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VERSION 1 - REVIEW 

REVIEWER Christopher Eccleston 
The University of Bath, UK. 

REVIEW RETURNED 05-Feb-2016 

 

GENERAL COMMENTS Cho and colleagues present a fascinating article that is likely to be 
very useful, not only to the SCD research community but to the trial 
community more generally. The lessons from this paper are relevant 
to investigators, grant panellists, patients, and to in the UK, to the 
RDS and the Research networks.  
 
It is still rare for authors to describe failed trials. It is brave, 
necessary, and very important that we have access to these 
descriptions. In a way the authors have attempted a brief 
description, almost as a way to ‘close the loop’ on this study. 
However, I think more can be made of it. I have small comments 
offered in the spirit of improvement.  
 
 
1. The protocol gives the target recruitment at approximately 320, 
but here it is a definite 316. Was the aim 320 or 316.  
2. you state in the abstract: ‘The SWIM trial was terminated early 
because of very slow randomisation’ which is confusing. Do you 
mean patients were not processing past the randomization phase 
quickly enough to be allocated to treatment. Or that the process was 
cumbersome. The explanation of a delay between consent and 
randomization being the problem does not help. Does that mean that 
you ran out of time (because recruitment was time limited) or did that 
delay introduce a fatal flaw (eg., natural recovery occurred, error 
was introduced?).  
3. In the discussion you state: ‘The SWIM trial was conducted within 
the UK National Health Service (NHS), and was unsuccessful mainly 
due to lack of interest or capacity at several large SCD centres, 
overestimation of the number of eligible patients, and unanticipated 
long delays between registration and randomisation.’ Again, it would 
be helpful for more analysis of what ‘lack of interest’ means. From a 
CRN point of view it would be useful to know why clinicians could 
not be motivated to support the trial. Do you have any data on 
barriers expressed.  
4. Some mention is given to other trials in SCD not recruiting in the 
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US. But many of the examples of problems here are UK specific. It 
would be helpful to put this in the context of other similar UK trials 
with similar problems so that lessons are clearer for the trials 
community and the NIHR.  
5. It is not clear whether this HTA funded trial has a feasibility study 
run before HTA funding. Was there an RfPB funded smaller 
feasibility study. In essence I am asking you to document what was 
done beforehand to understand the recruitment problems.  
6. In a similar way it would be helpful to know what actions were 
taken to avoid closure when recruitment was first identified as slow.  

 

REVIEWER Dipesh Uprety 
Abington Memorial Hospital  
Abington, PA  
United States 
 
Hematology and Oncology 

REVIEW RETURNED 07-Mar-2016 

 

GENERAL COMMENTS Please write the reference number; 16, 28 and 29 in the standard 
format.  
Note: This study has an excellent "study design" with "clear" primary 
outcome but unfortunately failed to randomize the target population. 
But I liked the way, the discussion section was written. This can be 
published to BMJ.   

 

VERSION 1 – AUTHOR RESPONSE 

1. The protocol gives the target recruitment at approximately 320, but here it is a definite 316. Was 

the aim 320 or 316.  

 

The protocol we submitted with the manuscript states a sample size of 316 – page 32, section 9.3.  

 

2. You state in the abstract: ‘The SWIM trial was terminated early because of very slow 

randomisation’ which is confusing. Do you mean patients were not processing past the randomization 

phase quickly enough to be allocated to treatment. Or that the process was cumbersome. The 

explanation of a delay between consent and randomization being the problem does not help. Does 

that mean that you ran out of time (because recruitment was time limited) or did that delay introduce a 

fatal flaw (eg. natural recovery occurred, error was introduced?).  

 

The above statement is taken from the Results section in the main text not the abstract. We have 

clarified this with more detail – Results, page 6, paragraph 1.  

 

3. In the discussion you state: ‘The SWIM trial was conducted within the UK National Health Service 

(NHS), and was unsuccessful mainly due to lack of interest or capacity at several large SCD centres, 

overestimation of the number of eligible patients, and unanticipated long delays between registration 

and randomisation.’ Again, it would be helpful for more analysis of what ‘lack of interest’ means. From 

a CRN point of view it would be useful to know why clinicians could not be motivated to support the 

trial. Do you have any data on barriers expressed.  

 

We have inserted an additional table (Table 2) with a summary of the barriers to recruitment.  

 

4. Some mention is given to other trials in SCD not recruiting in the US. But many of the examples of 
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problems here are UK specific. It would be helpful to put this in the context of other similar UK trials 

with similar problems so that lessons are clearer for the trials community and the NIHR.  

 

We have included some information and cited a publication about MRC and HTA funded trials in the 

UK – Discussion, page 7 last paragraph, page 8, 1st and 2nd paragraphs.  

 

5. It is not clear whether this HTA funded trial has a feasibility study run before HTA funding. Was 

there an RfPB funded smaller feasibility study. In essence I am asking you to document what was 

done beforehand to understand the recruitment problems.  

 

We have included additional information – Discussion, page 8 last paragraph.  

 

6. In a similar way it would be helpful to know what actions were taken to avoid closure when 

recruitment was first identified as slow.  

 

We have included additional information – Discussion, page 8 last paragraph. 

VERSION 2 – REVIEW 

REVIEWER Christopher Eccleston 
University of Bath, UK 

REVIEW RETURNED 29-Mar-2016 

 

GENERAL COMMENTS This is a very good paper. It will be extremely useful to the trials 
community and in particular to those working in small specialties. 
The authors are to be congratulated.  
 
I have one small changing in the way you refer to the process of 
gaining informed consent.  
 
Please do not proceduralise the process of people giving informed 
consent. You say "Firstly, although the number of consented 
patients increased steadily". I think you mean "Firstly, although the 
number of patients giving their consent increased steadily" and 
"During the trial period, most patients who had been consented" 
should be "During the trial period, most patients who had given 
consent.." and "however this is based on patients randomised, 
rather than patients consented and recruited." should be "however 
this is based on patients randomised, rather than patients giving 
consent and then recruited."  

 

VERSION 2 – AUTHOR RESPONSE 

Please do not proceduralise the process of people giving informed consent. You say "Firstly, although 

the number of consented patients increased steadily". I think you mean "Firstly, although the number 

of patients giving their consent increased steadily"  

 

Changes made on page 6, paragrapgh 1, 4th sentence.  

 

"During the trial period, most patients who had been consented" should be "During the trial period, 

most patients who had given consent.."  

 

Changes made on page 6, paragraph 1, 7th sentence.  
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"however this is based on patients randomised, rather than patients consented and recruited." should 

be "however this is based on patients randomised, rather than patients giving consent and then 

recruited."  

 

Changes made on page 8, paragraph 2, 2nd sentence. 
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