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Abstract

Background: Recent surveys have shown that many patients with asthma experience uncontrolled symptoms and  
decreased quality of life due to their disease. However, few large population-based studies have evaluated asthma control 
in Japanese children.

Objective: To show the reality of asthma control and the pattern of asthma controller medication use among Japanese 
children.

Methods: In 2012, a web-based survey was conducted to identify children aged 6 to 11 years with asthma in Japan. Among 
children with current asthma, we collected information regarding their asthma controller medication use and evaluated 
the control level of asthma using the Childhood Asthma Control Test (C‒ACT). In this study, a C‒ACT score of 19 or less, 
20 to 22, and over 22 were classified as uncontrolled asthma, well‒controlled asthma, and optimally controlled asthma, 
respectively. 

Results: Among the 3,033 children with current asthma, 442 (14.6%), 635 (20.9%), and 1,956 (64.5%) children had  
uncontrolled, well‒controlled, and optimally controlled disease, respectively. In the past 1 month, 1,387 (45.7%) reported 
receiving at least 1 asthma controller medication with 638 (21.0%) reported receiving inhaled corticosteroid. Among the 
children with uncontrolled asthma, 67 (15.2%) were not receiving any asthma controller mediations. Among children  
receiving asthma controller medication, 27.0%, 31.4% and 41.5% had uncontrolled, well‒controlled, and optimally  
controlled asthma, respectively.

Conclusions: Although more than half of children with current asthma had optimally controlled disease, some children 
without any controller medications and more than a quarter of the children receiving asthma controller medications had 
uncontrolled disease.
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Introduction
Asthma is one of the most common non-communicable 

diseases in childhood, and has an impact on quality of life of 
the patients and their families.1,2 Asthma in children is the 
main cause of school absence and poor school performance.3,4  
Furthermore, uncontrolled asthma imposes a far greater burden 
on the patients, their families, and society than well‒controlled 
asthma.5,6

The goal of asthma management according to recently  
published guidelines are to achieve and maintain control of 
the disease such that there are no symptoms, or limitations on  
activities like attending school or engaging in sports. Clinical 
studies have shown that currently available, effective asthma 
controller medications, particularly inhaled corticosteroid 
(ICS), can archive good control in most patients with asthma.7,8



Methods
Study design and populations

A survey was conducted using an online research system 
(MACROMILL, Inc. Tokyo, Japan). The method of the survey 
has been described in detail elsewhere.16 We conducted the  
primary survey among parents with children aged 6 to 18 years 
to evaluate the prevalence of allergic diseases in July 2012. In 
the same month, we conducted the secondary survey among  
children identified as having current asthma in the primary 
survey. To evaluate the control of asthma, we used the Japanese 
version of the Childhood Asthma Control Test (C‒ACT), which 
was developed for children aged 4 to 11 years and validated in 
a web–based version.17,18 Thus, children aged 6 to 11 years were 
included in the current analysis. 

The survey protocol was approved by the independent  
review board of the Tokyo Metropolitan Children’s Medical 
Center. All parents were provided with an online explanation of 
the purpose and the procedure of the study and gave informed 
consent by proceeding to the questionnaire.

Definitions and classifications
The definition of current wheeze, current rhinitis and  

current eczema were taken from the International Study of 
Asthma and Allergies in Childhood.19 Current asthma was 
defined as current wheeze by ISAAC definition, or having 
a positive response to ‘Has your child taken the controller  
medications for wheezing symptoms throughout the past 4 
weeks?’ in order to capture children having no symptoms due to 
using asthma controller medications. ICS, inhaled long-acting β 
stimulant (LABA), leukotriene receptor antagonist (LTRA), and 
the tulobuterol patch (TP) were defined as asthma controller 
medications as per JPGL.12,20

Evaluation of asthma control
Previous reports have used a C‒ACT cut off score of 19 to 

identify uncontrolled asthma.17 However, recent studies have 
shown that this cut–off point seems to underestimate the  
proportion of children with uncontrolled asthma.21-23 Moreover, 
our study has shown that a cut off of 23 can identify children 
with well–controlled asthma having normal lung function.24 
Therefore, we divided the children with a score of 20 or more
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into 2 groups in this study: the well‒controlled asthma group,
which had a score of 20 to 22, and the optimally controlled  
asthma group, with a score over 22.

