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VERSION 1 - REVIEW 

REVIEWER Effrosyni D Manali, MD  
Lecturer  
1st Department of Respiratory Medicine  
National and Kapodistrian University of Athens Greece  
"Sotiria" Chest Diseases Hospital 
 
I declare I have no conflict of interest 

REVIEW RETURNED 13-Jul-2012 

 

THE STUDY The participants are not adequately described as  
far as the presence of any lung disease (e.g bronchiectasis, 
bronchial asthma) and other comorbidities that could affect the 
symptomatology are concerned. Exclusion criteria are not precisely 
defined. This is very imporatnt given the fact that the most common 
symptoms are cough and wheezing. 

RESULTS & CONCLUSIONS The message of the manuscript is that respiratory symptoms are 
able to predict an abnormal slope of phase III of the single breath 
nitrogen test. It is not clear what the clinical implication of such a 
finding could be. One would suggest that it could be very useful if 
the single breath N2 test could predict the rate of decline in FEV1 or 
the development of COPD, however such an analysis is already 
published by the authors in Eur J Respir Dis 1986; 69: 46-56. 
Another comment is that the authors do not give any explanation 
about mechanisms that could explain the development of cough in 
case of peripheral airways obstruction. 

 

REVIEWER Jacob Louis Marott  
Statistician at The Copenhagen City Heart Study,  
Bispebjerg University Hospital,  
Denmark 

REVIEW RETURNED 15-Aug-2012 

 

THE STUDY More limitations should be mentioned 

GENERAL COMMENTS Major comments:  
 
1. The authors indicate that the combination of two investigations is 
a strength in the discussion. In my view there could be some 
methodological issues with the choices made:  
a) Participants reporting different answers to questions about 
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respiratory symptoms in the two investigations are defined as 
missing in the analysis. I would like to see a sensitivity analysis, e.g. 
only using data from 1973. Presence of symptoms means presence 
of symptoms for more than 7 years (or at least 7 years apart). 
Further, lung function data for these subjects with "missing" values 
should be reported.  
b) Lung function data are means of 2 investigations seven years 
apart. The prediction equations should be age-adjusted, so a small 
variation within subjects could be expected. Is that the case?  
c) Smoking habits are estimated only from the second investigation. 
Therefore there seems to be a diversity in the definitions of 
covariates.  
 
2. Phase III (% pred.) seems right-skewed (table 1) but enters the 
logistic regression without being transformed (table 3). Have you 
performed goodness of fit? Should phase III (% pred) perhaps be 
transformed?  
 
3. It seems that the dependent variables (the respiratory symptoms) 
in table 3 has been coded so it is the absence and not the presence 
of symptoms that the table refers to. All the signs of the regression 
coefficients are counterintuitive.  
 
4. Why are some questions regarding cough but not all associated 
with phase III (% pred.)? Likewise regarding wheeze/squeaks and 
spirometry. This should be mentioned in the discussion.  
 
5. Pack-years are estimated based on ranges of tobacco 
consumption, e.g. 1-4 grams (g) per day (d) equals 3 g/d and >=25 
g/d equals 25 g/d. Hence, this confounder is biased and adjusting for 
pack-years yield not optimal confounder control. This should be 
mentioned as a limitation.  
 
6. In table 5 never smokers and light current and ex-smokers (<20 
pack-years) have been excluded since only few reported symptoms. 
It would be interesting to see how table 5 looks for these subjects. 
Did you do it? How did it look?  
 
 
Minor comments:  
 
7. The age-span of the study sample (50-67 years) should be 
mentioned in the abstract.  
 
8. The time of the investigations (1973 and 1980) should be 
mentioned in the material and methods section.  
 
9. The word “allowing” is used throughout the paper. I suggest using 
the word “adjusted”.  
 
10. The word “effect” in table 4 should be omitted.  
 
11. Page 14, FEV1/FVC should be changed to FEV1/VC.  
 
12. Page 14, the sentence  
“...and it is about five times more likely that someone reporting this 
symptom has an abnormal slope of phase III compared to someone 
with a normal slope of phase III”  
should be changed to  
“...and it is about five times more likely that someone reporting this 
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symptom has an abnormal slope of phase III compared to someone 
not reporting this symptom.” 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: Effrosyni D Manali, MD  

Lecturer  

1st Department of Respiratory Medicine  

National and Kapodistrian University of Athens Greece  

"Sotiria" Chest Diseases Hospital  

 

 

The participants are not adequately described as  

far as the presence of any lung disease (e.g bronchiectasis, bronchial asthma) and other 

comorbidities that could affect the symptomatology are concerned..  

