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Abstract
Asthma-chronic obstructive pulmonary disease overlap (ACO) indicates that its characteristics with pulmonary exaggerated reactivity
and airflow limitation chronically. We aimed to investigate the differences among women non smoker participants who have asthma,
chronic obstructive pulmonary disease (COPD) and ACO with biomass smoke exposure. Patients were examined at the outpatient
clinic from September 2017 to March 2020. Non-smoker women patients aged ≥40 years, diagnosed with obstructive pulmonary
disease were included in the study. pulmonary function tests (PFT), early reversibility testing (bronchodilator test), and sputum
eosinophil analysis were performed to all patients. A total of 102 patients were included. The mean age was 46.95±9.50 years. In the
differential diagnosis, 65 patients (63.7%) had asthma and 37 patients (36.3%) had COPD. Among COPD patients, 10 (27.0%) were
diagnosed with ACO. The actual prevalence rates of COPD and ACO were 26.5% and 9.8%, respectively. Poisson regression analysis
showed that COPD compared to asthma, while holding the others variable constant in the model, are expected to have 2.976 times
greater rate for exacerbations. (IRR, 95% CI, 2.976 (0.687 to 1.494), 5.296 (1.203 to 2.130), P<0.001, Coef. 1.091, 1.667 respectively).
Logistic Regression analysis demonstrated that, the count of sputum, blood eosinophil and total IgE results were correlated with the
exacerbation times. Biomass smoke exposure in the women population is revealed as a significant factor for the diagnosis of ACO.
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Introduction
Asthma and COPD are the most common lung diseases
all over the World [1,2]. Chronic obstructive pulmonary
disease (COPD) is characterized by permanent airflow
obstruction the pulmonary parenchyma. Tobacco
smoking is main cause of COPD, but increasing
evidence suggests that 30% of COPD patients have
never smoked. Exposure to high levels of indoor
biomass smoke, and workplace exposure to dust and
fumes are also known as independent risk factors for
COPD. On the other hand, asthma may be a risk factor
for the development of COPD [3-4].
Biomass is more frequently used for cooking and
heating in rural areas of developing countries.
Biomass-burning stoves emit significant quantities
inhalable health-damaging pollutants. Exposure to
biomass smoke has been shown to increase the risk for
development of chronic bronchitis, COPD, and asthma
[5-8].
Differential diagnosis of asthma and COPD is
usually easy with age, symptoms, and spirometric
examinations. However, it is not always possible to
make a differential diagnosis of COPD with asthma,
especially in the population above 40 years of age
who is smoker or exposed to biomass smoke. On the
other hand, there is a growing consensus that typical
asthma and COPD manifestations can both exist
simultaneously in a single patient. Therefore, the ACO
is used at when the patient with asthma has COPD
features or vice versa. [9,10] .
In this study, we aimed to determine the frequency of
ACO and to make differential diagnosis of asthma and
COPD in non-smoker women patients with long-term
biomass smoke exposure

Materials and Methods
Participants
This study was planned prospectively. The study
protocol was accepted by the Local Ethics Committee
of University, and an informed consent was taken from
all participants. Furthermore this study was performed
according to the principles of the Declaration of
Helsinki.
The patients were selected at the outpatient clinic of
University Hospital from September 2017 to March
2020. Inclusion criteria were as follows: women patients
aged ≥40 years diagnosed with asthma or COPD based
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on the medical records, non-smoker, biomass smoke
exposure at least 20 years, and the use of inhaled
drugs (bronchodilator and/or corticosteroid) for at
least 12 months. Exclusion criteria were as follows:
the presence of comorbid severe chronic respiratory
disease (cystic bronchiectasis, pulmonary fibrosis,
kyphoscoliosis, active neoplasm) and the inability to
perform diagnostic spirometry.

