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complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 
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VERSION 1 - REVIEW 

REVIEWER MARIETTE Christophe 
UNiversity Hospital of Lille, France 

REVIEW RETURNED 10-Jul-2015 

 

GENERAL COMMENTS Very interesting study protocol which may be frequently cited with 
promising results  
Some points may help authors to enhance the manuscript quality  
- some more details should be given regarding the study protocol  
- study groups should be more clearly defined and the number of 
patients per group to be included given  
- please precise the nb of patients expected to be withdrawn from 
the study and how they were included in the sample size 
calculation  
- ITT and IP analyses will be done?  
- EC, NHS funding and health autorities authorizations should be 
provided  
- the prevalence of cancer of 50% in the experimental group 
appears optimistic. Please justify with some ref  
- May alcoohol/tobacco consumption impact on the study results?  
- please explain how the test will be specific for detecting upper GI 
cancer and no ENT or liver (or some other cancers) associated with 
oesophageal cancer?  

 

REVIEWER Lorenzo Ferri 
McGill University, Montreal CANADA 

REVIEW RETURNED 12-Jul-2015 

 

GENERAL COMMENTS Dr Markar and colleagues present a study proposal to externally 
validate their ability to predict esophageal adenocarcinoma based 
on mass spec analysis of volatile organic compounds from exhaled 
breath. This line of investigation is extremely exciting, novel, and 
clinically important. The manuscript outlines their proposal to run 
this study as a multi-institutional prospective validation cohort with 
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two study groups - confirmed malignancy and patients undergoing 
endoscopy for upper GI symptoms. The proposed methods and 
statistical analysis is acceptable - If the BMJ open accepts this type 
of research proposal for publication, than I would ask the authors 
to consider expanding on the unpublished results mentioned on 
page 4 - lines 5-10. What 9 VOCs were found to be important in 
discriminating malignant from benign conditions? Perhaps a sample 
MS readout could be shown.   

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name MARIETTE christophe  

Institution and Country University Hospital of Lille, France  

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

RESPONSE: We thank you Professor Mariette for the review of the protocol.  

Please leave your comments for the authors below  

Very interesting study protocol which may be frequently cited with promising results  

Some points may help authors to enhance the manuscript quality  

- some more details should be given regarding the study protocol  

- study groups should be more clearly defined and the number of patients per group to be included 

given  

RESPONSE: As suggested we have added a description of the number of patients per group (page 6 

line 31).  

- please precise the nb of patients expected to be withdrawn from the study and how they were 

included in the sample size calculation  

RESPONSE: We anticipate 5% of patients recruited to the study will be withdrawn due to 

inconsistencies in breath sampling and transport. We have added to the protocol to reflect this point 

[page 7 line 1].  

- ITT and IP analyses will be done?  

RESPONSE: ITT analyses is not applicable for this type of study. All patients with breath samples 

collected and transported according to the protocol will be included in this study.  

- EC, NHS funding and health autorities authorizations should be provided  

RESPONSE: We have added to the protocol to describe the NHS approval [page 7 line 24]. Funding 

for the study is described on page 8 line 12.  

- the prevalence of cancer of 50% in the experimental group appears optimistic. Please justify with 

some ref  

RESPONSE: The study will recruit one benign patient to every one-cancer patient; we have amended 

the protocol to make this point clearer [page 6 line 28]. This study is not a screening study of the 

general endoscopic population, but is designed to validate the diagnostic breath test with the 

statistician determining the risk of cancer blinded to the results of the endoscopy [page 7 line 15].  

- May alcohol/tobacco consumption impact on the study results?  

RESPONSE: From our previous research in this area [reference 12], alcohol and tobacco consumption 

do not affect the concentrations of the nine VOCs that make up the diagnostic oesophago-gastric 

cancer breath model. However as many VOCs are metabolised in the liver, alcoholic liver disease can 

affect VOC analysis and therefore patients with known liver failure will be excluded [page 5 line 4].  
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- please explain how the test will be specific for detecting upper GI cancer and no ENT or liver (or 

some other cancers) associated with oesophageal cancer?  

RESPONSE: Previous research has identified specific VOC breath signatures associated with lung, 

biliary tract, head and neck cancers that do not overlap with the nine VOCs that will be evaluated as 

part of the diagnostic model for upper GI cancer in this study. We have added to the protocol to 

reflect this point [page 4 line 7].  

 

 

Reviewer: 2  

Reviewer Name Lorenzo Ferri  

Institution and Country McGill University, Montreal CANADA  

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

RESPONSE: We thank you Professor Ferri for your review of this protocol.  

Please leave your comments for the authors below  

Dr Markar and colleagues present a study proposal to externally validate their ability to predict 

esophageal adenocarcinoma based on mass spec analysis of volatile organic compounds from 

exhaled breath. This line of investigation is extremely exciting, novel, and clinically important. The 

manuscript outlines their proposal to run this study as a multi-institutional prospective validation 

cohort with two study groups - confirmed malignancy and patients undergoing endoscopy for upper 

GI symptoms. The proposed methods and statistical analysis is acceptable - If the BMJ open accepts 

this type of research proposal for publication, than I would ask the authors to consider expanding on 

the unpublished results mentioned on page 4 - lines 5-10. What 9 VOCs were found to be important 

in discriminating malignant from benign conditions? Perhaps a sample MS readout could be shown.  

RESPONSE: As suggested we have specified the 9 VOCs that form the diagnostic breath model for 

distinguishing malignant from benign conditions (page 4 line 4). We do not feel sample MS readout 

will further benefit this description. 

 

 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-2015-009139 on 6 January 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/

