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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Investigating asthma co-morbidities: a systematic scoping review 
protocol 

AUTHORS El Ferkh, Karim; Nwaru, Bright; Griffiths, Chris; Sheikh, Aziz 

 

VERSION 1 - REVIEW 

REVIEWER Dennis K. Ledford 
University of South Florida  
Morsani College of Medicine and the James A. Haley VA Hospital  
United States of America 

REVIEW RETURNED 08-Dec-2015 

 

GENERAL COMMENTS Pg3L18 I do not agree that comorbidities have been largely ignored. 
Published guidelines mention many of the conditions described, 
books have been written describing these conditions (e.g.World 
Allergy Organization, Oxford Press, Asthma: Comorbidities, 
Coexisting Conditions and Differential Diagnosis 2014) and 
textbooks discuss as well.  
Pg3L24 The authors need to define “comorbidities” as there are 
more than one interpretation, i.e. coexisting but not influencing 
versus modifying presentation or disease. Any common condition 
will coexist with asthma, itself a common condition. I am not sure 
how this type of analysis will inform the reader. Why not include 
renal disease, liver disease, neurological disease, sinus disease, 
immunodeficiencies and on and on?  
Pg5L13-14 Search Methods Search Strategy Earlier authors stated 
that comorbidities have been “largely ignored” and now state that 
“….well known for a long time now that researchers have been 
studying asthma as a heterogeneous disease affected by multiple 
co-morbidities”. How is this possible the issue has been ignored?  
Pg5L18-21 What is meant by “…past evidence of substantial 
permanence…”? Evidence is permanent but may relevance may 
vary according to changes in disease unless the authors are stating 
the evidence was in error.  
Pg8-10 How do the authors justify including some 
comorbidities/coexisting conditions and not others in the list 
describing the Search Strategy? Why not include congestive heart 
failure, eosinophilic disorders, interstitial lung disease, bronchiolitis, 
bronchiectasis and many others? Why include celiac disease and 
not inflammatory bowel disease? What about collagen vascular 
disease? Why is anaphylaxis included? I am not suggesting I know 
the comorbidities better than the authors but the list is biased in my 
opinion. A flawed search strategy will limit the findings of the study. 

 

REVIEWER Akira Yamasaki 
Division of Medical Oncology and Molecular Respirology  
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Department of Multidisciplinary Internal Medicine  
Faculty of Medicine  
Tottori University 

REVIEW RETURNED 17-Jan-2016 

 

GENERAL COMMENTS This manuscript describes e protocol for systemic review of asthma 
co-morbidities. The topic is very important issue and the findings 
from this study would have great impact on management of patients 
with asthma. This is well written, interesting, and useful contribution, 
which I shitnk is entirely suitable for publication in BMJ open.   

 

REVIEWER Young Juhn, MD, MPH 
Mayo Clinic  
United States 

REVIEW RETURNED 03-Feb-2016 

 

GENERAL COMMENTS This systemic review protocol is to aiming at systematically 
identifying key asthma comorbidities, and describing how these vary 
in terms of different asthma phenotypes and developmental 
trajectories. This systematic review effort is timely and addresses an 
important need given the great appreciation for understanding how 
these comorbidities interact with asthma and affect asthma 
outcomes.  
 
The reviewer has a few conceptual comments for the proposed 
work.  
 
The current protocol does not define the term “comorbidities”. It 
merely appears to mean the presence of any conditions regardless 
of the nature or its causal relationship to asthma. For example, 
comorbid conditions such as atopic conditions are present with 
asthma as a potential risk factor (i.e., etiology of asthma). On the 
other hand, the literature suggests that the presence of asthma 
increases the risk of coronary heart disease or myocardial infarction. 
In this scenario, CHD or MI is an impact of asthma (e.g., effect of 
asthma). Interpretation of the nature of these comorbidities is quite 
different in context of asthma risk and outcomes. The reviewer 
suggests including data on the causal direction between 
comorbidities and asthma based on the review.  
 