Spirometric Tests
All spirometric examinations were carried out using
a single pulmonary function testing system (Viasys
Mastercope, Germany). A standard spirometric
examination
and
early
reversibility
testing
(bronchodilator test) were performed in all patients.
Spirometry was performed 12 h after the use of longacting bronchodilator and 24 h after. The patients
inhaled 400 μg β2-agonist (salbutamol) aerosol
(metered-dose inhaler) with a spacer and the test was
repeated 20 min later to evaluate early reversibility.

Sputum collection and analysis
Sputum samples induced by the inhalation of 3%
sterile saline solution with a nebulizer were collected
as described previously. The nebulization with tidal
breathing was continued for at least 10 min. The
patient was asked to cough and expectorate at 5 min
intervals during nebulization. The sputum samples
were collected in sputum collection bottles and sent
to the pathology laboratory. In the initial step of
preparation, 5 cc alcohol-based solution was added to
the sample for fixation and elimination of erythrocytes.
After separation from supernatant by centrifugation,
the sample was put into the BD PrepStain™ automatic
staining machine and Papanicolaou’s (PAP) stain was
performed. The glasses were covered with a cover slip
and subsequently examined under a light microscope.
The eosinophil count was expressed in the ratio of
eosinophils to total cell count. Therefore, at least 10
high-power fields were evaluated on each PAP-stained
slide [11].

Diagnosis of asthma and COPD
The criteria used to diagnose asthma were as follows:
(1) history of wheeze; (2) a positive early reversibility
test; and (3) forced expiratory volüme in 1 second/
forced vital capacity (FEV1/FVC) >0.70 after 400 µg
salbutamol inhalation. (12) The diagnosis of COPD
was made in the patients with symptoms compatible
with COPD and was not fully reversible airflow
limitation (post-bronchodilator FEV1/FVC ratio ≤0.70).
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Diagnosis of ACO
Major diagnostic criteria were as follows: (1) biomass
smoke exposure for at least 20 years; (2) history of
asthma before the age of 40; (3) an increase in the postbronchodilator FEV1 ≥400 mL and ≥15% of the baseline;
(4) a sputum eosinophil ratio of ≥3%. Minor diagnostic
criteria were as follows: (1) history of atopy or allergic
rhinitis; (2) an increase in the post-bronchodilator
FEV1 ≥200 mL and ≥12% of the baseline; (3) peripheral
eosinophilia (≥300 cells/µL); (4) increased total
immunoglobulin E. The diagnosis of ACO was based
on at least three major criteria and a minor criteria in
patients with permanent airflow limitation (FEV1/
FVC ≤0.70).

The actual prevalence rates of COPD and ACO
were 26.5% and 9.8%, respectively. Table 1 shows
demographic, clinical and functional characteristics of
patients.

Statistical Analysis
All statistical analysis enrolled with R Version 3.6.0
(www.r-project.org). Anderson Darling test and
Levene test were used to check assumptions of
normality and homogeneity of variances, respectively.
Continuous variables were described as median
(interquartile range), and analyzed with Kruskal
Wallis test. After Kruskal Wallis test, post hoc analysis
with Conover-Iman test was performed with a
Bonferroni test with significance level set at p<0.016.
Spearman’s rho correlation analyses were applied to
evaluate relationship between parameters. p<0.05
was considered statistically significant for general
analyses. Box-plot with test and significance values
was presented for the number of exacerbations within
the last year according to patients groups. Scatter
plot was presented to show for relationship between
sputum eosinophil count and blood eosinophil count.
The risk factor for the number of exacerbations within
the last year was calculated in a model using Poisson
regression, and it was expressed as an incidence rate
ratio (IRR) with 95% confidence interval (CI). The
independent variables in this model were patients
groups, sputum and blood eosinophil counts, and Total
IgE. Poisson regression is used to count variables. Due
to the number of exacerbations within the last year
had Poisson distribution, we used Poisson regression
model to determine the risk factor of its.