Statistical analysis
All analyses were performed using the SPSS package  

version 19 (IBM Corp, Armonk, NY, USA). For comparison, the  
chi-square test was used for categorical variables. Univariate 
and multivariate logistic regression analyses were used to  
assess the association between each variable and use of an  
ICS‒containing regimen. P < 0.05 was considered statistically 
significant.

Results
Characteristics of the children in this study

Of the 3,231 children aged 6 to 11 years with current asthma 
invited to participate in the second survey, 3,066 responded  
(response rate: 94.9%). After omitting 33 children who failed 
data quality checks, 3,033 were analyzed in this study (Figure 
1). Boys were more likely to have current asthma than girls. Of 
the children with current asthma, 2,576 (84.9%), 2,247 (74.1%) 
and 786 (25.9%) had current wheeze, current rhinitis and  
current eczema, respectively. In the past 1 month, 1,387 (45.7%) 
reported receiving at least 1 asthma controller medication.
Among them, 21.0% reported receiving an ICS‒containing 
medication, 29.5% reported receiving LTRA, and 18.3%  
reported receiving TP (Table 1).

However, large community-based surveys in many regions have 
reported that the majority of patients experience a high rate of 
symptoms and disruption of life due to their disease.9-11

The Japanese pediatric guideline for the treatment and 
management of asthma (JPGL)12 recommends higher levels of 
control and early intervention compared to other international 
guidelines such as the Global Initiative for Asthma (GINA)  
report and Japanese Guideline for Adult Asthma.13,14 However, 
only few population-based studies have evaluated asthma  
control in Japanese children.15 Here, we report data from a  
nationwide, web-based survey, conducted among more than 
3,000 children with current asthma whose family had registered 
on an online research panel. The data provide important  
insights into the reality of asthma control levels and the pattern of  
asthma controller medication prescriptions for Japanese  
children.

Figure 1. Flow chart of the study subjects

Asthma control in children with current asthma
Of the children with current asthma, 442 (14.6%), 635 

(20.9%), and 1,956 (64.5%) children had uncontrolled, well 
‒controlled, and optimally controlled asthma, respectively  
(Table 2). Children receiving at least 1 asthma controller
medication were more likely to have poor control compared
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Table 1 Characteristics of children in this study

ICS: inhaled corticosteroid, LABA: long-acting β-agonist, LTRA: leukotriene 
receptor antagonist, TP: tulobuterol patch

n %

Sex
Boys
Girls

1797
1236

59.2
40.8

Age
6 to 8 years
9 to 11 years

1730
1303

57.0
43.0

Comorbidities
Current wheeze Current rhinitis
Current rhinitis
Current eczema

2576
2247

786

84.9 
74.1
25.9

Familial History of Asthma
Father
Mother

458
518

15.1
17.1

Passive smoking
Father
Mother

1008
383

33.2
12.6

Annual income (yen)
< 5 million
≥5 <7.5 million
≥7.5 million

1139
982
665

37.6
32.4
21.9

Regular controller in the past 1 month
Any ICS-containing inhaler

(ICS only inhaler)
(ICS/LABA inhaler)

LTRA
Tulobuterol patch
LABA only inhaler

1387
638

(445)
(193)

894
555

5

45.7
21.0

(14.7)
(6.4)
29.5
18.3

0.2

Table 2. The control of asthma in children with current asthma

Overall

The level of asthma control

p–value
Uncontrolled

(C–ACT score <20)
Well–controlled 

(C–ACT score 20–22)
Optimally controlled
(C–ACT score >22)

n n % n % n %

Total 3033 442 14.6 635 20.9 1956 64.5

At least one asthma controller medication in 
the past 1 month

No 1646 67 4.1 199 12.1 1380 83.8 <0.01

Yes 1387 375 27.0 436 31.4 576 41.5

to those not using any asthma controller medications (p < 
0.01). The proportion of children receiving asthma controller  
regimens varied with the asthma control level in children  
(Figure 2). Among children with optimally controlled asthma, 
70.6% were not receiving any asthma controller medications. 
Children with well‒controlled disease were likely to be  
receiving a non‒ICS‒containing regimen (38.9%) and those 
with uncontrolled disease were likely to be receiving an  
ICS‒containing regimen (46.4%). However, 53.6% of children 
with uncontrolled disease were not receiving ICS, 15.2% were 
not receiving any asthma controller medications, and 38.4%
were receiving a non‒ICS‒containing regimen. 