The current list of comorbidities excludes infection, especially 
chronic infections as comorbidities imply chronic diseases. However, 
susceptibility to communicable and non-communicable diseases 
shares mechanistically and provides a crucial insight into the nature 
of asthma. For example, asthma is known to increase risks of both 
respiratory and non-respiratory microbial infections. At the same 
time, the recent literature shows that infections including bacterial 
infections have been reported to be associated with the increased 
risk of myocardial infarction. In understanding the relationship 
between asthma and CHD or MI as a comorbid condition, it is 
important to examine the extent to which asthma impacts the risk of 
various microbial infections. Perhaps, this topic in and of itself is 
subject to another systematic review effort. In this, the recent review 
article on asthma and other diseases by Juhn published in JACI, 
2014 highlights the importance of investigating the impact of asthma 
on communicable and non-communicable diseases. The scope of 
this review paper very much shares the scope of the current 
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systematic review protocol.  
 
Along these lines, the current list of comorbidities does not include 
malignancy and neurodegenerative diseases which are two of the 
most common conditions affecting a large proportion of people 
including asthmatics. The reviewer suggests including these 
conditions.  
 
Finally, this literature search effort requires expertise on research 
areas concerning the susceptibility of asthmatics to communicable 
and non-communicable diseases. The reviewer recommends 
including some experts in this area of research.  
 
In terms of methods, the biggest concern is that the current protocol 
does not include data concerning the definition of asthma. Some 
degree of heterogeneity of asthma is stemming from biological 
heterogeneity of asthma, but a significant proportion of 
heterogeneity is likely to be methodological, especially the definition 
of asthma. This is a crucial aspect of this systematic review effort. 
Also, given the relatively limited number of review articles on asthma 
and its comorbidities (excluding allergic diseases), reviewing 
available review articles to identify relevant literature is a step to be 
considered as this current protocol does not attempt to calculate 
pooled parameter estimates from all included literature, more 
qualitatively review to my understanding.  

 

REVIEWER Randi Andenæs 
Oslo University College of Applied Sciences, Norway 

REVIEW RETURNED 17-Mar-2016 

 

GENERAL COMMENTS The subject is of great interest.  
I have some comments and objections:  
Introduction  
Why do the authors choose a scoping review? The protocol could as 
well have been a systematic literature review. There is no definitive 
procedure for scoping the literature. Have the authors a model for 
conducting a scoping review in mind (e.g. Arksey & O’Malley 2005)?  
The first two aims stated in the bullet points seems quite reasonable. 
The third is to ‘understand the trajectories for the development of the 
comorbidities’. What do trajectory mean, what is the rationale for this 
aim, and how could a literature review during the last 5 years give 
answers to the research question?  
Method  
Types of studies: What is the reasons for the inclusion and exclusion 
of specific studies?  
Participants: The review will include participants of any age with a 
clinical diagnosis of asthma. Does this also include children? In the 
method section, there is no reference to mapping of children’s 
asthma and co-morbidity.  
The authors will do a systematic identification, data extraction and 
mapping of the finding, with reference to the PRISMA checklist. A 
description of data analysis is not included. I would suggest the 
authors to elaborate the Method and Analysis section thoroughly, 
and present a more explicit description of the process in the different 
stages.  
The search strategy as described in Appendix is very good. 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Dennis K. Ledford  

University of South Florida  

Morsani College of Medicine and the James A. Haley VA Hospital  

 

Please leave your comments for the authors below  

Pg3L18 I do not agree that comorbidities have been largely ignored. Published guidelines mention 

many of the conditions described, books have been written describing these conditions (e.g.World 

Allergy Organization, Oxford Press, Asthma: Comorbidities, Coexisting Conditions and Differential 

Diagnosis 2014) and textbooks discuss as well.  

 

We have now revised this section of the text, removing the phrase “largely ignored”. (Page1 L9).  

 

Pg3L24 The authors need to define “comorbidities” as there are more than one interpretation, i.e. 

coexisting but not influencing versus modifying presentation or disease. Any common condition will 

coexist with asthma, itself a common condition. I am not sure how this type of analysis will inform the 

reader. Why not include renal disease, liver disease, neurological disease, sinus disease, 

immunodeficiencies and on and on?  

 

A definition of comorbidities has been added to the manuscript in the background under “Asthma 

comorbidities of interest” Page1 L13  

We agree that renal, liver and neurological diseases are relevant comorbidities to be considered. 