Results
A total of 102 non-smoker women patients aged ≥40
years with a history of biomass smoke exposure for
at least 20 years were included. Patients who were
diagnosed as asthma in 63.7% (65/102) and COPD
in 36.3% (37/102), Also ACO were diagnosed in 10
(27.0%) patients who were detected in COPD group
(Figure 1).

Figure 1. Distribution of patients according to
diagnosis

Table 1. Demographic and clinical characteristics of
patients
Characteristics

Asthma
(n=65)

COPD
(n=27)

ACO
(n=10)

p-value

Age (year)

32 (24 – 39)a

51.5 (43 – 57.25)b

58 (45 – 64)

0.001

BMI

33 (28 – 37)

31 (28 – 35.25)

31 (28 – 36)

ns

Mean Exacerbations times
(n, 12 months)

0 (0 – 1)a

2 (1 – 3)b

4 (3 – 5)c

<0.001

Survival of
Exacerbations

1.7(1.1-2).3

2.5(1.5-3.1)

2.9/(2.3-3.7)

<0.001

FEV1 (%)

101.5 (84 –
11.25)a

56.5 (43.5 –
70.25)b

61 (46 – 75)b

<0.001

FVC (%)

100 (85.25 –
110.5)a

74 (60.5 – 85)b

84 (69 – 97)

<0.001

FEV1/FVC

82.5 (78 –
87.25)a

63.5 (56 – 68.85)b

60 (55 – 62)b

<0.001

Sputum eosinophil (%)

1 (0.20 – 2.50)a

0.50 (0.20 –
1.50)a

4.30 (3 – 5.20)b

<0.001

Blood eosinophil (cell/µL)

0.13 (0.07 –
0.30)a

0.04 (0.01 –
0.11)b

0.35 (0.19 –
0.40)c

<0.001

Total IgE (IU/
mL)

18 (9 – 87)a

27.5 (8.75 – 72)a

134 (41 – 246)b

<0.001

p-value: Kruskal Wallis test, p<0.001was considered statistically significant, ns:
not significant,Values were presented as median (interquartile range), Conover-Iman test with a Bonferroni correction was used to multiple comparisons, Different
letters in rows indicated that statistically significant difference ,BMI: Body mass
index, FEV1: Forced expiratory volüme in 1 second, FVC: Forced vital capacity.

The mean age of the study population was 36.95±2.50
(range, 24 to 64) years. There was a significant
difference in the FEV1/FVC and FVC between asthma
and COPD, between asthma and ACO patients,
while no significant difference was found between
COPD and ACO patients (Table 1). Also, there was a
significant difference in the FEV1 between asthma and
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COPD patients and between asthma and ACO patients
(p=0.0001 and p=0.001, respectively), while there was
no significant difference between COPD and ACO
patients. Furthermore, we have found that there were
significant differences in the reversibility of airflow
limitation among patients groups. The reversibility
of airflow limitation was the greatest in patients with
ACO. The increase in post-bronchodilator FEV1 was
significantly greater in the ACO group than COPD
group and the asthma group (p<0.001). The increase
in FEV1 was also significantly greater in the asthma
group than in the COPD group (p<0.001). The number
of the patients with a FEV1 of ≥200 mL and ≥12% in
bronchodilator response was 18 (27.69%) in the asthma
group, 4 (12.5%) in the COPD group and 8 (61.5%) in
the ACO group. Kruskal Wallis test showed that there
was a statistically significant difference in numbers
of exacerbations within the last year according to
patients groups. Post hoc analysis with ConoverIman test was conducted with a Bonferroni correction
applied, resulting in as significance level. The median
(IQR) number of exacerbations for the asthma, COPD
and ACO patients were 0 (IQR 0 – 1), 2 (IQR 1 – 3)
and 4 (IQR 3 – 5), respectively. Also, the mean number
of exacerbations within the last year for the asthma,
COPD and ACO patients were 0.72 ± 0.91, 2.17 ± 1.55
and 3.77 ± 1.54, respectively (Figure 2). The number
of exacerbations within the last year was statistically
significant in the ACO group than in the asthma and
COPD group. Also, the number of exacerbation within
the last year was statistically significantly higher in the
COPD group than in the asthma. Mean total IgE values
were highest in ACO patients (p<0.001). Sputum
hypereosinophilia was seen in 38.4%, 12.5%, 61.53%
patients with asthma, COPD and ACO, respectively.
There was a significant correlation between the blood
and sputum eosinophil counts (Figure 3). However, no
significant correlation between the post-bronchodilator

