
PEER REVIEW HISTORY 

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

complete a checklist review form (see an example) and are provided with free text boxes to elaborate 

on their assessment. These free text comments are reproduced below.   

This paper was submitted to the BMJ but declined for publication following peer review. The authors 

addressed the reviewers’ comments and submitted the revised paper to BMJ Open where it was re-

reviewed and accepted. 

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Large scale international validation of the ADO index in subjects with 

COPD: an individual subject data analysis of 10 cohorts 

AUTHORS Garcia-Aymerich, Judith ; Puhan, Milo; hansel, nadia; Sobradillo, 
Patricia; Enright, Paul; Lange, Peter; Hickson, DeMarc; Menezes, 
Ana; ter Riet, Gerben; held, Ulrike; Domingo-Salvany, Antonia; 
Mosenifar, Zab; Anto, Joseph; Moons, Karel; Kessels, Alphons 

 

VERSION 1 - REVIEW 

REVIEWER Chavannes, Niels 
Leiden University Medical Center, Public Health and Primary Care 

REVIEW RETURNED 17-Nov-2011 

 

GENERAL COMMENTS -in methods and supplements it is described that as a cut-off for 
COPD FEV1/FVC < or = 0.7 was used, and even just 
prebronchodilator values instead of postbronchodilator values in the 
larger cohorts; according to ERS/ATS and GOLD guidelines the cut-
off should be <0.7 and always postbronchodilator. Please describe 
in discussion how you have handled this important discrepancy and 
what are the potential consequences for your study validity and 
outcomes?  
-please make clear in discussion how representative the used study 
populations now are for primary care physicians, as most COPD 
patients are indeed treated there; it struck me that the earlier version 
of ADO was very secondary/tertiary care derived, and thus of limited 
external validity; what has been improved?  
-a clinical problem of solely looking at mortality predicition is that it is 
actually not a very useful discussion point in daily practice; things 
that matter to the patient directly like hospitalisation days, 
exacerbation rate and improvement of exercise tolerance are  
easier to communicate, possibly modifiable and thus useful to build 
management plans upon; please elaborate on this important 
limitation of ADO in discussion.  
 
Minor point:  
-in methods and tables the MRC dyspnea scale is mentioned; 
please make sure this is consequently labelled as the modified MRC 
scale (mMRC), to avoid confusion with the original 5-point MRC 
scale (European doctors will often apply the original one, but do not 
realize mMRC 2 = MRC 3). 
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- The manuscript received a second review at BMJ but the reviewer did not give permission for 

their comments to be published. 

 

 

VERSION 1 – AUTHOR RESPONSE 

However, I do have some concerns:  
-in methods and supplements it is described that as a cut-off for COPD FEV1/FVC < or = 0.7 was 
used, and even just prebronchodilator values instead of postbronchodilator values in the larger 
cohorts; according to ERS/ATS and GOLD guidelines the cut-off should be <0.7 and always 
postbronchodilator. Please describe in discussion how you have handled this important discrepancy 
and what are the potential consequences for your study validity and outcomes? 
 
Revision: One problem of having only prebronchodilator FEV1 is that patients may have 
asthma rather than COPD. In a sensitivity analysis we excluded all patients who had physician 
diagnosis of asthma and pre-bronchodilator spirometry only. The results of that sensitivity 
analysis were not different from the results of the main analysis (see Apendix 8-III). Another 
problem of having only prebronchodilator FEV1 is that patients may not have obstructive lung 
disease at all. To address this concern we performed another sensitivity analysis where we 
excluded all patients with GOLD stage I (mild disease). Again, the results of that second 
sensitivity analysis were not different from the results of the main analysis (see Apendix 8-II). 
 
-please make clear in discussion how representative the used study populations now are for primary 
care physicians, as most COPD patients are indeed treated there; it struck me that the earlier version 
of ADO was very secondary/tertiary care derived, and thus of limited external validity; what has been 
improved? 
 
Revision: The reviewer is entirely right that the development cohort for the ADO index (not the 
validation cohort) included patients from a specialized setting. We believe that the external 
validity of this major international effort that includes 10 cohorts is one of the major strengths 
of our study and that the results are applicable to a primary care setting. The 10 cohorts cover 
the entire spectrum of COPD patients, which also applies to primary care.  The first author is 
the PI of a COPD cohort study entirely embedded in primary care (Clin Epidemiol 2011;3:273-
83) and, what we see there is that patients with any COPD severity are encountered in primary 
care. Of course, the majority of patients in primary care have moderate COPD but this is also 
the case in the study we present here. Thus, we believe that the spectrums of COPD and the 
distributions of COPD severity are quite comparable between the population included in this 
study and the COPD population in primary care. 
 
