of the ISAAC written questionnaire and the ISAAC video
questionnaire (AVQ 3.0) for predicting asthma associated with bronchial
hyperreactivity in a group of 13–14 year old Korean schoolchildren. J Kor
Med Sci 2003, 18:48–52.

28. Awasthi S, Gupta S, Maurya N, Tripathi P, Dixit P, Sharma N: Environmental
risk factors for persistent asthma in Lucknow. Indian J Pediatr 2012,
79:1311–1317.

29. National Institute of Statistics (INE): Unmet basic needs indicator. Bolivia
1992 and 2001 (in spanish). 2004. http://www.ine.gob.bo/pdf/
Metodologias2004/NBI.doc.

30. R Core Team: R: A language and environment for statistical computing. In.:
ISBN 3-900051-07-0. R Foundation for Statistical Computing. Vienna, Austria;
2013. http://www.R-project.org; 2013.

31. Zeger SL, Liang KY, Albert PS: Models for longitudinal data: a generalized
estimating equation approach. Biometrics 1988, 44:1049–1060.

32. Bates D, Maechler M, Bolker MB: Suggests mlmRev M: Package ‘lme4’.
2013. http:// ftp://ftp.ctex.org/mirrors/CRAN/web/packages/lme4/lme4.pdf.

33. Mitchell EA, Beasley R, Keil U, Montefort S, Odhiambo J: The association
between tobacco and the risk of asthma, rhinoconjunctivitis and eczema
in children and adolescents: analyses from phase three of the ISAAC
programme. Thorax 2012, 67:941–949.

34. Zyzanski SJ, Flocke SA, Dickinson LM: On the nature and analysis of
clustered data. Ann Fam Med 2004, 2:199–200.

35. Rahimi Rad MH, Hejazi ME: Agreement between written and video
asthma symptoms questionnaires in school children in Urmia, Iran. Iran J
Allergy Asthma Immunol 2007, 6:21–25.

36. Pizzichini MM, Rennie D, Senthilselvan A, Taylor B, Habbick BF, Sears MR:
Limited agreement between written and video asthma symptom
questionnaires. Pediatr Pulmonol 2000, 30:307–312.

37. Koffi N, Kouassi B, Ngom A, Aka-Dangui E: Value of a video questionnaire in
the evaluation of the prevalence of asthma in Africa. Medecine tropicale:
revue du Corps de sante colonial 2000, 60:412–413.

38. 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.

39. Brunekreef B, Stewart AW, Anderson HR, Lai CK, Strachan DP, Pearce N:
Self-reported truck traffic on the street of residence and symptoms of
asthma and allergic disease: a global relationship in ISAAC phase 3.
Environ Health Perspect 2009, 117:1791–1798.

40. Cooper PJ, Rodrigues LC, Barreto ML: Influence of poverty and infection on
asthma in Latin America. Curr Opin Allergy Clin Immunol 2012, 12:171–178.

41. Cooper P, Rodrigues L, Cruz A, Barreto M: Asthma in Latin America: a
public heath challenge and research opportunity. Allergy 2009, 64:5–17.

42. Morgenstern V, Zutavern A, Cyrys J, Brockow I, Koletzko S, Kramer U,
Behrendt H, Herbarth O, von Berg A, Bauer CP, Wichmann HE, Heinrich J:
Atopic diseases, allergic sensitization, and exposure to traffic-related air
pollution in children. Am J Respir Crit Care Med 2008, 177:1331–1337.

43. Braback L, Forsberg B: Does traffic exhaust contribute to the
development of asthma and allergic sensitization in children: findings
from recent cohort studies. Environ Health 2009, 8:17.

44. Ellwood P, Innes Asher M, Garcia-Marcos L, Williams H, Keil U, Robertson C,
Nagel G: Do fast foods cause asthma, rhinoconjunctivitis and eczema?
global findings from the International study of asthma and allergies in
childhood (ISAAC) phase three. Thorax 2013, 68:351–360.

45. Willers SM, Wijga AH, Brunekreef B, Scholtens S, Postma DS, Kerkhof M, de
Jongste JC, Smit HA: Childhood diet and asthma and atopy at 8 years of
age: the PIAMA birth cohort study. Eur Respir J 2011, 37:1060–1067.

http://www.pnud.bo/webportal/Portals/0/Bol_01_Chu.pd
http://www.ine.gob.bo
https://web.oas.org/childhood/ES/Lists/Recursos%20%20Planes%20Nacionales/Attachments/19/3.%20La%20educaci%C3%B3n%20en%20Bolivia,%20Indicadores,%20Cifras%20y%20Resultados.pdf
https://web.oas.org/childhood/ES/Lists/Recursos%20%20Planes%20Nacionales/Attachments/19/3.%20La%20educaci%C3%B3n%20en%20Bolivia,%20Indicadores,%20Cifras%20y%20Resultados.pdf
https://web.oas.org/childhood/ES/Lists/Recursos%20%20Planes%20Nacionales/Attachments/19/3.%20La%20educaci%C3%B3n%20en%20Bolivia,%20Indicadores,%20Cifras%20y%20Resultados.pdf
http://www.ine.gob.bo/PDF/DIFD/IndicadoresSociodemograficosProductivosFinancierosChuquisaca.pdf
http://www.ine.gob.bo/PDF/DIFD/IndicadoresSociodemograficosProductivosFinancierosChuquisaca.pdf
http://indicador.minedu.gob.bo/
http://indicador.minedu.gob.bo/
http://www.ine.gob.bo/pdf/Metodologias2004/NBI.doc
http://www.ine.gob.bo/pdf/Metodologias2004/NBI.doc
http://www.R-project.org
ftp://ftp.ctex.org/mirrors/CRAN/web/packages/lme4/lme4.pdf


Solis-Soto et al. Environmental Health 2013, 12:95 Page 9 of 9
http://www.ehjournal.net/content/12/1/95
46. Oraka E, Iqbal S, Flanders WD, Brinker K, Garbe P: Racial and ethnic
disparities in current asthma and emergency department visits: findings
from the national health interview survey, 2001–2010. J Asthma 2013,
50:488–496.