FEV1 and blood and sputum eosinophil counts.
There was also no significant correlation between the
frequency of exacerbations and blood and sputum
eosinophil counts. COPD compared to asthma, while
holding the others variable constant in the model,
are expected to have a rate 2.976 times greater for
the number of exacerbations within the last one year.
Furthermore ACO compared to asthma, while holding
the others variable constant in the model, are expected
to have a rate 5.296 times greater for the number of
exacerbations within the last one year (Table 2). The
assessment of sputum, blood eosinophil and total
IgE count within the last year showed in Table 3. The
effect of number of exacerbations within the last year
was statistically significant in groups besides that,
the count of sputum, blood eosinophil and total IgE
results were correlated with the exacerbation times
significantly per year. The survival of ACO patients was
significantly better than of COPD patients (Figure 4).
Predicted lung function was poor and worse in patient
with COPD and Asthma groups but the prognosis was
better in ACO patients with the improvement in FEV1
outcomes.

Figure 3. Correlation between blood and sputum
eosinophil [%] count
Table 2. Poisson Regression for The Number of Exacerbations within the last one year
Parameters

Coef.

Std.
Err.

IRR

95% Conf.
Interval

p-value

Patients Groups

Asthma

Figure 2. Exacerbations within the last year according
to patients group
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Reference group

COPD

1.091

0.206

2.976

0.687 to 1.494

<0.001

ACO

1.667

0.237

5.296

1.203 to 2.130

<0.001

Coef.: Estimated Poisson regression coefficients, Std. Err.: Standard errors of the
regression coefficients, z: Test statistics, 95% Conf. Interval: Confidence interval of
poisson regression coefficients, IRR: Incidence rate ratio. p<0.001 was considered
statistically significant, ACO: Asthma-chronic obstructive pulmonary disease overlap,
COPD: chronic obstructive pulmonary disease
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Table 3. Logistic Regression analysis of laboratory
markers efficacy for evaluating the exacerbation time
Parameters

Coef.

Std.
Err.

IRR

95% Conf.
Interval

p-value

Sputum eosinophil
count (%)

-0.018

0.043

0.981

-0.102 to 0.066

<0.001

Blood eosinophil
count (cell/µL)

0.043

0.436

1.043

-0.812 to 0.897

<0.001

Total IgE (%)

0.001

0.001

1.001

-0.001 to 0.029

<0.001

Coef.: Estimated Poisson regression coefficients, Std. Err.: Standard errors of the
regression coefficients, z: Test statistics, 95% Conf. Interval: Confidence interval of
poisson regression coefficients, IRR: Incidence rate ratio. p<0.001 was considered
statistically significant

Figure 4. The survival of ACO patients was significantly better with median survival time, compared to
COPD patients

Discussion
In developed countries, tobacco smoke is the common
risk factor for COPD. On the other hand biomass smoke
exposure is the most important factor in undeveloped
countries, primarily. Biomass smoke exposure is
estimated to effect 2 million women negatively every
year [12-14].This study investigated the non-smoker
women patients with asthma, COPD or ACO with
biomass smoke exposure.
Data describing the pathophysiology of biomass smokerelated COPD emerges mainly from in vitro researchs.
Acute exposure to biomass smoke lead to elevation
in neutrophilic inflammatory reaction of pulmonary
structure. Besides that eosinophilic and lymphocytic
inflammation detected in Subchronic exposure. And
also Chronic exposure is detected in experimental
research characterized by increase in fibroblasts

