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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 Heber Salvador de Castro Ribeiro 
A.C. Camargo Cancer Center 

REVIEW RETURNED 20-Jul-2015 

 

GENERAL COMMENTS Very usefull clinical question. Althougt subject of other prospective 
trials, the clinic outcomes of this trial are somehow unique. I have 
some concerns about study design and randomization that I would 
like to adress to the authors:  
- One of the most important postoperative morbidity after major 
hepatic resections is liver failure which is not mentioned in the trial 
protocol. Will it be addressed? What definition of postoperative liver 
failure is going to be used?  
- Well recognized risk factors of postoperative complications are 
preoperative systemic treatment and underlying liver disease, 
including steatosis and fibrosis / cirrhosis. Will randomization be 
stratified for any of these variables?  
- Will Patients whose resections include biliary and/or vascular 
reconstructions be included?  

 

REVIEWER Neil Parry 
Western University  
London Health Sciences Centre  
London, Ontario  
Canada 

REVIEW RETURNED 26-Jul-2015 

 

GENERAL COMMENTS The authors plan to perform a randomized, dual arm, parallel-group 
superiority trial to evaluate the postoperative clinical effects of a 
single preoperative dose of methylprednisolone after major liver 
surgery. Their hypothesis is that the intervention will improve or 
decrease postoperative complications.  
 
This is a very well written organized manuscript. The study is well 
laid out and is certainly feasible. The methodology is sound.  
 
However, the definitions used for the main outcome of postoperative 
complications could be better defined. I would suggest using the 
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Center for Disease Control definitions for postoperative pneumonia, 
urinary tract infection and surgical site infection (superficial and 
deep). Postoperative hemorrhage should include need for 
transfusion and number of units transfused. There is no mention of 
serum glucose in the blood work.  
 
It would also be important to delineate exactly when randomization 
takes place.  
 
Otherwise, once the minor revisions are made, I think this paper 
meets criteria for BMJ Open publication.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer #1 Comments: Dr. Heber Salvador de Castro Ribeiro  

 

Very useful clinical question. Although subject of other prospective trials, the clinic outcomes of this 

trial are somehow unique. I have some concerns about study design and randomization that I would 

like to address to the authors:  

 

1. One of the most important postoperative morbidity after major hepatic resections is liver failure 

which is not mentioned in the trial protocol. Will it be addressed? What definition of postoperative liver 

failure is going to be used?  

 

- We thank you for the kind review of our manuscript and helpful comments. The effect of the study 

intervention on postoperative liver function tests (prothrombin time, and total bilirubin) will be analyzed 

longitudinally using mixed effects models with a subject-specific random intercept. Posthepatectomy 

liver failure will be defined using the International Study Group of Liver Surgery criteria. Based on the 

comments of the reviewer, we have added this information within the study methods (page 11, first 

bulleted point).  

 

2. Well recognized risk factors of postoperative complications are preoperative systemic treatment 

and underlying liver disease, including steatosis and fibrosis / cirrhosis. Will randomization be 

stratified for any of these variables?  

 

- We are currently not stratifying our randomization blocks by any factors.  

 

3. Will patients whose resections include biliary and/or vascular reconstructions be included?  

 

- Thank you for this query. Concomitant biliary or vascular reconstruction is not part of our exclusion 

criteria. Eligibility of participants, regardless of type and extent of simultaneous extra-hepatic surgery, 

will strictly follow the selection criteria detailed in the manuscript. This operative information will be 

collected and disclosed in the final report. We have further clarified this aspect of patient selection 

within the “Patient population and eligibility criteria” section (page 07).  

 

 

Reviewer #2 Comments: Dr. Neil Parry  

 

The authors plan to perform a randomized, dual arm, parallel-group superiority trial to evaluate the 

postoperative clinical effects of a single preoperative dose of methylprednisolone after major liver 

surgery. Their hypothesis is that the intervention will improve or decrease postoperative 

complications.  

This is a very well written organized manuscript. The study is well laid out and is certainly feasible. 
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The methodology is sound.  

 

- Thanks for the encouraging comments.  

 

1. However, the definitions used for the main outcome of postoperative complications could be better 

defined. I would suggest using the Center for Disease Control definitions for postoperative 

pneumonia, urinary tract infection and surgical site infection (superficial and deep). Postoperative 

hemorrhage should include need for transfusion and number of units transfused. There is no mention 

of serum glucose in the blood work.  

 

- We thank you for the suggestions. Diagnostic criteria of infectious complications in our study 

protocol can certainly accommodate CDC/NHSN protocol definitions. These diagnostic guidelines 

have now been cited and referenced in the “Diagnostic criteria for specific postoperative 

complications” section (page 12).  

- We also agree that transfusion of blood products should be included to further characterize 

postoperative hemorrhage and this information was added on page 11.  

- Although a slight increase in blood glucose levels at 24 hours after surgery has been associated with 

preoperative single-dose of steroids [Waldron et al, Br J Anaesth. 2013 Feb;110(2):191-200], no 

adverse clinical implications have been demonstrated, and its safety profile has been largely 

reproduced on previous studies. This topic is not within the scope of our study and we will not 

systematically collect data on blood glucose levels.  

 

 

2. It would also be important to delineate exactly when randomization takes place.  

 

- Thanks for this request. Randomization will take place once informed consent from participants is 

obtained (statement added to page 08). 

VERSION 2 - REVIEW 

REVIEWER Heber Salvador de Castro Ribeiro 
A.C. Camargo Cancer Center, São Paulo - Brazil 

REVIEW RETURNED 17-Aug-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 
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