
PEER REVIEW HISTORY 

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 
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VERSION 1 - REVIEW 

REVIEWER Hugh Rayner 
Heart of England NHS Foundation Trust  
UK 

REVIEW RETURNED 03-Jun-2016 

 

GENERAL COMMENTS This is a clear description of a trial that addresses an important issue 
for UK clinical practice.  
The main concern is that the trial size is very small and will therefore 
only identify large and consistent changes in the trial population.  
The trial should be regarded as a pilot for a possible larger study of 
the introduction of in-centre nocturnal HD across the UK.  
In anticipation of this, it would be helpful to capture as much detail 
as possible about any issues that arise during the implementation of 
NHD in the three units so that this learning can be applied in 
designing a future wider implentation strategy. A simple 
questionnaire of staff could be added, for example.  
The questionnaires completed by the patients should also be 
tailored to gathering information about the particular impact of 
nocturnal HD on patient's lives and their attitudes towards it, as well 
as generic quality of life and symptom burden measurements. 

 

REVIEWER B.C. van Jaarsveld 
VU University Medical Center  
Amsterdam  
The Netherlands 

REVIEW RETURNED 28-Jun-2016 

 

GENERAL COMMENTS General comments  
 
Positive aspects  
- interesting study protocol; positive aspect is that it includes a 
comparison with conventional HD  
- clearly written  
- important arguments in introduction  
 
Negative aspects  
- p6: why 5 hours, and not at least 6-7? five is not really “extended 
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HD”; some pts on CHD are treated with 3x5 hr; if you want to make 
a real difference I should say: at least 6 and aim at 8 hr  
- why not choose control pts from the same three centres providing 
INHD: isn’t there a risk for different treatment protocols, different 
doctors, etc? For only 12 pts this must be feasible  
- p6: is the CMR performed just after HD or just before (the next) HD 
session?  
- in fact: the description of the CMR procedure is lacking! how is it 
performed, what parameters do you measure; which calculations are 
made with these?  
- is CMR the primary outcome measure of the study; or if not, what 
is the primary outcome? what are the secondary outcome 
measures?  
- p6: exclusion criteria > add “life expectancy < 6 months"; because 
you want pts to be followed for 6 months  
- p 10: maybe explain why you did not choose KDQOL because this 
is more generally used  
- p 11: dissemination plan is less relevant  
 
Detailed comments  
 
- p4, line 7: write United Kingdom (UK) when it is used for the first 
time  
- p4, line 22: important AS/ BECAUSE  
- p4, line 24: loOse?  
- p8,line 8: and IT has also  
- p8 line 11: performance.  
- p9, line 3: MIDNIGHT (nice name, but) should be explained 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1: We would like to thank the first reviewer for taking the time to read our manuscript and 

providing feedback.  

1. This is a clear description of a trial that addresses an important issue for UK clinical practice. The 

main concern is that the trial size is very small and will therefore only identify large and consistent 

changes in the trial population.  

• Point 1 highlights this is a very small trial and thus can only identify large consistent changes. The 

limitation presented by a small sample size is something we completely agree with; we have sought to 

make this clearer in the ‘strengths and weaknesses’ section.  

2. The trial should be regarded as a pilot for a possible larger study of the introduction of in-centre 

nocturnal HD across the UK.  

• The intention is very much that this trial be regarded as a pilot for a possible larger study for the 

introduction of in-centre nocturnal HD across the UK (point 2) and it is reassuring to know that the 

reviewer feels that this would be welcome.  

3. In anticipation of this, it would be helpful to capture as much detail as possible about any issues 

that arise during the implementation of NHD in the three units so that this learning can be applied in 

designing a future wider implementation strategy. A simple questionnaire of staff could be added, for 

example.  

4. The questionnaires completed by the patients should also be tailored to gathering information 

about the particular impact of nocturnal HD on patient's lives and their attitudes towards it, as well as 

generic quality of life and symptom burden measurements.  

• We agree with points 3 and 4, that collecting data around implementation issues of NHD in the three 

units would be valuable in informing a future, wider implementation strategy. We would like to 

reassure the reviewer that this very subject, including patient attitudes, is to be addressed in a 

separate, properly designed qualitative study and therefore we did not feel it necessary to include it 
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directly in this proposal.  

 

Reviewer 2: We would also like to thank reviewer 2 for their time and consideration. The spelling 

corrections suggested by reviewer 2 have been made where appropriate.  

1. p6: why 5 hours, and not at least 6-7? five is not really “extended HD”; some pts on CHD are 

treated with 3x5 hr; if you want to make a real difference I should say: at least 6 and aim at 8 hr.  

• We agree that 5 We agree that 5 hours does represent extended HD and, in fact, the aim of our 

programme is to offer 7-8 hours, which we have been achieving (please see our published data in 

Clin Kidney J, PMID: 26613041). This was not clear in the text and we have modified that; patients 

begin on a minimum of 5 hours and work up incrementally to between 7-8 hours according to patient 

preference. We hope that is clearer.  

2. Why not choose control pts from the same three centres providing INHD: isn’t there a risk for 

different treatment protocols, different doctors, etc? For only 12 pts this must be feasible.  

• The control patients have been recruited from the same centres, with the option of a 4th centre if a 

suitably matched patient is treated there. All the centres included are part of the same network.  

3. p6: is the CMR performed just after HD or just before (the next) HD session? In fact: the description 

of the CMR procedure is lacking! How is it performed, what parameters do you measure; which 

calculations are made with these?  

• With regard to the description of the CMR, we have now expanded the explanation of these 

procedures, to include more detail of the process and how they will be analysed. Under the 

“cardiovascular endpoints” section we have also added a sentence to explain the timing of CMR 

scans.  

4. Is CMR the primary outcome measure of the study; or if not, what is the primary outcome? What 

are the secondary outcome measures?  

• Under the “Interventions to be measured” section we have added a paragraph explaining that this 

study does not have a primary outcome measure. As this study is a feasibility study, we have included 

a number of clinically relevant outcome measures which will inform the design of a future, properly 

powered, RCT.  

5. p6: exclusion criteria > add “life expectancy < 6 months"; because you want pts to be followed for 6  

• We accept that the exclusion criteria “life expectancy <6 months” is both relevant and appropriate 

and should have been explicit from the outset rather than implied. Unfortunately, as it was not 

included in the original protocol that was approved by the ethics committee, we would be unable to 

include this without a major amendment which we do not feel is appropriate. We will however 

consider this for future trials.  

6. p 10: maybe explain why you did not choose KDQOL because this is more generally used  

• We did not include a description of the questionnaires and data points not collected due to word 

limitations. However, regarding KDQoL, feedback from our PPIE group was that overburdening of 

patients with questionnaires was undesirable; the SF-12 and POS-S Renal questionnaires are both 

shorter and validated tools that address the majority of aspects included in the KDQoL.  

7. p 11: dissemination plan is less relevant  

• “Ethics and dissemination” was listed on the BMJ open “instruction for authors” page. Therefore we 

have not removed the dissemination plan, as we felt this was necessary to cover the aspects of this 

section. However, we can remove the dissemination plan if the Editors feel necessary. 

VERSION 2 – REVIEW 

REVIEWER Hugh Rayner 
Heart of England NHS Foundation Trust 

REVIEW RETURNED 06-Aug-2016 

 

GENERAL COMMENTS Your modifications have improved this manuscript. 
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