volume and collagen accumulation at bronchioles, and
elevation in matrix metalloproteinases in the epithelial
cells of lung. A research study demonstrated that
smoke particules may lead to inflammatory response
at lung structure. In an invitro study, it is revealed that
plant smoke significantly evokes the expression of aryl
hydrocarbon receptor (AHR) which lead to decline in
anti-inflammatory way, also resulted to increasing in
inflammation. Hence, pressive of AHR is a remedial
destination for smoke-related exacerbation [15-18].
Patients who were over 40 years old, show with
symptoms of chronic airways disease findings of
asthma and COPD called as the asthma-COPD overlap
syndrome (ACO); identified in the GOLD consensus as
‘described by permanent limitation of air flow oftenly
related with asthma and COPD features. Patients who
were afflicted by ACO more prone to hyper-reactivity
in pulmonary system than with COPD. Furthermore,
patients with ACO tend to have more pulmonary
exacerbations than s with COPD alone and asthma
alone [19]. Solleiro-Villavicencio et al. found that Th2
inflammatory response which may cause to airway
hyperresponsiveness, progressed mucus production
evoked by the exposing of biomass smoke who have
diagnosed of COPD. Various studies demonstrate
a dose-response relationship between the biomass
smoke exposure and the severity of airflow obstruction
[20-24]. In evaluation of longutudinal meta-analysis
showed that biomass-exposing has contributed to
establishment of COPD than non-exposing situations.
Furthermore, In an epidemiological research
demonstrated that the rate of biomass smoke exposure
was more than half among women population living
in rural areas. Also this research suggested that the
risk percentage of COPD was detected twice as much
higher than cigarette smoking [25,26].
In this study, we have revealed that patients with
ACO have better prognosis compared to COPD and
asthmatic patients. Furthermore the overall survival of
ACO patients hospitalised for exacerbation was poor
than COPD and Asthma [27]. In a midterm research
study, ACO was related with the decreasing in lung
function than COPD or asthma alone [28]. The lung
function of patients with ACO was worse than patients
with COPD, however of obstruction of respiratory
way and inflammation have better than patients with
asthma. ACO patients with FEV1 under 50% of their
predicted value had superior survival when compared
to COPD patients with similar lung function. The
variables (such as FEV1, FVC) used for evaluating the
severity of illness and identify the risk of mortality,
which can predict the prognosis of patients with

15

Yormaz

airflow limitation diseases like as COPD, ACO and
Asthma [29] .
Kitaguchi et al. founded that only FEV1, FVC was
significantly higher in the asthma group than in the
ACO group. We have found that there were significant
differences in spirometry parameters. There was also a
significant difference detected in FEV1, FVC outcomes
among the groups, while there was no significant
difference detected between patients with COPD and
ACO [30]. It is still unclear that whether sputum or
blood eosinophil count is reliable and valid. Some
studies have used sputum eosinophil in the diagnostic
criteria of ACO. On the other hand, blood eosinophil
count was considered as the main diagnostic marker
of ACO. Both paremeters were used for diagnosis of
ACO in present study. Furthermore It was suggested
that peripheral blood eosinophil counts could be
helpful for identifying the sputum eosinophilia in
stable COPD patients [31-34]. Similar to these studies,
present study demonstrated a signficant correlation
between sputum and blood eosinophil results.
The studies demonstrated that the prevalence of
ACO increased with increasing age. Present study
determined that ACO patients was younger than
COPD patients however this difference was not
statistically significant. The frequency of exacerbations
in ACO patients was significantly higher than asthma
and COPD in our study correlated with the literature
reviews [35,36]. Biomass smoke exposure, is oftenly
overlooked in women who live at rural areas such
as villages and also most important etiological factor
for the diagnosis of COPD, However, the lack of the
consensus on the diagnostic criteria for ACO makes
the diagnosis difficult. Especially women who were
exposed to biosmoke should be evaluated in terms
of airway disease, not only asthma or COPD, but also
ACO should be considered and treatment protocol
should be arranged accordingly [37].
There were some limitations in this study. Firstly, this
was a not a large population study however the ACO
was a novel concept diagnosis and larger populations
are required to obtain clues in the differential diagnosis
of asthma, COPD and ACO. Secondly, we have not
evaluate exhaled nitric oxide, DLco and DLco/alveolar
volume in the differential diagnosis.

