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VERSION 1 - REVIEW 

REVIEWER Maciej Kupczyk 
Dept of Internal Medicine, Asthma and Allergy Medical University of 
Lodz, Poland  
and Center for Allergy Research, Karolinska Institutet, Stockholm, 
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REVIEW RETURNED 25-Jan-2015 

 

GENERAL COMMENTS With great interest I have read the manuscript entitled „Multicenter 
observational study of adults with asthma exacerbations: who are 
the frequent utilizers of the emergency department in Japan?” There 
are no doubts that frequent exacerbations of asthma represent a 
major burden for patients, their families and the health care systems. 
Thus, any studies giving a potential insight into mechanisms of 
exacerbations or factor associated with frequent exacerbations are 
welcome.  
I am impressed with the quality of the presented study and the 
number of patients studied. However, the main finding of the study is 
that the asthma patients in Japan are treated sub-optimally, not in 
line with current international guidelines. It is not surprising that 
patients who do not receive or take regularly inhaled corticosteroids 
are at risk of having uncontrolled asthma and frequent 
exacerbations. This may be an important message for local health 
service authorities or pulmonology societies in Japan but my main 
conclusion is that this study does not add much to our current 
knowledge and understanding of chronic bronchial asthma. There 
are several papers published to date trying to analyze 
patomechanisms of asthma exacerbations, define phenotype of 
frequent exacerbator and trying to find potential biomarkers of such 
events.  
I would finish the paper with a call to create and launch a Japanese 
asthma programme in line with the one proposed by professor Tari 
Haahthela in Finland.  
Minor comments:  
1. How representative are those 23 selected EDs in Japan?  
2. Taking into consideration of the statistical analysis how could you 
explain that current use of ICS is a significant (the second strongest 
in your study) factor associated with a higher frequency of 
exacerbations? This pitfall of statistical analysis should be 
thoroughly discussed. 
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REVIEWER Richard H Stanford 
GlaxoSmithKline, USA 

REVIEW RETURNED 12-Feb-2015 

 

GENERAL COMMENTS Paper titled "Multicenter Observational Study of Adults with Asthma 
Exacerbations: Who Are the Frequent Utilizers of the Emergency 
Department in Japan?" is a well written paper of a logistically 
challenging study and analysis.  
 
Some of the issues that I think should be addressed:  
Please include a study diagram so the reader can more clearly 
understand when that ED visits take place and when the indepedent 
variables are captured  
 
Subjects were identified based on number of ED visits which 
occured during the same time period as the variables in the stats 
model. This creates time dependent variables such as treatment use 
or change following an ED visit that probably were not be adjusted in 
the model. So the authors should take into account time in the 
analysis, especially the time between the ED events and what 
occurs during this time. An example is use of ICS, it is higher in the 
2ED and >=3 ED groups but use of ICS could have occured after the 
stated ED events, thus not associated with the ED events but the ED 
events are associated with use of ICS.  
 
Another variable not included in the model was albuterol use, that 
has been shown to be a good marker of uncontrolled asthma. In 
addition, ICS y/n may not be the most predictive variable, addition of 
amount of ICS should also be used.  
 
Suggest additional analysis, if possible, taking into account the 
variables that changed over time.   

 

REVIEWER Dr. Shuvra Dasgupta 
University Hospital of the West Indies  
Jamaica 

REVIEW RETURNED 02-Mar-2015 

 

GENERAL COMMENTS Under 'Selection of Participants" it is written that "the study sites 
identified ALL ED visits with a principal ED or hospital discharge 
diagnosis of asthma". But then under data collection it is written 
"onsite chart abstractors reviewed 60 RANDOMLY selected  
ED charts from January to December 2011" . So not every patient 
with a primary previous diagnosis of asthma exacerbation was chart 
reviewed? I thought this was unclear in terms of a disconnect 
between selection of participants and then data collection. How 
many patients were actually selected from all 23 EDs in Japan? The 
paper states that a cohort was created from ONE ED in Japan of 
1380 patients (pg10). Would this then ONE ED then be 
representational of all the EDs in Japan?   
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VERSION 1 – AUTHOR RESPONSE 

Reviewer #1:  
Reviewer Name Maciej Kupczyk  
With great interest I have read the manuscript entitled „Multicenter observational study of adults with 
asthma exacerbations: who are the frequent utilizers of the emergency department in Japan?” There 
are no doubts that frequent exacerbations of asthma represent a major burden for patients, their 
families and the health care systems. Thus, any studies giving a potential insight into mechanisms of 
exacerbations or factor associated with frequent exacerbations are welcome.  
I am impressed with the quality of the presented study and the number of patients studied.  
 
We thank the reviewer for these many positive comments.  
 
 
However, the main finding of the study is that the asthma patients in Japan are treated sub-optimally, 
not in line with current international guidelines. It is not surprising that patients who do not receive or 
take regularly inhaled corticosteroids are at risk of having uncontrolled asthma and frequent 
exacerbations. This may be an important message for local health service authorities or pulmonology 
societies in Japan but my main conclusion is that this study does not add much to our current 
knowledge and understanding of chronic bronchial asthma. There are several papers published to 
date trying to analyze patomechanisms of asthma exacerbations, define phenotype of frequent 
exacerbator and trying to find potential biomarkers of such events.  
 
We appreciate the reviewer’s comment. We agree that our study population mainly consisted of 
urban, academic EDs in Japan. Therefore, our findings may not be generalizable to the other 
developed nations. However, we believe that our data are of direct relevance to 5 million adult 
patients with asthma (4% prevalence) in a highly populated country (127 million residents in Japan). 
We have acknowledged this potential limitation in the Limitations section (page 14, para 2).  
 