Whilst our list of co-morbid conditions of interest is not exhaustive, have focused on the leading co-

morbidities that have been considered on the topic as revealed by our preliminary search and 

anticipate that papers dealing with other co-morbid conditions will be captured by the generic search 

terms we have included, including “autoimmune diseases” and “thyroid diseases”.  

 

Pg5L13-14 Search Methods Search Strategy Earlier authors stated that comorbidities have been 

“largely ignored” and now state that “….well known for a long time now that researchers have been 

studying asthma as a heterogeneous disease affected by multiple co-morbidities”. How is this 

possible the issue has been ignored?  

 

As stated above, we have amended the section (Page3 L9) asserting that asthma co-morbidity has 

largely been ignored, so that there will be no contradiction in later paragraphs.  

 

Pg5L18-21 What is meant by “…past evidence of substantial permanence…”? Evidence is permanent 

but may relevance may vary according to changes in disease unless the authors are stating the 

evidence was in error.  

 

We are not stating that any evidence was in error, and we have clarified our point in the paper by 

rephrasing the paragraph Page5 Pg1.  

 

Pg8-10 How do the authors justify including some comorbidities/coexisting conditions and not others 

in the list describing the Search Strategy? Why not include congestive heart failure, eosinophilic 

disorders, interstitial lung disease, bronchiolitis, bronchiectasis and many others? Why include celiac 

disease and not inflammatory bowel disease? What about collagen vascular disease? Why is 

anaphylaxis included? I am not suggesting I know the comorbidities better than the authors but the list 

is biased in my opinion. A flawed search strategy will limit the findings of the study.  

 

We agree to include the suggested co-morbid diseases in our search strategy. While our list of the co-
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morbid conditions was not intended to be exhaustive but to capture the commonly examined co-

morbid conditions as evidenced by our preliminary search of key papers on the topic, we have also 

included some generic terms (such as co-morbidity and its synonyms), which we think should help in 

capturing papers on other co-morbid conditions not currently specified in our search.  

 

 

Reviewer: 2  

 

Akira Yamasaki  

Division of Medical Oncology and Molecular Respirology  

Tottori University  

 

Please leave your comments for the authors below  

This manuscript describes e protocol for systemic review of asthma co-morbidities. The topic is very 

important issue and the findings from this study would have great impact on management of patients 

with asthma. This is well written, interesting, and useful contribution, which I shitnk is entirely suitable 

for publication in BMJ open.  

 

Thank you  

 

 

Reviewer: 3  

 

Young Juhn, MD, MPH  

Mayo Clinic, United States  

 

Please leave your comments for the authors below  

This systemic review protocol is to aiming at systematically identifying key asthma comorbidities, and 

describing how these vary in terms of different asthma phenotypes and developmental trajectories. 

This systematic review effort is timely and addresses an important need given the great appreciation 

for understanding how these comorbidities interact with asthma and affect asthma outcomes.  

 

The reviewer has a few conceptual comments for the proposed work.  

 

The current protocol does not define the term “comorbidities”. It merely appears to mean the presence 

of any conditions regardless of the nature or its causal relationship to asthma. For example, comorbid 

conditions such as atopic conditions are present with asthma as a potential risk factor (i.e., etiology of 

asthma). On the other hand, the literature suggests that the presence of asthma increases the risk of 

coronary heart disease or myocardial infarction. In this scenario, CHD or MI is an impact of asthma 

(e.g., effect of asthma). Interpretation of the nature of these comorbidities is quite different in context 

of asthma risk and outcomes. The reviewer suggests including data on the causal direction between 

comorbidities and asthma based on the review.  

 

Thank you for raising this point, a definition of comorbidities has been added to the manuscript in the 

background section Page 3 Ln 12.  

 

 

The current list of comorbidities excludes infection, especially chronic infections as comorbidities 

imply chronic diseases. However, susceptibility to communicable and non-communicable diseases 

shares mechanistically and provides a crucial insight into the nature of asthma. For example, asthma 

is known to increase risks of both respiratory and non-respiratory microbial infections. At the same 

time, the recent literature shows that infections including bacterial infections have been reported to be 
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associated with the increased risk of myocardial infarction. In understanding the relationship between 

asthma and CHD or MI as a comorbid condition, it is important to examine the extent to which asthma 

impacts the risk of various microbial infections. Perhaps, this topic in and of itself is subject to another 

systematic review effort. In this, the recent review article on asthma and other diseases by Juhn 

published in JACI, 2014 highlights the importance of investigating the impact of asthma on 

communicable and non-communicable diseases. The scope of this review paper very much shares 

the scope of the current systematic review protocol.  