or heating. Laboratory markers may be effective for,
estimating the exacerbation time, separating the
differences in airway diseases and resulted to the real
diagnosis.

Funding
The author declared that this study has received no
financial support.
Conflict of interest
The author has no conflicts of interest to declare.

References
1.

GOLD. Global Strategy for the Diagnosis, Management and
Prevention of Chronic Obstructive Pulmonary Disease (2020
Report). https://goldcopd.org/Accessed June 25, 2020.

2.

GINA. Global Strategy for Asthma Management and Prevention
(2020 Report). https://ginaasthma.org/Accessed June 25, 2020.

3.

Tan W, Sin D, Bourbeau J, P Hernandez, K R Chapman, R Cowie
et al. Characteristics of COPD in never-smokers and eversmokers in the general population: results from the CanCOLD
study. Thorax. 2015;70(9):822–9. https://doi.org/10.1136/
thoraxjnl-2015-206938.

4.

Baliatsas C, Smit LAM, Dückers M, van Dijk C, Heederik D,
Yzermans CJ. Patients with overlapping diagnoses of asthma
and COPD: Is livestock exposure a risk factor for comorbidity
and coexisting symptoms and infections? BMC Pulm Med.
2019;19(1):105. https://doi.org/10.1186/s12890-019-0865-z.

5.

Bruce N, Perez-Padilla R, Albalak R. Indoor air pollution in
developing countries: a major environmental and public health
challenge. Bull World Health Organ. 2000;78:1078–92.

6.

Naeher LP, Brauer M, Lipsett M, Zelikoff JT, Simpson CD, Koenig
JQ, et al. Woodsmoke health effects: a review. Inhal Toxicol.
2007;19(1):67–106. https://doi.org/10.1080/08958370600985875.

7.

Raj TJ. Altered lung function test in asymptomatic women using
biomass smoke for cooking. J Clin Diagn Res. 2014;8(10):1–3.
https://doi.org/10.7860/JCDR/2014/7253.4917.

8.

Sana A, Somda SM, Meda N, Bouland C. Chronic obstructive
pulmonary disease associated with biomass smoke use in
women: a systematic review and meta-analysis. BMJ Open
Respir
Res.
2018;5(1):e000246.
https://doi.org/10.1136/
bmjresp-2017-000246.

9.

Van den Berge M, Aalbers R. The asthma–COPD overlap
syndrome: How is it defined and what are its clinical implications?
J Asthma Allergy. 2016;9:27–35. https://doi.org/10.2147/JAA.
S78900.

10. Gibson PG, McDonald VM. Asthma–COPD overlap 2015: Now
we are six. Thorax. 2015;70(7):683–91. https://doi.org/10.1136/
thoraxjnl-2014-206740.

Conclusion

11. Weiszhar Z, Horvath I. Induced sputum analysis:
Step by step. ERJ Open Res. 2013;9:300–6. https://doi.
org/10.1183/20734735.042912.

