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VERSION 1 - REVIEW 

REVIEWER Sarah A Hosgood 
University of Cambridge, UK 

REVIEW RETURNED 21-Apr-2015 

 

GENERAL COMMENTS This is a well-designed multi-centre clinical trial comparing the 
effects of remote ischaemic condition in recipients of deceased renal 
transplants. This is an important study in the field of renal 
transplantation. I have only minor comments.  
 
1:Primary endpoint: Estimated time to a 50% decrease in plasma 
creatinine. Modulated for each individual patient by an exponential, 
logistic or linear model. Can the authors provide more detail on the 
analysis? Does this take into consideration the different sampling 
times?  
 
2: 200 recipients of DBD kidneys and 20 of DCD. Why only 20 
DCDs? This should be explained.  
 
3: Exclusion criteria, should it also include patients on ATP sensitive 
channel blockers? These can limit the conditioning effect. (K 
McCafferty Disease Models & Mechanisms (2014) 7, 1321-1333  
4: Can the authors give more detail on the renal tissue markers and 
plasma/urine markers measured? 

 

REVIEWER Kimberley E. Wever 
Radboudumc  
The Netherlands 

REVIEW RETURNED 05-May-2015 

 

GENERAL COMMENTS The authors present a study protocol for a clinical trial on remote 
ischemic conditioning in renal transplantation from DBD or DCD 
donors, in which the recipients will be conditioned by tourniquet 
occlusion on the lower limb. I would classify this as perconditioning, 
since the conditioning stimulus takes place during the ischemic 
event to which the kidney is subjected.  
 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-007941 on 20 A

ugust 2015. D
ow

nloaded from
 

http://bmjopen.bmj.com/site/about/resources/checklist.pdf
http://bmjopen.bmj.com/


The study is well-designed and the protocol is well-written. 
Unfortunately, I personally have great concerns regarding the 
internal and external validity of the preclinical evidence on which 
clinical trials on ischemic conditioning are (and have been) based. 
After performing several systematic reviews of the preclinical 
evidence for ischemic pre- and post-conditioning for renal and 
myocardial IRI, I feel that there are many aspects of the preclinical 
studies which severely limit their translational value for the clinical 
setting. For instance, there is hardly any evidence obtained from 
comorbid animals, there is severe sex bias, the internal validity is 
poor and evidence from transplantation models is very scare indeed. 
The optimal conditioning protocol (in terms of cycles, timing and 
duration) has never been validated in animals or humans.  
Could the authors please comment on if/how they feel these 
limitations influence their trial design and possible outcome?  

 

REVIEWER Kristin Veighey 
Wessex Renal Unit  
Portsmouth, UK 

REVIEW RETURNED 05-May-2015 

 

GENERAL COMMENTS This is a succinct and clearly defined protocol to answer an 
important question in the field of preconditioning. The article is clear, 
to the point and appropriately referenced. I look forward to seeing 
the results in due course.  

 

REVIEWER Jianyong Wu 
The First Affiliated Hospital of Zhejiang University, Hangzhou, 
Zhejiang, China. 

REVIEW RETURNED 06-May-2015 

 

GENERAL COMMENTS As we all know, the ischemia repercussion injury is worse in DCD 
patients than DBD patients, however, this protocol plans to recruit 20 
DCD patients and 200 DBD patients, we advise them to recruit more 
DCD patients, in the aim to find differences between two study 
groups.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name Dr Sarah A Hosgood  

Institution and Country University of Cambridge, UK  

Please state any competing interests or state ‘None declared’: None declared  

Please leave your comments for the authors below  

This is a well-designed multi-centre clinical trial comparing the effects of remote ischaemic condition 

in recipients of deceased renal transplants. This is an important study in the field of renal 

transplantation. I have only minor comments.  

 

ANSWER:  

Thank you for your comments, which raised some important questions. Below you will find the 

questions and our answers.  

 

1:Primary endpoint: Estimated time to a 50% decrease in plasma creatinine. Modulated for each 

individual patient by an exponential, logistic or linear model. Can the authors provide more detail on 
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the analysis? Does this take into consideration the different sampling times?  

ANSWER:  

Thank you, we took the opportunity to describe the primary end point more detailed. The estimated 

time to a 50% decrease of p-creatinine does take into consideration exact sampling times, as all 

measured values are noted with day and time and the time since reperfusion is calculated, which has 

now been clarified in the protocol paper (see page 6).  

 

2: 200 recipients of DBD kidneys and 20 of DCD. Why only 20 DCDs? This should be explained.  

ANSWER:  

This needs to be elaborated, we fully agree. The study initially included patients only in the 

Scandinavian centres where only DBD kidney transplantation is performed. With the addition of the 

Dutch centres we decided to add a group of DCDs as well, as we believe they will benefit of RIC as 

well. Unfortunately other trials in the centres, as well as time limits, did not allow us to plan inclusion 

of a higher DCD patient number at this point. This is clarified in the revised manuscript (see page 4).  