Asthma control in children receiving asthma controller  
medications

Among the 1,387 children receiving asthma controller  
medications, 375 (27.0%), 436 (31.4%), and 576 (41.5%)  
children had uncontrolled, well‒controlled, and optimally  
controlled asthma, respectively (Table 2). 

Children receiving an ICS‒containing regimen were older 
and more likely to have a parental history of asthma and  
uncontrolled disease compared to those receiving a non‒ICS 
‒containing regimen even when adjusted for other variables  
(p < 0.01, p = 0.01 and p < 0.01, respectively: Table 3). Table 4 
shows the association between asthma controller regimens and 
the control of the disease in detail. The most common regimen 
was LTRA alone administered to the largest proportion of  
children with controlled disease (53.7%). TP alone and 
LTRA+TP were the next most common regimens. However, 
37.4% of children receiving LTRA+TP had uncontrolled  
disease. ICS+LTRA and ICS alone were commonly used  
regimens among children receiving an ICS‒containing regimen. 
More than half of children receiving ICS alone had optimally 
controlled asthma, whereas 60.6% of children receiving ICS 
+LTRA+TP had uncontrolled asthma. A few children received 
inhaled LABA without ICS.

Figure 2. Asthma controller regimens for children with  
optimally controlled, well‒controlled, and uncontrolled  
disease. ICS: ICS-containing regimens, Non-ICS: Non-ICS 
-containing regimens.
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Table 3. Factors associated with receiving ICS–containing regimen

ICS–containing regimen

Variable % (n/N) Crude OR (95%CI) P-value Adjusted OR† (95%CI) P-value

Sex
Boys
Girls

45.8
46.3

(392/856)
(285/531)

1
1.00 (0.82-1.27) 0.87

1
1.02 (0.82-1.27) 0.86

Age
6 to 8 years
9 to 11 years

42.1
51.8

(352/835)
(266/552)

1
1.48 (1.19-1.83) <0.01

1
1.47 (1.18-1.83) <0.01

Current rhinitis
No
Yes

46.6
45.8

(131/281)
(507/1106)

1
0.97 (0.75-1.26) 0.84

1
0.89 (0.60-1.17) 0.40

Current eczema
No
Yes

45.4
47.3

(443/975)
(195/412)

1
1.08 (0.86-1.36) 0.56

1
1.08 (0.85-1.36) 0.54

Parental history of asthma*
No
Yes

43.3
51.8

(410/947)
(228/440)

1
1.41 (1.12-1.77) <0.01

1
1.37 (1.09-1.73) 0.01

Parental smoking*
No
Yes

46.5
44.4

(398/847)
(240/540)

1
0.90 (0.73-1.12) 0.38

1
0.86 (0.69-1.07) 0.17

Annual income (yen)
< 5 million
≥5 <7.5 million
≥7.5 million
Unknown

46.7
44.4
48.5
41.4

(246/527)
(194/437)
(157/324)
(41/99)

1
0.91
1.07
0.81

(0.70-1.18)
(0.81-1.42)
(0.52-1.25)

0.48
0.61
0.34

1
0.83
1.03
0.89

(0.53-1.29) 
(0.78-1.37)
(0.69-1.16)

0.41
0.82
0.40

Asthma control
Optimal controlled
Well-controlled
Uncontrolled

42.3
43.3
54.7

(244/576)
(189/436)
(205/375)

1
1.04
1.64

(0.81-1.34)
(1.26-2.13)

0.75
<0.01

1
1.04
1.62

(0.81-1.34)
(1.24-2.12)

0.76
<0.01

Table 4. The association between asthma controller regimens and the control of disease

Regimen n

The level of asthma control

Uncontrolled (%)
(C-ACT score <20)

Well–controlled (%)
(C-ACT score =20-22)

Optimally controlled (%)
(C-ACT score >22)

LTRA 356 15.4 30.9 53.7

TP 199 20.6 32.7 46.7

LTRA+TP 190 37.4 37.4 25.3

ICS+LTRA 169 29.6 27.2 43.2

ICS 164 18.3 30.5 51.2

ICS/LABA+LTRA 77 42.9 22.1 35.1

ICS+LTRA+TP 71 60.6 25.4 14.1

ICS/LABA 63 23.8 30.2 46.0

ICS+TP 41 24.4 41.5 34.1

Others 57 47.4 40.4 12.3

ICS: inhaled corticosteroid, LABA: long-acting β-agonist, LTRA: leukotriene receptor antagonist, 
TP: tulobuterol patch