47. da Cunha SS, Pujades-Rodriguez M, Barreto ML, Genser B, Rodrigues LC:
Ecological study of socio-economic indicators and prevalence of asthma
in schoolchildren in urban Brazil. BMC Publ Health 2007, 7:205.

48. Hsu NY, Wang JY, Wu PC, Su HJ: Paternal heredity and housing
characteristics affect childhood asthma and allergy morbidity. Arch
Environ Occup Health 2012, 67:155–162.

49. Brugge D, Rice PW, Terry P, Howard L, Best J: Housing conditions and
respiratory health in a Boston public housing community. New Solut
2001, 11:149–164.

50. Cureton S: Environmental victims: environmental injustice issues that
threaten the health of children living in poverty. Rev Environ Health 2011,
26:141–147.

51. Pereira MU, Sly PD, Pitrez PM, Jones MH, Escouto D, Dias AC, Weiland SK,
Stein RT: Nonatopic asthma is associated with helminth infections and
bronchiolitis in poor children. Eur Respir J 2007, 29:1154–1160.

52. Brunekreef B, Von Mutius E, Wong GK, Odhiambo JA, Clayton TO: Early life
exposure to farm animals and symptoms of asthma, rhinoconjunctivitis
and eczema: an ISAAC phase three study. Int J Epidemiol 2012, 41:753–761.

53. Brunekreef B, Von Mutius E, Wong G, Odhiambo J, Garcia-Marcos L, Foliaki S:
Exposure to cats and dogs, and symptoms of asthma, rhinoconjunctivitis,
and eczema. Epidemiology (Cambridge, Mass) 2012, 23:742–750.

54. von Mutius E: Maternal farm exposure/ingestion of unpasteurized cow's
milk and allergic disease. Curr Opin Gastroenterol 2012, 28:570–576.

55. Wlasiuk G, Vercelli D: The farm effect, or: when, what and how a farming
environment protects from asthma and allergic disease. Curr Opin Allergy
Clin Immunol 2012, 12:461–466.

56. Lodge CJ, Lowe AJ, Gurrin LC, Matheson MC, Balloch A, Axelrad C, Hill DJ,
Hosking CS, Rodrigues S, Svanes C, Abramson MJ, Allen KJ, Dharmage
SC: Pets at birth do not increase allergic disease in at-risk children. Clin
Exp Allergy 2012, 42:1377–1385.

57. Weinmayr G, Weiland SK, Bjorksten B, Brunekreef B, Buchele G, Cookson WO,
Garcia-Marcos L, Gotua M, Gratziou C, van Hage M, von Mutius E, Riikjarv
MA, Rzehak P, Stein RT, Strachan DP, Tsanakas J, Wickens K, Wong GW:
Atopic sensitization and the international variation of asthma symptom
prevalence in children. Am J Respir Crit Care Med 2007, 176:565–574.

58. Weinmayr G, Forastiere F, Weiland SK, Rzehak P, Abramidze T, Annesi-
Maesano I, Bjorksten B, Brunekreef B, Buchele G, Cookson WO, von Mutius E,
Pistelli R, Strachan DP: International variation in prevalence of rhinitis and
its relationship with sensitisation to perennial and seasonal allergens. Eur
Respir J 2008, 32:1250–1261.

59. Flohr C, Weiland SK, Weinmayr G, Bjorksten B, Braback L, Brunekreef B,
Buchele G, Clausen M, Cookson WO, von Mutius E, Strachan DP, Williams
HC: The role of atopic sensitization in flexural eczema: findings from the
international study of asthma and allergies in childhood phase two.
J Allergy Clin Immunol 2008, 121:141–147. e144.

60. Figueiredo CA, Amorim LD, Alcantara-Neves NM, Matos SM, Cooper PJ, Rodri-
gues LC, Barreto ML: Environmental conditions, immunologic phenotypes,
atopy, and asthma: new evidence of how the hygiene hypothesis operates
in Latin America. J Allergy Clin Immunol 2013, 131:1064–1068. 1068 e1061.

doi:10.1186/1476-069X-12-95
Cite this article as: Solis-Soto et al.: Association between environmental
factors and current asthma, rhinoconjunctivitis and eczema symptoms in
school-aged children from Oropeza Province – Bolivia: a cross-sectional
study. Environmental Health 2013 12:95.
 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
	Conclusion

	Background
	Methods
	Design
	Setting
	Study subjects
	Study instruments and variable definition
	Ethical considerations
	Statistical analysis

	Results
	Discussion
	Conclusions
	Additional file
	Abbreviations
	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