-a clinical problem of solely looking at mortality predicition is that it is actually not a very useful 
discussion point in daily practice; things that matter to the patient directly like hospitalisation days, 
exacerbation rate and improvement of exercise tolerance are easier to communicate, possibly 
modifiable and thus useful to build management plans upon; please elaborate on this important 
limitation of ADO in discussion. 
 
Revision: We agree and tried to better explain in the discussion that studies validating 
prediction models look at one endpoint only. If we had only looked at exacerbations or 
improvement of exercise tolerance the same criticism would apply. Thus evidence on outcome 
prediction needs to accumulate over various studies but single studies will most often focus 
on one endpoint. 
 
Minor point: 
-in methods and tables the MRC dyspnea scale is mentioned; please make sure this is consequently 
labelled as the modified MRC scale (mMRC), to avoid confusion with the original 5-point MRC scale 
(European doctors will often apply the original one, but do not realize mMRC 2 = MRC 3). 
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Revision: We have clarified in methods (extended version in Appendix 2) that dyspnea scales 
from the different cohorts were adapted to the 5-points score modified MRC, ranging from 0 to 
4. All tables, which include details on how to calculate the ADO score, specify now that the 
mMRC ranges from 0 to 4. 

 

VERSION 2 – REVIEW 

REVIEWER Andrea Gershon, MD, MSc, FRCPC  
 
Respirologist, Sunnybrook Health Sciences Centre Scientist, 
Sunnybrook Research Institute and the Institute for Clinical 
Evaluative Sciences  
Assistant Professor, University of Toronto  
 
all in Toronto, Ontario, Canada  
 
I have no competing interests. 

REVIEW RETURNED 25-Oct-2012 

 

THE STUDY I do not think that any supplemental documents contain information 
that should be better reported in the manuscript, or raise questions 
about the work? 

 

REVIEWER David Mannino  
University of Kentucky 

REVIEW RETURNED 29-Oct-2012 

 

GENERAL COMMENTS Nicely written paper that looks at an updated COPD mortality 
prediction index (that looks at 3 year mortality).  
 
The only concern I have relates to the interpretation with regard to 
"treatment". i.e. - Figure 2 seeks to use this index to "identify 
subjects for treatment" - yet there is really no good rationale for why 
this index would drive treatment. I'd argue that some patients with a 
higher risk of mortality (because they are older) might get very 
different therapy than a much younger person. In general, COPD is 
not treated based on mortality risk reduction, so I think this entire 
section needs to be rethought! Although this is addressed a bit in the 
discussion (noting that mortality may not be the best endpoint), this 
needs to be highlighted more (perhaps with some qualifications 
added to the figure and its description).  

 

 

VERSION 2 – AUTHOR RESPONSE 

 

 

Reviewer: David Mannino  

University of Kentucky  

 

Nicely written paper that looks at an updated COPD mortality prediction index (that looks at 3 year 
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mortality).  

 

The only concern I have relates to the interpretation with regard to "treatment". i.e. - Figure 2 seeks to 

use this index to "identify subjects for treatment" - yet there is really no good rationale for why this 

index would drive treatment. I'd argue that some patients with a higher risk of mortality (because they 

are older) might get very different therapy than a much younger person. In general, COPD is not 

treated based on mortality risk reduction, so I think this entire section needs to be rethought! Although 

this is addressed a bit in the discussion (noting that mortality may not be the best endpoint), this 

needs to be highlighted more (perhaps with some qualifications added to the figure and its 

description).  

 

Response: We acknowledge the reviewer’s concern. The decision curve analysis is a relatively 

recently developed approach to look at the accuracy of a risk prediction model to classify patients into 

risk categories. These risk categories could be used to inform treatment decisions. In the revised 

manuscript we dropped all reference to treatment decision and just refer to correct or incorrect 

classification into different risk categories. With this change we think that we can still present this 

innovative metric for prediction models while reducing the emphasis on the use of risk classification to 

guide treatment decisions. 
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