 

3: Exclusion criteria, should it also include patients on ATP sensitive channel blockers? These can 

limit the conditioning effect. (K McCafferty Disease Models & Mechanisms (2014) 7, 1321-1333  

ANSWER:  

This is a very good question, which we have not considered at the beginning of the study. This is 

clearly a limitation to be kept in mind when analysing our results. Hopefully patients receiving ATP 

sensitive channel blockers will be equally found in both groups due to the randomization, and an 

analysis with exclusion of such patients could be added.  

 

4: Can the authors give more detail on the renal tissue markers and plasma/urine markers measured?  

ANSWER:  

Thank you for raising the question. More information regarding biomarkers has been added in the 

revised manuscript (see page 7).  

 

 

 

Reviewer Name K.E. Wever  

Institution and Country Radboudumc  

The Netherlands  

Please state any competing interests or state ‘None declared’: none declared  

 

Please leave your comments for the authors below  

The authors present a study protocol for a clinical trial on remote ischemic conditioning in renal 

transplantation from DBD or DCD donors, in which the recipients will be conditioned by tourniquet 

occlusion on the lower limb. I would classify this as perconditioning, since the conditioning stimulus 

takes place during the ischemic event to which the kidney is subjected.  

 

The study is well-designed and the protocol is well-written. Unfortunately, I personally have great 

concerns regarding the internal and external validity of the preclinical evidence on which clinical trials 

on ischemic conditioning are (and have been) based. After performing several systematic reviews of 

the preclinical evidence for ischemic pre- and post-conditioning for renal and myocardial IRI, I feel that 

there are many aspects of the preclinical studies which severely limit their translational value for the 

clinical setting. For instance, there is hardly any evidence obtained from comorbid animals, there is 

severe sex bias, the internal validity is poor and evidence from transplantation models is very scare 

indeed. The optimal conditioning protocol (in terms of cycles, timing and duration) has never been 

validated in animals or humans.  

Could the authors please comment on if/how they feel these limitations influence their trial design and 

possible outcome?  
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ANSWER:  

Thank you for raising these concerns. We agree that there are many cautions to take when designing 

a trial of this kind and translating results from preclinical studies into the clinic. However, our pig study 

of renal transplantation (Krogstrup NV, Soendergaard P, Secher NG, et al. Improved GFR and renal 

plasma perfusion following remote ischaemic conditioning in a porcine kidney transplantation model. 

Transpl Int 2012;25:1002-12. ) and results from our cardiology colleagues (Botker HE, Kharbanda R, 

Schmidt MR, et al. Remote ischaemic conditioning before hospital admission, as a complement to 

angioplasty, and effect on myocardial salvage in patients with acute myocardial infarction: a 

randomised trial. Lancet 2010;375:727-34.) among others, made us feel that this clinical study was 

justified. We definitely agree, that the impact of polypharmacy and multiple comorbidities on the effect 

of RIC is poorly known, and when examining the effect of a single comorbidity or medicine, results are 

often conflicting.  

In our opinion, when assessing the total amount of remote ischaemic conditioning research, 

experimental and clinical, we find the time is right for this study.  

The group of kidney transplant patients is heterogeneous, and designing the perfect RIC study is 

difficult. Our power analysis was based on such a group of heterogeneous kidney transplant 

recipients, without taking these various potential confounders into account. We need to be most 

careful when interpreting the results of the study, and hopefully the randomization is successful in 

terms of comorbidity, age and medicine usage, all factors that potentially can blur the outcome. 

Subanalyses might also give the direction for further studies, focusing on the patient groups, who 

might benefit the most from RIC.  

 

 

 

Reviewer Name Dr Kristin Veighey  

Institution and Country Wessex Renal Unit  

Portsmouth, UK  

Please state any competing interests or state ‘None declared’: A similar study is planned by our 

group.  

 

Please leave your comments for the authors below  

This is a succinct and clearly defined protocol to answer an important question in the field of 

preconditioning. The article is clear, to the point and appropriately referenced. I look forward to seeing 

the results in due course.  

 

ANSWER:  

Thank you for your kind comments. We are excited that other groups are investigating this interesting 

field as well, and believe the different trials will help illuminate the various aspects of remote 

ischaemic conditioning.  

 

 

 

Reviewer Name Jianyong Wu  

Institution and Country The First Affiliated Hospital of Zhejiang University, Hangzhou, Zhejiang, China.  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

As we all know, the ischemia repercussion injury is worse in DCD patients than DBD patients, 

however, this protocol plans to recruit 20 DCD patients and 200 DBD patients, we advise them to 

recruit more DCD patients, in the aim to find differences between two study groups.  
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ANSWER:  

Thank you for your comments. We agree that inclusion of a higher number of DCD recipients would 

have been desirable in the study. Unfortunately, as described above, due to competing interests in 

the centres, as well as time limitations, this is not feasible. We have elaborated on this in the revised 

protocol article (see page 4). 

VERSION 2 – REVIEW 

REVIEWER Sarah Hosgood 
University of Cambridge  
UK 

REVIEW RETURNED 09-Jun-2015 

 

GENERAL COMMENTS The authors have address all the comments. The manuscript is 
suitable for publication  

 

REVIEWER Kimberley E. Wever 
Radboudumc, The Netherlands 

REVIEW RETURNED 09-Jun-2015 

 

GENERAL COMMENTS I am content with the author's response to my previous comment 
and am curious to see the results of this trial in due time.  
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