Comments:  

The only information available about any lung disease in the present study sample concerns 

asthma/chronic bronchitis. The questionnaire included the following question: “have you asthma or 

chronic bronchitis?” in yes or no format answer. The diagnosis COPD was not discussed at that time 

and was therefore not included. No subjects have been excluded due to known disease. See 

manuscript  

Thus, in the study population sample of n=430, 22 subjects reported asthma or chronic bronchitis in 

1973 and in the follow up 1980 32 subjects reported these diagnoses. Only 10 subjects reported 

these diagnoses at both occasions.  

No information on other diagnoses are available in the present study. See comments in manuscript.  

 

Exclusion criteria are not precisely defined. This is very imporatnt given the fact that the most 

common symptoms are cough and wheezing.  

Comments:  

Exclusion criteria: In the original population sample there were no exclusions.  

In the present study sample (n=430) subjects lacking data on FEV1, VC, slope of phase III and 

smoking habits at both occasions were excluded. At least “yes/no” reports on 10 out of 12 questions 

on respiratory symptoms should be available at both study occasions otherwise the subjects were 

excluded. No subjects were excluded due to known disease, see above.  

 

The message of the manuscript is that respiratory symptoms are able to predict an abnormal slope of 

phase III of the single breath nitrogen test. It is not clear what the clinical implication of such a finding 

could be. One would suggest that it could be very useful if the single breath N2 test could predict the 

rate of decline in FEV1 or the development of COPD, however such an analysis is already published 

by the authors in Eur J Respir Dis 1986; 69: 46-56.  

Comments:  

The slope of phase III reflects disease/pathology in the small airways. We believe that our results 

show that cough may be an indicator of peripheral airway obstruction. In general there is a current 

growing interest in pathology and clinic due to small airways disease. (Two symposia on ERS this 

year will discuss “Small airways involvement in respiratory disease”/”Small airways, pathology and 

clinic-an update”).  

 

Another comment is that the authors do not give any explanation about mechanisms that could 

explain the development of cough in case of peripheral airways obstruction.  

Comment:  

We choose to refrain from discussing the complex mechanisms of cough.  
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Reviewer: Jacob Louis Marott  

Statistician at The Copenhagen City Heart Study,  

Bispebjerg University Hospital,  

Denmark  

 

More limitations should be mentioned (see comments).  

 

Major comments:  

 

1. The authors indicate that the combination of two investigations is a strength in the discussion. In 

my view there could be some methodological issues with the choices made:  

a) Participants reporting different answers to questions about respiratory symptoms in the two 

investigations are defined as missing in the analysis. I would like to see a sensitivity analysis, e.g. 

only using data from 1973.  

Comments:  

We have performed an analysis in subjects investigated in 1973 according to table 3 in the 

manuscript. In this log regression analysis we found no connection between the slope of phase III and 

respiratory symptoms.  

 

Our opinion is that using two study occasions is better than one. Furthermore, by excluding subjects 

with presumably less reliable data (=missing data in table 2) the “noise” may be reduced. .  

 

Presence of symptoms means presence of symptoms for more than 7 years (or at least 7 years 

apart). Further, lung function data for these subjects with "missing" values should be reported.  

Comments:  

Lung function data for subjects with “missing” data differ depending on which symptom we analyse 

(see table 2).  