Along these lines, the current list of comorbidities does not include malignancy and 

neurodegenerative diseases which are two of the most common conditions affecting a large 

proportion of people including asthmatics. The reviewer suggests including these conditions.  

 

We agree that our list of relevant co-morbid diseases is not exhaustive. However, we t focused on the 

most commonly studied co-morbid conditions on the topic as revealed by our preliminary search. We 

aim therefore that other co-morbid conditions not listed on our search terms will be captured by the 

generic terms used, including “thyroid diseases” and “autoimmune diseases”.  

We are not focusing on studies that have looked at the association between asthma and other 

diseases and vice versa but on studies that have investigated the impact of other disease conditions 

on asthma outcomes.  

 

We agree that inclusion of cardiovascular diseases is important and will add terms to capture those 

specific comorbidities to our search.  

 

Finally, this literature search effort requires expertise on research areas concerning the susceptibility 

of asthmatics to communicable and non-communicable diseases. The reviewer recommends 

including some experts in this area of research.  

 

Thank you for your suggestion, we will be capitalizing on the expertise in Asthma UK Centre for 

Applied Research in conducting this review. Secondly, as in our usual approach in previous reviews, 

we will be contacting a panel of experts in the field to share our search strategies.  

 

In terms of methods, the biggest concern is that the current protocol does not include data concerning 

the definition of asthma. Some degree of heterogeneity of asthma is stemming from biological 

heterogeneity of asthma, but a significant proportion of heterogeneity is likely to be methodological, 

especially the definition of asthma. This is a crucial aspect of this systematic review effort. Also, given 

the relatively limited number of review articles on asthma and its comorbidities (excluding allergic 

diseases), reviewing available review articles to identify relevant literature is a step to be considered 

as this current protocol does not attempt to calculate pooled parameter estimates from all included 

literature, more qualitatively review to my understanding.  

 

We have included an asthma definition in the background section (Page 3 Ln 10) and a clarification in 

the methods section (Page 4 Ln 13)  

As this is only a scoping review, our aim is to uncover the various approaches that have been 

employed including the definition of asthma that authors have employed. Therefore, restricting 

ourselves to a specific definition of asthma may also be restrictive to our objective of the scoping 

systematic review.  

 

 

Reviewer: 4  

 

Randi Andenæs  

Oslo University College of Applied Sciences, Norway  
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Please leave your comments for the authors below  

The subject is of great interest.  

I have some comments and objections:  

Introduction  

Why do the authors choose a scoping review? The protocol could as well have been a systematic 

literature review. There is no definitive procedure for scoping the literature. Have the authors a model 

for conducting a scoping review in mind (e.g. Arksey & O’Malley 2005)?  

 

Given that this field is a fast-evolving one and there appears no indication of an agreed appreciation 

of the core asthma co-morbid conditions of importance. Our preliminary search provided over 20,000 

records from one database. This motivated our plan to undertake a scoping review rather than a full 

systematic review in order to map out the field and to understand the various co-morbid diseases that 

have been studied; what approaches investigators have employed and other underpinning 

methodological issues around the field. We aim that this scoping review will then lead to a full 

systematic review with more defined questions in due course.  

 

We have added the model under which we are conducting our scoping review (Levac et. al) in the last 

paragraph of the methods section Pg10 L4.  

 

The first two aims stated in the bullet points seems quite reasonable. The third is to ‘understand the 

trajectories for the development of the comorbidities’. What do trajectory mean, what is the rationale 

for this aim, and how could a literature review during the last 5 years give answers to the research 

question?  

 

Thank you for your comment.  

Given the 2-year time frame, we have decided to drop this aim and pursue it in future studies.  

 

Method  

Types of studies: What is the reasons for the inclusion and exclusion of specific studies?  

Participants: The review will include participants of any age with a clinical diagnosis of asthma. Does 

this also include children? In the method section, there is no reference to mapping of children’s 

asthma and co-morbidity.  

