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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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REVIEWER Neel Mehta 
Weill Cornell Medical College  
New York Presbyterian Hospital  
Department of Anesthesiology  
Division of Pain Medicine  
New York, NY  
 
USAReviewer is a paid speaker for Salix pharmaceuticals 
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GENERAL COMMENTS 1. I would suggest to put a statement that Methynaltrexone  
is contraindicated in bowel obstruction and acute abdominal illness.  
 
2. I propose to add to references a report on cases of GI perforation 
published in the Journal of Pain and Symptom Management and a 
comment on this as the safety of methylnaltrexone in patients with 
advanced illness has not been clarified so far.  
 
3. "Unfortunately in clinical practice, the use of naloxone is limited 
with large doses required when administered enterally, and the fact 
that a large proportion of those with gastric stasis are unable to 
tolerate the nasogastric naloxone itself. Of course, administering the 
drug via any other route would antagonise the desired central 
therapeutic effects (analgesia and sedation) in critical care patients." 
Please provide reference for this  
 
4. The indicated use for methylnatrexone is via a subcutaneous 
injection. the authors believe that Intraveouns methylnaltrexone is a 
better choice than subcutaneous. what supporting evidence do they 
have on this? If there is no evidence, perhaps a study arm of 
subcutaneous administration as well? 
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University of Edinburgh  
Scotland, UK 

REVIEW RETURNED 23-Mar-2016 
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GENERAL COMMENTS The authors submit a trial protocol for publication which is 
commendable.  
The background description of previous trials would be better 
presented as a systematic review. I would have thought that such a 
review was necessary to obtain NIHR funding.  
Figure 1 is corrupted.  

 

VERSION 1 – AUTHOR RESPONSE 

In response to Dr Mehta's comments,  

Point 1. We have enclosed the wording "Methynaltrexone is contraindicated in bowel obstruction and 

acute abdominal illness", and the  

Point 2. Additional reference for cases highlighting GI perforation has been added. Point 3. We 

believe that the point raised was more of a pragmatic issue in our experience, and why the practice of 

administering nasogastric naloxone in large quantities is not performed in most Intensive Care Units.  

Point 4. Regarding the administering of the drug subcutaneously, while we feel that this would be 

interesting, all patients on ICU have indwelling intravenous catheters, and an intravenous route of 

drug administration has well understood pharmacokinetics (Ref 21) as apposed to a subcutaneous 

route which would require repeated injections and unreliable absorption in critically ill oedematous 

patients.  

 

In response to Professor Andrew's comment, we have reattached Figure 1. The original protocol 

which was submitted to the NIHR has also been attached with the background review as the first 

section. This has been modified somewhat to conform with the SPIRIT checklist  

The trial has been approved by the NIHR, MHRA and is underway. Because of initial slow 

recruitment, we have made some minor changes to the protocol (again approved by the Ethics Board, 

NIHR and MHRA) to include patients who are constipated at a later point during the critical illness 

rather than just from admission, patients who have non gasto-intestinal tract abdominal surgery (such 

as renal transplant) and finally a change in wording to allow other centres to take part in the study, so 

that we can keep with the NIHR approved time frame for the grant. 
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