OR, odds ratio; CI, confidence interval
* At least 1 parent, † Adjusted for all variables shown
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Furthermore, 37.4% of uncontrolled asthma was seen in  
children receiving LTRA and TP despite the availability of ICS. 
Although caregivers and children might prefer a transdermal 
application to inhaled drugs because of its convenience and 
concerns about side effects, clinicians need to prescribe anti 
-inflammatory medications for children who need asthma  
controller medications and use TP more carefully.

The study had a large sample with high response rate, and 
was able to assess both the level of asthma control and patterns 
of prescription of asthma controller medications for Japanese  
children. If the survey were repeated in the future, it would  
provide time-trends of the reality of asthma control and  
management among Japanese children. The major limitations 
of our study were those associated with online research.  
Respondents registering on an online research panel may not 
represent the general population. Moreover, all the data of our 
survey were reported by parents via online questionnaire. These 
responses could not be clinically verified, and the possibility 
of inaccurate responses due to poor recall cannot be excluded. 
In addition, our survey was not able to assess medication  
adherence and inhaler technique, important factors in  
uncontrolled asthma.29 However, the same limitations would 
exist in other community-based survey methodologies, such 
as random-digit dialing and postal questionnaires. Because the 
traditional sampling methods have suffered from low response 
rates in past decades, many recent, community-based surveys 
have chosen online questionnaires if study population has a 
high level of internet access.

In conclusion, our study described the reality of asthma  
control and management among Japanese children. Although 
more than half of the children with current asthma had  
optimally controlled disease, more than a quarter of the  
children receiving asthma controller medications had  
uncontrolled disease. 

Discussion
This cross-sectional study showed the reality of asthma  

control and the pattern of asthma controller medication use 
among Japanese children. Many children, especially those  
receiving asthma controller medications, did not have optimally 
controlled disease. Previous studies showed that children 
with a C‒ACT score over 19 included those with uncontrolled  
disease as defined by GINA,21-23 and that a cut off of 23 was able 
to identify children with well–controlled asthma having normal 
lung function.24 Children with a score of 20 to 22 (about 20% of 
children with current asthma) required improvement of their 
symptoms to archive optimally controlled disease. The results 
in our study were similar with those in the Asthma Insights and 
Reality in Japan 2011 report showing that 17% of children under 
11 years of age had uncontrolled disease.15 The Asthma Insights 
and Reality in 12 Asian-Pacific areas in 2006 showed that 43.2% 
of children with current asthma had uncontrolled asthma as  
defined by C-ACT of 19.22 Although we have shown that  
uncontrolled asthma is common in Japan along with these  
previous reports in the world, children with asthma might have 
a better controlled disease in Japan compared to other Asian 
regions.

Children receiving an ICS‒containing regimen were older 
and more likely to have a parental history of asthma and poorly 
controlled asthma compared to those receiving a non‒ICS 
‒containing regimen. Children with a familial history of asthma 
also had a lesser chance of remission compared to those  
without a familial history.25,26 ICS might be used with  
consideration for asthma control and prognosis. Although  
previous studies showed that the use of ICS for asthma in  
Japan is lower than in the west,27 the use of ICS for childhood 
asthma (21% of children with current asthma) seems to show 
an increase compared with the findings of the aforementioned 
Asthma Insights and Reality in Japan, which reported the  
figures of 9% in 2000 and 12% in 2005.28 However, more than 
half of children with uncontrolled disease were not receiving 
ICS, and would benefit from improved asthma management. It 
should also be noted that many children using ICS, especially in 
combination with other controller medications, still had poor 
controlled disease. This finding is in line with other community 
-based surveys.10,11 While some of them might have refractory 
disease, it is possible that the efficacy of their treatments were 
affected by poor adherence or inaccurate inhaler technique.29 
Although unfortunately we did not evaluate adherence or  
inhaler technique, simplifying controller regimens and the  
sustained follow-ups after the prescription of ICS might bring 
better disease control for children with asthma in Japan.