Biomass smoke exposure in women population is
revealed as a significant factor for the diagnosis of
ACO due to common used in rural areas for cooking

12. Bateman ED, Hurd S, Barnes P, J Bousquet, J M Drazen, J M
FitzGerald et al. Global strategy for asthma management
and prevention: GINA executive summary. Eur Respir J.
2008;31(1):143–78. https://doi.org/10.1183/09031936.00138707.
13. Salvi S, Barnes PJ. Is exposure to biomass smoke the biggest risk

16

Health Sciences Quarterly, Volume: 1/ Issue: 1 / Year: 2021

factor for COPD globally? Chest. 2010;138:3–6. https://doi.org/
10.1378/chest.10-0645.
14. World Health Organization Programmes. Indoor air pollution.
http://www.who.int/indoorair/en/Accessed 11 October 2015.
15. Sussan TE, Ingole V, Kim JH, S McCormick, J Negherbon, J Fallica
et al. Source of biomass cooking fuel determines pulmonary
response to household air pollution. Am J Respir Cell Mol Biol.
2014;50(3):538–48. https://doi.org/ 10.1165/rcmb.2013-0201OC.
16. Guarnieri MJ, Diaz JV, Basu C, A Diaz, D Pope, K R. Smith et al.
Effects of woodsmoke exposure on airwayinflammation in rural
Guatemalan women. PLoS One. 2014;9(3):e88455. https://doi.
org/ 10.1371/journal.pone.0088455.
17. Mehra D, Geraghty PM, Hardigan AA, Foronjy R. A comparison
of theinflammatory and proteolytic effects of dung biomass and
cigarette smok eexposure in the lung. PLoS One. 2012;7(12):e52889.
https://doi.org/ 10.1371/journal.pone.0052889.
18. Awji EG, Chand H, Bruse S, K R. Smith, JK. Colby, Y Mebratu et
al. Wood smoke enhances cigarette smokeinducedinflammation
by inducing the aryl hydrocarbon receptor repressor in airway
epithelial cells. Am J Respir Cell Mol Biol. 2015;52(3):377–86.
https://doi.org/ 10.1165/rcmb.2014-0142OC.
19. Postma DS, Rabe KF. The asthma-COPD overlap syndrome.
N Engl J Med. 2015;373(13):1241–9. https://doi.org/ 10.1056/
NEJMra1411863.
20. Solleiro-Villavicencio H, Quintana-Carrillo R, Falfan-Valencia R,
Vargas-Rojas MI. Chronic obstructive pulmonary disease induced
by exposure to biomasssmoke is associated with a Th2 cytokine
production profile. Clin Immunol. 2015;161(2):150–5. https://doi.
org/ 10.1016/j.clim.2015.07.009.
21. Da Silva LF, Saldiva SR, Saldiva PH, Dolhnikoff M. Impaired
lung function in individuals chronically exposed to biomass
combustion. Environ Res. 2012;112:111–7. https://doi.org/
10.1016/j.envres.2011.10.012.
22. Kurmi OP, Semple S, Simkhada P, Smith WC, Ayres JG. COPD
and chronic bronchitis risk of indoor air pollution from solid fuel:
A systematic review and meta-analysis. Thorax. 2010;65(3):221–8.
https://doi.org/ 10.1136/thx.2009.124644.
23. Hu G, Zhou Y, Tian J, Yao W, Jianguo Li, Bing Li et al. Risk of
COPD from exposure to biomass smoke: a meta-analysis. Chest.
2010;138(1):20–31. https://doi.org/ 10.1378/chest.08-2114.

