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VERSION 1 - REVIEW 

REVIEWER Monneret 
Immunology Dpt  
Hopital E Herriot - Lyon - france 

REVIEW RETURNED 10-Feb-2016 

 

GENERAL COMMENTS I did not extensively review this manuscript since it does not follow 
the guidelines for "protocol" manuscripts.  
Indeed, "manuscripts that report work already carried out will not be 
considered as protocols" (from BMJ open instructions to authors).  
In the present Ms, it is clearly stated that study should be ending in 
january 2016 (also mentioned at clinicaltrial.gov).  
Thus, it appears that this manuscript is not suitable to protocol 
section. 

 

REVIEWER Tim Felton 
Consultant in Respiratory and Intensive Care Medicine  
University Hospital of South Manchester NHS Foundation Trust  
Manchester  
UK 

REVIEW RETURNED 04-Mar-2016 

 

GENERAL COMMENTS Overall the manuscript was well written and clearly set out.  
Aim 3 is to develop a clinically useable test. From the methods I 
could not see how this aim was being addressed and what feasibility 
data was being collected. The outcome measure for feasibility was 
not clearly defined. 

 

REVIEWER JESUS F BERMEJO-MARTIN 
INFECTION AND IMMUNITY MEDICAL INVESTIGATION UNIT,  
HOSPITAL CLINICO UNIVERSITARIO DE VALLADOLID, SPAIN 
 
I develop similar research lines to those pursued in this project 

REVIEW RETURNED 01-Apr-2016 
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GENERAL COMMENTS This protocol address an issue of major relevance to the prevention 
of nosocomial infection in critically ill patients, which is the 
identification of patients at risk of suffering from such infections by 
using immunological profiling. The authors have previous results 
which points to alterations in surface biomarkers of monocytes, 
neutrophils and Tregs which are associated to secondary infection in 
these patients. The current protocol put in place a multicentric study 
to validate these biomarkers, by using a standandarised flow 
cytometry protocol. This protocol is well designed, the methods are 
robust and supported by previous findings. Results from this protocol 
will be extremely usfeul to elucidate if immunological monitoring 
works for preventig infection at the ICU, preventing also their 
associated morbidity and mortality.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1. We agree with the reviewer that the timeline in the original manuscript was not as clear 

as it could have been. We note that the BMJ open policy is that studies should be ongoing at the time 

of submission. As recruitment to the study was ongoing at the time of submission we believe we have 

met this requirement. Importantly, the study involves post-acquisition processing flow cytometry data 

before this can be merged with the clinical data for analysis. This is an integral part of the study and 

continued from the completion of recruitment until April 1st 2016. Data analysis, including that of the 

primary and secondary outcomes can only start once the flow cytometry data has been processed, 

and therefore we believe that the study is ongoing until that point and that the pre-defined outcomes 

of interest will be available through this protocol to reviewers, editors and readers of the final 

manuscript. We have revised the study duration paragraph on page 10 to reflect this, and it now reads 

as follows  

“The study was planned to run for 3 years, starting October 2012, with intial assay development 

leading to patient recruitment starting July 2014. Following successful requests for grant extension 

due to delays in setting up recruiting sites the expected end date for recruitment is January 31st 2016. 

Flow cytometric data will require post-acquisition processing prior to analysis, this is expected to 

complete by 1st April 2016. We expect to have completed our primary data analysis with a view to 

dissemination of results by August 2016, and at this point we will consider the study complete.”  

 

 

Reviewer 2.  

We agree with reviewer 2 that the pathway to developing a clinically useable test was not made 

explicit in the paper. One member of the consortium, Becton Dickinson, is a major international 

diagnostics company well versed in the process of bringing diagnostics to market. We have revised 

the methods and analysis section and included a new paragraph on page 9 (below)  

 

“Determination of the clinical utility of the test will come from a two-stage assessment. First the 

reliability of the flow cytometric markers will be assessed, markers for clinical use must have excellent 

inter and intra-rater reliability. Second the markers must be clinically valuable, adding predictive ability 

beyond that which can be gained from clinical assessment and standard laboratory parameters. Both 

these assessments are inherent in the data analysis program outlined above, and will be reviewed 

both internally by the study consortium and also by a group of key clinical stakeholders who are 

independent of the study consortium. Alongside this a mocked-up clinical workflow will be developed 

based on the laboratory procedures developed to run this study, using the experience of Becton 

Dickinson’s established clinical assay systems.”  

 

We have also modified the final sentence of paragraph 3 page 9 to emphasise our search for ‘added 
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value’ over routinely available clinical data.  

 

Reviewer 3 – no comments requiring rebuttal. 

VERSION 2 – REVIEW 

REVIEWER Tim Felton 
University Hospital of South Manchester NHS Foundation Trust, 
Southmoor Road, Wythenshawe, Manchester, UK. M23 9LT 

REVIEW RETURNED 10-May-2016 

 

GENERAL COMMENTS The authors have addressed by previous comments satisfactorily.   

 

REVIEWER JESUS F BERMEJO-MARTIN 
Hospital Clínico Universitario de Valladolid, IECSCYL, Spain 

REVIEW RETURNED 28-Apr-2016 

 

GENERAL COMMENTS The authors have adequately addressed all the reviewers concerns.  
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