Additionally, our study showed some concerns about TP, a 
long acting form of tulobuterol, which commonly used as LABA 
in Japan and other East Asian countries. Asthma guidelines 
have strongly discouraged LABA monotherapy because of its  
association with the risk of severe exacerbations and asthma 
-related deaths.30 While only a few children in Japan received 
inhaled LABA monotherapy, many children received TP, a 
long acting form of tulobuterol, without any combination with  
anti-inflammatory controller medications. This result was also 
found in the analysis of the administrative claims database 
of the Japan Medical Data Center Co., Ltd. (Tokyo, Japan).31 

Acknowledgements
The authors thank the parents and children for their  

participation in this survey. We are indebted to James R. Valera 
for his critical reading of the manuscript. This study was  
supported by a Health and Labour Sciences Research Grant 
for Research on Allergic Disease and Immunology from the  
Ministry of Health, Labour and Welfare (H22-Men’eki-Ippan 
-006), Japan.

References
1. Asher I, Pearce N. Global burden of asthma among children. Int J Tuberc 

Lung Dis. 2014;18:1269-78.
2. Carlson A, Nesvold JH, Liu A. Population-based assessment of asthma 

symptom burden in children. J Urban Health. 2011;88 Suppl 1:S164-73.
3. Tsakiris A, Iordanidou M, Paraskakis E, Tsalkidis A, Rigas A, Zimeras S 

et al. The presence of asthma, the use of inhaled steroids, and parental 
education level affect school performance in children. Biomed Res Int. 
2013;2013:762805.

4. Kim SY, Kim MS, Park B, Kim JH, Choi HG. Allergic rhinitis, atopic  
dermatitis, and asthma are associated with differences in school  
performance among Korean adolescents. PLoS One. 2017;12:e0171394.

5. Lang DM. Severe asthma: epidemiology, burden of illness, and  
heterogeneity. Allergy Asthma Proc. 2015;36:418-24.

6. Sullivan SD, Rasouliyan L, Russo PA, Kamath T, Chipps BE, Group 
TS. Extent, patterns, and burden of uncontrolled disease in severe or  
difficult-to-treat asthma. Allergy. 2007;62:126-33.



Asian Pac J Allergy Immunol DOI 10.12932/AP0882

7. Busse WW, Pedersen S, Pauwels RA, Tan WC, Chen YZ, Lamm CJ et al.  
The Inhaled Steroid Treatment As Regular Therapy in Early Asthma 
(START) study 5-year follow-up: effectiveness of early intervention 
with budesonide in mild persistent asthma. J Allergy Clin Immunol. 
2008;121:1167-74.

8. Miligkos M, Bannuru RR, Alkofide H, Kher SR, Schmid CH, Balk EM.  
Leukotriene-receptor antagonists versus placebo in the treatment of asthma 
in adults and adolescents: a systematic review and meta-analysis. Ann  
Intern Med. 2015;163:756-67.

9. Slejko JF, Ghushchyan VH, Sucher B, Globe DR, Lin SL, Globe G et al. 
Asthma control in the United States, 2008-2010: indicators of poor asthma 
control. J Allergy Clin Immunol. 2014;133:1579-87.

10. Price D, Fletcher M, van der Molen T. Asthma control and management in 
8,000 European patients: the REcognise Asthma and LInk to Symptoms and 
Experience (REALISE) survey. NPJ Prim Care Respir Med. 2014;24:14009.

11. Price D, David-Wang A, Cho SH, Ho JC, Jeong JW, Liam CK et al. Time for 
a new language for asthma control: results from REALISE Asia. J Asthma 
Allergy. 2015;8:93-103.

12. Hamasaki Y, Kohno Y, Ebisawa M, Kondo N, Nishima S, Nishimuta T et 
al. Japanese Guideline for Childhood Asthma 2014. Allergol Int. 2014;63: 
335-56.

13. Global Strategy for Asthma Management and Prevention (2016 update). 
[cited 2016 November 17]; Available from: http://ginasthma.org/2016 
-gina-report-global-strategy-for-asthma-management-and-prevention/.

14. Ohta K, Ichinose M, Nagase H, Yamaguchi M, Sugiura H, Tohda Y et al. 
Japanese Guideline for Adult Asthma 2014. Allergol Int. 2014;63:293-333.