The authors will do a systematic identification, data extraction and mapping of the finding, with 

reference to the PRISMA checklist. A description of data analysis is not included. I would suggest the 

authors to elaborate the Method and Analysis section thoroughly, and present a more explicit 

description of the process in the different stages.  

The search strategy as described in Appendix is very good.  

 

We are only interested in observational studies.  

A descriptive and a narrative analyses will be employed, where an initial map will be developed to 

explore the main comorbidities that impact asthma outcomes. The results will be then stratified 

according to different age groups, gender, etc…  

We will include children and we have elaborated our analysis part in order to emphasise our 

stratification plan Pg10 L1. 

VERSION 2 – REVIEW 

REVIEWER Dennis K. Ledford 
Morsani, College of Medicine,  
University of South Florida  
USA 
 
Consultant: Roche, Novartis, AstraZeneca  
Speaker: Meda, TEVA, Merck, AstraZeneca, Novartis, 
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Genentech/Roche 

REVIEW RETURNED 14-May-2016 

 

GENERAL COMMENTS I thank the authors for carefully responding to the reviewer 
comments.  
 
Since the authors have modified the aims of the study, it is not clear 
to me why double-blind, randomized trials are not included. The 
asthma diagnosis is likely to be reliable in these studies and the 
baseline characteristics would provide information for co-morbidities. 
Any co-morbidity excluded in the trial design would allow 
compensation for the inclusion of these data without biasing the 
results of the scoping review. Maybe there are issues that are not 
evident to me but may be helpful to state the issues for readers like 
myself.  
 
Pg3L20 In my opinion “more than one” makes “different” redundant.  
Pg4L1 Suggest comma between “customised” and “targeted” as 
both adjectives describe “treatment”.  
Pg4L10 “focusing” should be “focus”.  
Pg4L12 I suggest either “diseases” or “conditions” but not both.  
Pg4L27-8 The syntax needs work as “which are an impact of 
asthma” and “exacerbate its management and prognosis” do not 
make sense to me. I understand the message but the expression is 
awkward and may not be clear.  
Pg5L2 Comma is needed after “cardiovascular diseases”.  
Pg5L26 “for a long time now” is not necessary or at least delete 
“now”. I would consider deleting “Although it is well known…that”. 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

Dennis K. Ledford  

 

Please state any competing interests or state ‘None declared’:  

 

It is included under “Footnotes” on Pg7L25  

 

Consultant: Roche, Novartis, AstraZeneca  

Speaker: Meda, TEVA, Merck, AstraZeneca, Novartis, Genentech/Roche  

Please leave your comments for the authors below  

 

I thank the authors for carefully responding to the reviewer comments.  

 

Since the authors have modified the aims of the study, it is not clear to me why double-blind, 

randomized trials are not included. The asthma diagnosis is likely to be reliable in these studies and 

the baseline characteristics would provide information for co-morbidities. Any co-morbidity excluded in 

the trial design would allow compensation for the inclusion of these data without biasing the results of 

the scoping review. Maybe there are issues that are not evident to me but may be helpful to state the 

issues for readers like myself.  

 

Thank you for your comment, we agree that the double-blind randomized trials are important however 

one main issue to consider is representation. A lot of asthma trials recruit very specific population 

which makes it a far point for comparison. Not to mention, if one comorbidity is excluded it will have 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-010548 on 24 A

ugust 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


an effect on the results of the scoping review.  

 

 

Pg3L20 In my opinion “more than one” makes “different” redundant.  

Pg4L1 Suggest comma between “customised” and “targeted” as both adjectives describe “treatment”.  

Pg4L10 “focusing” should be “focus”.  

Pg4L12 I suggest either “diseases” or “conditions” but not both.  

Pg4L27-8 The syntax needs work as “which are an impact of asthma” and “exacerbate its 

management and prognosis” do not make sense to me. I understand the message but the expression 

is awkward and may not be clear.  

Pg5L2 Comma is needed after “cardiovascular diseases”.  

Pg5L26 “for a long time now” is not necessary or at least delete “now”. I would consider deleting 

“Although it is well known…that”.  

 

Thank you for these remarks, we have adjusted and corrected them accordingly. 
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