 
I would finish the paper with a call to create and launch a Japanese asthma programme in line with 
the one proposed by professor Tari Haahthela in Finland.  
 
We appreciate the reviewer’s helpful suggestion. As suggested, in the conclusion section (page 15, 
para 2), we have concluded that continuous efforts to promote dissemination and adoption of 
evidence-based guidelines – e.g., development of a nationwide asthma programme focusing on early 
intervention and disease control1,2 – are required to reduce asthma morbidity in this high-risk 
population.  
 
 
Minor comments:  
1. How representative are those 23 selected EDs in Japan?  
 
JEMNet is a consortium of 23 academic and community medical centers from different geographic 
regions across Japan. Most sites were affiliated with an emergency medicine residency program in 
the urban setting. Therefore, our findings may not be representative of patients with asthma in rural, 
non-academic EDs. Nevertheless, urban areas have disproportionately high asthma morbidity;3 it is 
in precisely this population for which targeted preventive measures are most urgently needed. We 
have acknowledged this potential limitation in the Limitation section (page 14, para 2).  
 
 
2. Taking into consideration of the statistical analysis how could you explain that current use of ICS is 
a significant (the second strongest in your study) factor associated with a higher frequency of 
exacerbations? This pitfall of statistical analysis should be thoroughly discussed.  
 
We appreciate that reviewer’s thoughtful insights. The current use of ICS can be considered as a 
marker of chronic severity. And patients with more severe chronic asthma have more frequent ED 
visits for asthma exacerbation compared to those with milder illness.4 Therefore, it is plausible that 
patients on inhaled corticosteroids (ICS) are more likely to have frequent ED visits. This observation 
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is also consistent with the findings of a previous study5 and our recent multicenter observational 
study of U.S.6 As suggested, we have discussed with this point in the Discussion section (page 13, 
para 2).  
 
 
Reviewer #2:  
Reviewer Name Richard H Stanford  
Paper titled "Multicenter Observational Study of Adults with Asthma Exacerbations: Who Are the 
Frequent Utilizers of the Emergency Department in Japan?" is a well written paper of a logistically 
challenging study and analysis.  
 
We thank the reviewer for this positive comment.  
 
Some of the issues that I think should be addressed:  
Please include a study diagram so the reader can more clearly understand when that ED visits take 
place and when the independent variables are captured.  
 
We appreciate the reviewer’s suggestion. As requested, we have included the schematic of strategy 
used to identify ED visit frequency in Figure 1  
 
 
Subjects were identified based on number of ED visits which occured during the same time period as 
the variables in the stats model. This creates time dependent variables such as treatment use or 
change following an ED visit that probably were not be adjusted in the model. So the authors should 
take into account time in the analysis, especially the time between the ED events and what occurs 
during this time. An example is use of ICS, it is higher in the 2ED and >=3 ED groups but use of ICS 
could have occured after the stated ED events, thus not associated with the ED events but the ED 
events are associated with use of ICS.  
 
We appreciate the opportunity to clarify this point. This study is not a longitudinal study with repeated 
data measurements but a chart review study with data measurement occurred at one point – i.e., at 
the index ED visit. Thus, we did not measure the time-variant covariates (e.g., the use of ICS over 
time). In the Limitations section, we have acknowledged this limitation – lack of data on time-variant 
variables (page 14, para 2).  
 
 
Another variable not included in the model was albuterol use, that has been shown to be a good 
marker of uncontrolled asthma. In addition, ICS y/n may not be the most predictive variable, addition 
of amount of ICS should also be used.  
 
We appreciate the reviewer’s suggestion. Unfortunately, this chart review study was not designed to 
measure the amount of inhaled β-agonist or ICS use before the ED visit because most of the ED 
charts do not capture this information. Nevertheless, we agree with the reviewer about the importance 
of these variables, and have acknowledged these potential confounders in the Limitations section 
(page 14, para 2).  
 
 
Suggest additional analysis, if possible, taking into account the variables that changed over time.  
Please see the previous response about time-variant variables.  
 
 
Reviewer #3:  
Reviewer Name Dr. Shuvra Dasgupta  
Under 'Selection of Participants" it is written that "the study sites identified ALL ED visits with a 
principal ED or hospital discharge diagnosis of asthma". But then under data collection it is written 
"onsite chart abstractors reviewed 60 RANDOMLY selected ED charts from January to December 
2011" . So not every patient with a primary previous diagnosis of asthma exacerbation was chart 
reviewed? I thought this was unclear in terms of a disconnect between selection of participants and 
then data collection.  
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We appreciate the opportunity to clarify this point. First, by using the ICD-10-CM code, each site 
identified all ED charts with a principal ED or hospital discharge diagnosis of asthma from hospital 
administrative records. Next, onsite chart abstractors reviewed 60 ED charts that are randomly-
selected from the eligible patients identified by using the ICD-10-CM code. As suggested, we have 
clarified this point in the Methods section (page 7, para 2; page 8 para 2).  
 
 
How many patients were actually selected from all 23 EDs in Japan?  
 
In this 23-cetnter study, each ED chart abstractors reviewed 60 randomly-selected ED charts. And 
hence, we created a cohort of 1,380 patients (60 patients per ED * 23 EDs) (page 8, para 2; page 10, 
para 1).  
 
 
The paper states that a cohort was created from ONE ED in Japan of 1380 patients (pg10). Would 
this then ONE ED then be representational of all the EDs in Japan?  
 
As described in the Methods section, JEMNet is a consortium of 23 academic and community medical 
centers from different geographic regions across Japan. We created a cohort of 1,380 patients who 
presented to one of the 23 EDs with an asthma exacerbation during 2009-2011 (page 10, para1).  
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