15. Adachi M, Ohta K, Tohda Y, Morikawa A, Nishima S, Mukai I. Asthma 
insights and reality in Japan : AIRJ2011. Arerugi-Meneki. 2012;19:1562-70 
“Japnanese”.

16. Sasaki M, Yoshida K, Adachi Y, Furukawa M, Itazawa T, Odajima H et al. 
Factors associated with asthma control in children: findings from a national 
Web-based survey. Pediatr Allergy Immunol. 2014;25:804-9.

17. Liu AH, Zeiger R, Sorkness C, Mahr T, Ostrom N, Burgess S et al.  
Development and cross-sectional validation of the Childhood Asthma 
Control Test. J Allergy Clin Immunol. 2007;119:817-25.

18. Koolen BB, Pijnenburg MW, Brackel HJ, Landstra AM, van den Berg NJ, 
Merkus PJ et al. Validation of a web-based version of the asthma control test 
and childhood asthma control test. Pediatr Pulmonol. 2011;46:941-8.

19. Asher MI, Keil U, Anderson HR, Beasley R, Crane J, Martinez F et al.  
International study of asthma and allergies in childhood (ISAAC): rationale 
and methods. European Respiratory Journal. 1995;8:483-91.

20. Tamura G, Ichinose M, Fukuchi Y, Miyamoto T. Transdermal tulobuterol 
patch, a long-actingbeta(2)-agonist. Allergol Int. 2012;61:219-29.

21. Koolen BB, Pijnenburg MW, Brackel HJ, Landstra AM, van den Berg NJ, 
Merkus PJ et al. Comparing Global Initiative for Asthma (GINA) criteria 
with the Childhood Asthma Control Test (C-ACT) and Asthma Control 
Test (ACT). Eur Respir J. 2011;38:561-6.

22. Wong GW, Kwon N, Hong JG, Hsu JY, Gunasekera KD. Pediatric asthma 
control in Asia: phase 2 of the Asthma Insights and Reality in Asia-Pacific 
(AIRIAP 2) survey. Allergy. 2013;68:524-30.

23. Voorend-van Bergen S, Vaessen-Verberne AA, Landstra AM, Brackel HJ, 
van den Berg NJ, Caudri D et al. Monitoring childhood asthma: web-based 
diaries and the asthma control test. J Allergy Clin Immunol. 2014;133: 
1599-605.

24. Ito Y, Adachi Y, Itazawa T, Okabe Y, Adachi YS, Higuchi O et al. Associa-
tion between the results of the childhood asthma control test and objective  
parameters in asthmatic children. J Asthma. 2011;48:1076-80.

25. Burgess JA, Matheson MC, Gurrin LC, Byrnes GB, Adams KS, Wharton 
CL et al. Factors influencing asthma remission: a longitudinal study from 
childhood to middle age. Thorax. 2011;66:508-13.

26. de Marco R, Pattaro C, Locatelli F, Svanes C, Group ES. Influence of early 
life exposures on incidence and remission of asthma throughout life. J  
Allergy Clin Immunol. 2004;113:845-52.

27. Rabe KF, Adachi M, Lai CK, Soriano JB, Vermeire PA, Weiss KB et al. 
Worldwide severity and control of asthma in children and adults: the global 
asthma insights and reality surveys. J Allergy Clin Immunol. 2004;114:40-7.

28. Adachi M, Ohta K, Morikawa A, Nishima S, Tokunaga S, Disantostefano 
RL. Changes in asthma insights and reality in Japan (AIRJ) in 2005 since 
2000. Arerugi. 2008;57:107-20 “Japanese”.

29. Capanoglu M, Dibek Misirlioglu E, Toyran M, Civelek E, Kocabas CN. 
Evaluation of inhaler technique, adherence to therapy and their effect on 
disease control among children with asthma using metered dose or dry 
powder inhalers. J Asthma. 2015;52:838-45.

30. Cates CJ, Wieland LS, Oleszczuk M, Kew KM. Safety of regular formoterol 
or salmeterol in adults with asthma: an overview of Cochrane reviews.  
Cochrane Database Syst Rev. 2014:CD010314.

31. Hamada S, Tokumasu H, Sato A, Iwasaku M, Kawakami K. Asthma  
Controller Medications for Children in Japan: Analysis of an Administrative 
Claims Database. Glob Pediatr Health. 2015;2:2333794X15577790.


