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GENERAL COMMENTS The authors present the protocol of a clinical study on some 
biomarkers in necrotizing soft tissue infections; the plan is to enroll 
around 110 patients in a single-center study. The idea is good.  
 
I am wondering why the protocol should be published separately 
from the overall results when the study will be completed.  
 
I am also skeptical about the possibility to assess the effects of 
hyperbaric oxygen therapy if most patients receive it.  
 
Please note "SIRS" is now outdated – I suggest to abandon it. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Prof. Jean-Louis Vincent:  

1. I am wondering why the protocol should be published separately from the overall results when the 

study will be completed.  

 

We understand what you are saying and thank you for asking the question. The reason why we want 

to publish this protocol is to provide the readers with detailed information that are not possible to 

include in the later published articles or at clinicaltrials.gov due to word limitations. We know that this 

practice is widely used by RCTs, but in our opinion the publishing of observational study protocols 

also increases the transparency. In many studies investigating e.g. biomarkers there is an increased 

risk of mass significance problems due to multiple testing of a large set of batteries of biomarkers. We 

think that it is trustworthy when readers are able to compare what was originally intended with what 

was actually done, thus preventing data manipulation and post-hoc revisions of study aims and 

analyses. This will improve the standard of our research. Further, other research groups might be 

able to use the protocol as inspiration for similar studies in this group of patients.  
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2. I am also sceptical about the possibility to assess the effects of hyperbaric oxygen therapy if most 

patients receive it.  

 

We acknowledge your constructive comment. We are limited by this non-randomised study design 

and uneven hyperbaric oxygen therapy allocation. The aim is not to asses an effect of HBO compared 

to patients not receiving it, but to measure changes and fluctuations in biomarkers during the course 

of treatment. Accordingly, blood samples will be drawn from the patients prior to and after hyperbaric 

oxygen therapy (time limitation: 1 hour before treatment and 1 hour after treatment). The primary 

analysis will be the investigation of IL-6, which has a short half-life. In this way, we will, hopefully, be 

able to investigate how the concentrations are modulated during the treatment and to compare these 

changes to daily baseline values as well as changes during the course of treatment (observation 

period > 72 hours). The investigation of biomarkers prior to and after hyperbaric oxygen treatment 

has, to our knowledge, never been done before and this biochemical evidence and template may 

provide us with important information that can be used to generate new hypotheses and to plan future 

RTCs. We believe it is an important first step to understand the immunological response and the 

effects of hyperbaric oxygen in NSTI patients.  

 

3. Please note that “SIRS” is now outdated – I suggest to abandon it.  

 

This is valid point and we have therefore rephrased the sentences in order to omit the word:  

• Deleted the word “SIRS” in the paragraph describing the sample size (Method section).  

• Deleted the word “SIRS” in the outcome measures paragraph (Method section).  

• Deleted the word “SIRS” in the statistical analyses paragraph (Method section). 
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