2018;19(1):36. https://doi.org/10.1186/s12931- 018-0737-8.
30. Kitaguchi Y, Yasuo M, Hanaoka M. Comparison of pulmonary
function in patients with COPD, asthma-COPD overlap
syndrome, and asthma with airflow limitation. Int J Chron
Obstruct Pulmon Dis. 2016;11:991–7. https://doi.org/ 10.2147/
COPD.S105988.
31. Soler-Cataluna JJ, Cosío B, Izquierdo JL, López-Campos JL,
Marín JM, Agüero R, et al. Consensus document on the overlap
phenotype COPD–asthma in COPD. Arch Bronconeumol.
2012;48(9):331–7. https://doi.org/10.1016/j.arbres.2011.12.009.
32. Sin DD, Miravitlles M, Mannino DM, Soriano JB, Price D, Celli
BR, et al. What is asthma− COPD overlap syndrome? Towards a
consensus definition from a round table discussion. Eur Respir
J. 2016;48(3):664–73. https://doi.org/ 10.1183/13993003.004362016.
33. Bafadhel M, McKenna S, Terry S, Mistry V, Reid C, Haldar P,
et al. Acute exacerbations of chronic obstructive pulmonary
disease: Identification of biologic clusters and their biomarkers.
Am J Respir Crit Care Med. 2011;184(6):662–71. https://doi.org/
10.1164/rccm.201104-0597OC.
34. Negewo NA, McDonald VM, Baines KJ, Wark PA, Simpson JL,
Jones PW, et al. Peripheral blood eosinophils: A surrogate marker
for airway eosinophilia in stable COPD. Int J Chron Obstruct
Pulmon Dis. 2016;11:1495–504. https://doi.org/10.2147/COPD.
S100338.
35. De Marco R, Pesce G, Marcon A, Accordini S, Antonicelli
L, Bugiani M, et al. The coexistence of asthma and chronic
obstructive pulmonary disease (COPD): Prevalence and risk
factors in young, middle-aged and elderly people from the
general population. PloS one. 2013;8(5):e62985. https://doi.org/
10.1371/journal.pone.0062985.
36. Rhee CK, Yoon HK, Yoo KH, Kim YS, Lee SW, Park YB, et al.
Medical utilization and cost in patients with overlap syndrome
of chronic obstructive pulmonary disease and asthma. COPD.
2014;11(2):163–70. https://doi.org/10.3109/15412555.2013.8310
61.
37. Zhou Z, Zhou A, Peng Y, Duan J, Zeng Y, Zhao Y, et al.
Determinants of clinical COPD questionnaire in patients with
COPD: A cross-sectional observational study. Respiration.
2020;13:1-11. https://doi.org/10.1159/000507097.

24. Koksal H, Saygi A, Sariman N, Alıcı E, Yurtlu S, Yılmaz H, et al.
Evaluation of clinical and functional parameters in female subjects
with biomass smoke exposure. Respir Care. 2013;58(3):424–30.
https://doi.org/ 10.4187/respcare.01772.
25. Falfán-Valencia R, Ramírez-Venegas A, Pérez Lara-Albisua JL,
Ramírez-Rodriguez SL, Márquez-García JE, Buendía-Roldan
I, et al. Smoke exposure from chronic biomass burning induces
distinct accumulative systemic inflammatory cytokine alterations
compared to tobacco smoking in healthy women. Cytokine.
2020;131:155089. https://doi.org/10.1016/j.cyto.2020.155089.
26. Gunen H, Hacievliyagil SS, Yetkin O, Gulbas G, Mutlu LC,
Pehlivan E. Prevalence of COPD: first epidemiological study of
a large region in Turkey. Eur J Intern Med. 2008;19(7):499–504.
https://doi.org/ 10.1016/j.ejim.2007.06.028.
27. Golpe R, Suarez-Valor M, Martin-Robles I, Lopez P, Jimenez
EC, Castro Anon O, et al. Mortality in COPD patients according
to clinical phenotypes. Int J Chron Obstruct Pulmon Dis.
2018;13:1433–9. https://doi.org/10.2147/COPD. S159834.
28. Mendy A, Forno E, Niyonsenga T, Carnahan R, Gasana J.
Prevalence and features of asthma-COPD overlap in the United
States 2007-2012. Clin Respir J. 2018;12(8):2369–77. https://doi.
org/10.1111/crj.1291.
29. Park HY, Lee SY, Kang D, Juhee C, Hyun L, Yong Lim S et al.
Favorable longitudinal change of lung function in patients
with asthma-COPD overlap from a COPD cohort. Respir Res.

17

