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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 Matthew Bultitude 
Guy's and St. Thomas' NHS Foundation Trust, UK 

REVIEW RETURNED 22-Mar-2016 

 

GENERAL COMMENTS This is a systematic review to analyse the effect of beta agonists in 
ureteric colic.  
Comments:  
1) The lifetime incidence quoted in the 1st paragraph is for overall 
risk of renal stone formation. I don’t believe that this equates to risk 
of colic and am not aware of any epidemiology for risk of ureteric 
colic itself. Suggest modify wording. The quoted figures are widely 
used and are good for demonstrating that stone disease is extremely 
common.  
2) Only 4 articles were identified for full-text review, but none were 
clinical trials. Thus there are no trials to review!  
3) Brief mention is made of the Pickard Lancet paper (ref. 30) on 
medical expulsive therapy for ureteric stones. This large RCT 
showed no benefit to alpha blockers (tamsulosin) or calcium channel 
blockers (nifedipine). Given that this is such an important study 
which refutes a lot of the current literature on alpha blockers, I 
wonder if the outcomes of this paper should be discussed more, as 
clearly this is relevant to anyone running a trial in ureteric colic on 
another form of medical expulsive therapy. How would the authors 
conduct a suitable trial to ensure they don’t end up with another type 
1 error as many of the MET trials seem to have done?  
4) One of the likely reasons there have been no clinical trials with 
beta agonists is due to the side effects of administering beta 
agonists in sufficient doses to have clinical effect. This is mentioned 
in several articles on beta agonists – for instance Danuser et al. (J 
Urol 2001 – ref. 18) says: “a drug that relaxes ureteral peristalsis in 
pigs without causing systemic side effects has not yet been 
identified.” I thus find it surprising that the authors only say that the 
drugs have “manageable side effect profile” and feel this clearly 
need expanding significantly as I suspect this is the likely reason for 
the lack of studies; not the focus on alpha blockade. What is the 
dosing required for ureteric relaxation in humans?  
Overall this paper is well written. It is of course limited by the fact 
that there are no trials in this area and thus impossible to reach any 
conclusion other than there is no evidence. Can you really have a 
systematic review when there is no evidence and no results to pool? 
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I would consider getting specialist advice on whether this can really 
constitute a systematic review. So would this be better considered 
as a review of the subject – of which it is very thorough – and raises 
important research needs. I think a human trial of a selective beta 
agonist would be very interesting and potentially useful, especially 
with the recent doubt over alpha blockers. 

 

REVIEWER Phil Wiffen 
Cochrane Pain, Palliative and Supportive Care Group  
Pain Research, Churchill Hospital Oxford  
Nuffield Dept of Clinical Neurosciences 

REVIEW RETURNED 24-Mar-2016 

 

GENERAL COMMENTS This review follows the standard systematic review approach. It is a 
valuable negative result. There are some minor issues that need to 
be addressed:  
1. The abstract needs to state the date of the last search  
2. The outcomes are vague- this may not matter as there were no 
included studies but it is normal to express the pain assessment 
tools that would be acceptable ie those that have been validated  
3. It is normal to have a primary outcome and secondary outcomes- 
there is no priority in the outcomes listed  
4. Some text is in future tense eg page 10 line 35  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

 

1) Agree, poorly chosen wording on our part - this has been edited - see Comment 1 in the 

manuscript.  

 

2) Agree. See Comment 5 in the manuscript, which (in part) states: "The reviewer rightly highlights 

that there were no clinical trials to review. We feel that this systematic review highlights a deficiency in 

the existing literature and as such acts as an important step towards rectifying this issue. We are also 

aware of the BMJ's policy (as well as the growing general awareness around the issue of publication 

bias) that negative results often merit publication (www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/bmj-right-journal-my-research-article).  

 

3) Whilst the paper the reviewer refers to is indeed highly pertinent to METs, we merely highlight the 

high level of research interest around alpha blockers as one potential reason for the limited work 

conducted on beta agonists in a closely related field; the referenced paper has only passing relevance 

to this review of beta agonists for pain relief in renal colic and as such we mention it briefly. We have 

tightened the wording to clarify the now strongly disputed efficacy of alpha blockers as MET - see 

Comment 6 in the manuscript. We mention our future plans to conduct a trial in this area purely for full 

and frank disclosure of anything that could be considered a conflict of interest but we're not sure this 

is the place to discuss our planned trial methodology.  

 

4) The reviewer rightly highlights that some authors have raised concerns about the side effects of 

beta agonists and we have ammended the text to reflect this (see comment 7 in the manuscript). 

However, other authors have opposing view points about the severity of side effects, and local Patient 

and Public Involvement work has suggested that patients would accept the common side effects of 

beta agonists in return for improved analgesia for renal colic - this has also been clarified in the 

manuscript.  
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Reviewer 2  

 

1) Added  

 

2) We have added further clarity to outcomes and highlighted that only validated quantitative pain 

assessment tools would be included. See comments 2 and 3 in the manuscript.  

 

3) We have further clarified the primary and secondary outcomes.  

 

4) We have ammended this. 

VERSION 2 – REVIEW 

REVIEWER Matthew Bultitude 
Guy's and St. Thomas' Hospital, UK 

REVIEW RETURNED 12-May-2016 

 

GENERAL COMMENTS The authors have made sensible changes which have improved the 
manuscript. In particular, I believe the section on alpha blockers is 
more balanced as is the section on side-effect profile of beta 
agonists. I do hope a trial is run in this area as clearly this is an 
unanswered question in renal colic – as demonstrated by this 
systematic review. I do also agree with the authors that their review 
does highlight the lack of appropriate studies in this area.  
I find the manuscript well written and have no further changes to 
recommend. 
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