We exemplify comparing data for subjects with/without “wheeze or squeaks any time” and “cough.. 

winter” respectively with the corresponding subjects with missing data  

 

 

Comments:  

Subjects with missing data have a somewhat more impaired lung function and somewhat higher 

consumption of tobacco estimated as “pack years” than subjects included in our study. Our opinion is 

that this presumably have no major influence on the results of the present study. See comments in 

manuscript.  

 

 

b) Lung function data are means of 2 investigations seven years apart. The prediction equations 

should be age-adjusted, so a small variation within subjects could be expected. Is that the case?  

Comment:  

Yes.  

 

c) Smoking habits are estimated only from the second investigation. Therefore there seems to be a 

diversity in the definitions of covariates.  

Comments:  

As mean values of smoking habits appears impossible to create we decided choosing “smoking 

habits” in 1980. To elucidate the problems with “smoking habits” we corrected data on smoking 

accordingly: If reported Smoker in 1973 but non-smoker in 1980 we changed to ex-smoker in 1980. If 
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ex-smoker in 1973 but non-smoker in 1980 we choose ex-smoker in 1980.  

 

2. Phase III (% pred.) seems right-skewed (table 1) but enters the logistic regression without being 

transformed (table 3). Have you performed goodness of fit? Should phase III (% pred) perhaps be 

transformed?  

Comments:  

We log-transformed the slope of phase III and performed  

the same kind of analysis as in table 3 with equal results! For simplicity we choose the non-

transformed results. See comments in manuscript.  

 

3. It seems that the dependent variables (the respiratory symptoms) in table 3 has been coded so it is 

the absence and not the presence of symptoms that the table refers to. All the signs of the regression 

coefficients are counterintuitive.  

Comment:  

Corrected in manuscript  

 

4. Why are some questions regarding cough but not all associated with phase III (% pred.)? Likewise 

regarding wheeze/squeaks and spirometry. This should be mentioned in the discussion.  

Comments:  

We have no explanation to or comments on that.  

 

5. Pack-years are estimated based on ranges of tobacco consumption, e.g. 1-4 grams (g) per day (d) 

equals 3 g/d and >=25 g/d equals 25 g/d. Hence, this confounder is biased and adjusting for pack-

years yield not optimal confounder control. This should be mentioned as a limitation.  

Comment:  

Yes. A limitation in the present study is that we simplified the tobacco consumption in the calculation 

of pack years.  

 

6. In table 5 never smokers and light current and ex-smokers (<20 pack-years) have been excluded 

since only few reported symptoms. It would be interesting to see how table 5 looks for these subjects. 

Did you do it? How did it look?  

Comments:  

We have performed an analysis presented below showing the few number of subjects with cough in 

some of the other smoking groups.  

 

 

 

Data from the table above have been used in table 5B.  
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“Table 5B”. Diagnostic characteristics of the symptom “cough usually in the morning during winter” to 

detect a normal/abnormal slope of phase III in male smokers with a history of <20 pack years and ex-

smokers <20py respectively.  

 

 

 

Minor comments:  

 

7. The age-span of the study sample (50-67 years) should be mentioned in the abstract.  

Comment:  

Yes, see manuscript.  

 

8. The time of the investigations (1973 and 1980) should be mentioned in the material and methods 

section.  

Comment:  

Yes, see manuscript  

 

9. The word “allowing” is used throughout the paper. I suggest using the word “adjusted”.  

Comment:  

Have adjusted this, see manuscript  

 

10. The word “effect” in table 4 should be omitted.  

Commetn:  

Yes, see manuscript  

 

11. Page 14, FEV1/FVC should be changed to FEV1/VC.  

Comment:  

Yes, see manuscript  

 

12. Page 14, the sentence  

“...and it is about five times more likely that someone reporting this symptom has an abnormal slope 

of phase III compared to someone with a normal slope of phase III”  

should be changed to  

“...and it is about five times more likely that someone reporting this symptom has an abnormal slope 

of phase III compared to someone not reporting this symptom.”  

