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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.   
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VERSION 1 - REVIEW 

REVIEWER H Yang 
University of Ottawa  
Canada 

REVIEW RETURNED 12-Nov-2015 

 

GENERAL COMMENTS In the POISE 1 trial, with 8251 patients, the combined incidence of 
cardiovascular death, non-fatal MI, or non-fatal cardiac arrest was 
5.8% and 6.9% in the treatment and placebo group respectively. The 
all-cause mortality rate was 3.1% and 2.3% in the treatment and 
placebo groups respectively. The non-fatal MI rate was 3.6% and 
5.1% respectively. I wonder if the all-cause mortality and non-fatal 
MI in the study estimate of 8% in the sample size calculation might 
be a bit high. The authors have used a higher sample size beyond 
the AUC estimate. It would be useful to see what the increased 
sample size would address a lower event rate at 30 days postop, 
should that be the case at the end of the trial.  

 

REVIEWER Declan Dunne 
Royal Liverpool Hospital, UK 

REVIEW RETURNED 23-Nov-2015 

 

GENERAL COMMENTS This is a well presented description of an on-going large 
international trial.  
 
The paper is well written and i have no concerns about this 
manuscript.  
 
However, I have two possible thoughts for the authors as they 
approach analysis.  
 
Firstly the trial seeks to compare subjective assessment to other 
methods. This is designed as a head to head analysis, suggesting 
that subjective assessment offers no value, this does a dis-service to 
clinical expertise. Would it be possible to combine subjective 
assessment in the analysis. We found in our analysis of CPET for 
predicting complications that the subjective assessment of the 
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anaesthetist who was utilising the CPET in risk stratification was a 
more sensitive indicator of prolonged admission and complications.  
 
Secondly are Dindo-Clavien complications being collated? This is 
fairly standard reporting in surgical trials and would aid the wider 
acceptance of the results.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name: H Yang  

Institution and Country: University of Ottawa, Canada  

 

Response:  

We agree that the initial estimate of an event rate of 8% for the primary outcome (nonfatal MI or all-

cause death) may be high. Our revised sample size estimate of 1723 participants accounts for the 

possibility of a lower event rate. Specifically, the revised sample size of 1723 accounts for a 5% event 

rate for the primary outcome while retaining 80% power. We have described the assumptions 

underlying the revised sample size estimate on page 15 (paragraph 1):  

 

"Based on this information, the overall sample size was increased to 1723 participants to account for 

up to 20% of recruited individuals not being eligible for the primary analysis, and a primary outcome 

event rate of 5%, while retaining the power of 80%."  

 

 

REVIEWERS' REPORTS: REVIEWER 2  

 

Reviewer Name: Declan Dunne  

Institution and Country: Royal Liverpool Hospital, UK  

 

Response:  

We thank the Reviewer for these complimentary remarks about our manuscript.  

We thank the Reviewer for the suggestion regarding evaluation of subjective assessment. We will 

indeed evaluate the prognostic accuracy of subjective assessment by itself (i.e., without CPET being 

considered), as well as in combination with CPET, in our planned receiver-operating characteristics 

curve (ROC) analyses.  

We also agree that documentation of the burden of complications in a scheme analogous to the 

Clavien-Dindo classification method is important for perioperative and surgical studies. We are indeed 

capturing the burden of complications in a similar format. Specifically, the presence and severity of 

postoperative complications will be classified as none, mild (only temporary harm that does not 

require clinical treatment), moderate (required clinical treatment but without significantly prolonged 

hospital stay – does not usually result in permanent harm and where this does occur, the harm does 

not cause functional limitation), severe (requires clinical treatment and results in significant 

prolongation of hospital stay and/or permanent functional limitation) or fatal (death resulting from the 

complication). This scheme is adapted from the Clavien-Dindo classification system, and presented in 

Table 4. 
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Correction

Wijeysundera DN, Pearse RM, Shulman MA, et al. Measurement of Exercise
Tolerance before Surgery (METS) study: a protocol for an international multicentre
prospective cohort study of cardiopulmonary exercise testing prior to major noncar-
diac surgery. BMJ Open 2016;6:e010359. In the list of collaborators ‘S Jhanji’ was incor-
rectly spelled as ‘S Jhani’. The correct spelling is ‘S Jhanji’.
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