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VERSION 1 - REVIEW 

REVIEWER Prof N R Webster  
Professor of Anaesthesia and Intensive Care  
University of Aberdeen  
Institute of Medical Sciences  
Foresterhill  
Aberdeen AB25 2ZD  
UK  

REVIEW RETURNED 23/08/2011 

 

THE STUDY None 

RESULTS & CONCLUSIONS None 

REPORTING & ETHICS None 

GENERAL COMMENTS The proposal is to examine the effect of adding iv glutamine in 
patients receiving enteral nutrition. 88 patients will be randomized to 
receive either glutamine or placebo iv along with standard enteral 
nutrition and ICU care. Outcome measures include organ 
dysfunction , infection and 60 day mortality.  
 
One of the aims in the article focus section and stated elsewhere is 
to determine the best route of administration. I wonder if it would be 
worth including a group where glutamine was given orally.  
 
I think that the use of SOFA score as a surrogate primary outcome 
measure is entirely appropriate for this study. Exclusion criteria 
might include patients who would have other reasons for muscle 
wasting and weight loss eg known malignancy, and also those 
known to be taking immune altering agents such as a specified dose 
of a corticosteroid – since infective complications are being 
examined as secondary outcome measures.  
 
I would suggest obtaining statistical advice regarding the proposed 
analysis of a non-continuous numerical score such as SOFA 
because I think that student’s t test may be inappropriate.  
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REVIEWER Christian Madl, MD  
Professor of Medicine  
Head of the Department of Gastroenterology and Hepatology; KA 
Rudolfstiftung  
Vienna, Austria  

REVIEW RETURNED 02/09/2011 

 

THE STUDY I miss the following recent publication in the references: 
Randomised trial of glutamine, selenium, or both, to supplement 
parenteral nutrition for critically ill patients. by Andrews PJ, BMJ 
2011 

RESULTS & CONCLUSIONS None 

REPORTING & ETHICS None 

GENERAL COMMENTS None 

 

VERSION 1 – AUTHOR RESPONSE 

 

Response to Reviewer 1 Prof N R Webster, Professor of Anaesthesia and Intensive Care  

University of Aberdeen:  

1. One of the aims in the article focus section and stated elsewhere is to determine the best route of 

administration. I wonder if it would be worth including a group where glutamine was given orally.  

 

Thank you for your comments. We think from previous trials that the enteral route is difficult in terms 

that the delivery of the whole prescribed dose is unachievable due to feeding intolerance or stopping 

the feeds for OT or extubation. For these reasons it is practically difficult to make a precise 

comparison between the oral and intravenous route. Also having 3 groups of intervention will require 

a bigger number of patients that will be difficult in a single centre trial. Furthermore, it will be difficult to 

do such an amendment now, because ethics approval has been already received for the trial.  

 

2. I think that the use of SOFA score as a surrogate primary outcome measure is entirely appropriate 

for this study. Exclusion criteria might include patients who would have other reasons for muscle 

wasting and weight loss eg known malignancy, and also those known to be taking immune altering 

agents such as a specified dose of a corticosteroid – since infective complications are being 

examined as secondary outcome measures.  

 

This is a very good point, however most of our trauma patients are young and do not have any 

previous medical history. Furthermore, it will be difficult to do such an amendment now, because 

ethics approval has been already received for the trial.  

 

3. I would suggest obtaining statistical advice regarding the proposed analysis of a non-continuous 

numerical score such as SOFA because I think that student’s t test may be inappropriate.  

 

This is correct. Not normally distributed continuous data will be analyzed with an appropriate non-

parametric test (e.g. Mann-Whitney U test) and reported as median ± interquartile range (IQR).  

 

 

Response to Reviewer 1 Christian Madl, MD, Professor of Medicine, Head of the Department of 

Gastroenterology and Hepatology; KA Rudolfstiftung  

Vienna, Austria:  

1. I miss the following recent publication in the references: Randomised trial of glutamine, selenium, 

or both, to supplement parenteral nutrition for critically ill patients. by Andrews PJ, BMJ 2011.  
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Thank you for your comment. I it a good reference to be added as a trial that failed to demonstrate a 

positive outcome of glutamine supplemented TPN. The article has been added in the amended 

manuscript. pg 7. In the subsequent original research article those trials will be discussed more 

thoroughly.  
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