Comment:  

Has been corrected, see manuscript 

VERSION 2 – REVIEW 

REVIEWER Effrosyni Manali, MD  
1st Department of Pulmonary Diseases  
Sotiria Chest Diseases Hospital Athens Greece  
 
No conflict of ineterest 

REVIEW RETURNED 16-Sep-2012 

 

GENERAL COMMENTS The manuscript is significantly ameliorated. However the authors are 
advised to comment in the discussion section on the clinical 
significance of early identification of peripheral airway obstruction 
through symptoms such as cough and second to provide possible 
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mechanisms explaining how peripheral airway obstruction could 
provoque symptoms such as cough so as to support theoretically 
their experimental findings  

 

 

REVIEWER Jacob Louis Marott  
Statistician at The Copenhagen City Heart Study,  
Bispebjerg University Hospital,  
Denmark  

REVIEW RETURNED 18-Sep-2012 

 

GENERAL COMMENTS  
Unfortunately I have not had access to Table 5B.  
 
The baseline (1973) analysis did not show any association between 
the slope of phase III and respiratory symptoms. For me, it makes 
the evidence less compelling. Let me once more stress that model 
assessment (goodness of fit) for the highly right-skewed slope of 
phase III is a major concern and could potentially influence the 
results.  
 
I can not grasp why some questions regarding cough symptoms but 
not all are associated with slope of phase III and some questions 
regarding wheeze/squeaks but not all are associated with 
spirometry. This should be addressed in the discussion. 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: Effrosyni Manali, MD  

1st Department of Pulmonary Diseases  

Sotiria Chest Diseases Hospital Athens Greece  

 

The manuscript is significantly ameliorated. However the authors are advised to comment in the 

discussion section on the clinical significance of early identification of peripheral airway obstruction 

through symptoms such as cough and second to provide possible mechanisms explaining how 

peripheral airway obstruction could provoque symptoms such as cough so as to support theoretically 

their experimental findings  

 

Comments:  

See manuscript p 18  

Mechanisms:  

“Cough receptors in the peripheral airways which seem to be more sensitive in e g COPD (29) could 

to some extent explain the association between cough and peripheral airway obstruction as found in 

the present study.  

”.  

Clinical significance:  

“The knowledge that cough symptoms may indicate smoking induced peripheral airway obstruction 

and probably an increased risk of developing COPD (25) may provide a useful argument for smoking 

cessation and when applicable also an argument regarding avoidance of occupational exposure. A 

clinical follow up could be worthwhile to consider".  

 

Reviewer: Jacob Louis Marott  
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Statistician at The Copenhagen City Heart Study,  

Bispebjerg University Hospital,  

Denmark  

 

Unfortunately I have not had access to Table 5B.  

Comment:  

Very sorry to hear. We have enclosed table 5B in our earlier response.  

 

We enclose a document "Response to Decision letter 121022" as a supplement, with table 5B as this 

table cannot be visualised in "Respond to these comments"  

 

The baseline (1973) analysis did not show any association between the slope of phase III and 

respiratory symptoms. For me, it makes the evidence less compelling. Let me once more stress that 

model assessment (goodness of fit) for the highly right-skewed slope of phase III is a major concern 

and could potentially influence the results.  

Comment  

We have in our new analysis used the log-transformed slope of phase III. We have added a table in 

the document ”Supplmentary material” (table 3). Our results are somewhat different compared to our 

former analysis. Se manuscript.  

 

I can not grasp why some questions regarding cough symptoms but not all are associated with slope 

of phase III and some questions regarding wheeze/squeaks but not all are associated with spirometry. 

This should be addressed in the discussion.  

Comment  

p 17 in manuscript.  

“The interpretation of the logistic regression models is complicated by correlations between the slope 

of phase III, FEV1 and FEV1/VC. These variables are also biologically interrelated but reflect to a 

certain extent different parts of the airways and lungs. In a model where pack-years and only one of 

the lung function variables are included, this lung function variable is significantly related to all the 

symptoms, illustrating the common information carried by the three lung function variables. Anyhow, 

cough symptoms may to some extent be an effect of obstruction in peripheral airways whereas 

wheezes and dyspnoea may to some extent be an effect of obstruction of larger airways, at least 

among elderly men". 
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