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VERSION 1 - REVIEW 

REVIEWER Ellen Lavoie Smith 
University of Michigan, USA 

REVIEW RETURNED 02-Feb-2015 

 

GENERAL COMMENTS This is merely a research proposal document. The research has not 
yet been conducted. Thus, there are no results presented. The 
authors should resubmit the paper when the research has been 
completed.  

 

REVIEWER Susanna Park 
University of Sydney, Australia 

REVIEW RETURNED 23-Feb-2015 

 

GENERAL COMMENTS 1. The study authors present the protocol for their trial of a 
polyamine reduced diet (PRD) for prevention of oxaliplatin-induced 
peripheral neuropathy. The primary endpoint for the study is 
assessment of cold triggered pain thresholds after the 3rd cycle of 
oxaliplatin. This is a valuable endpoint for the assessment of acute 
oxaliplatin-induced neurotoxicity. However, in order to objectively 
assess acute neurotoxicity, neurophysiological measures such as 
should also be considered. Further, it is vital to include a patient 
reported outcome measure such as the EORTC CIPN or CIPN R-
ODS scales as a secondary outcome measure. Finally, in order to 
demonstrate an effect on the development of chronic neuropathy, it 
is critical to include a validated outcome measure such as the total 
neuropathy score and preferably neurophysiological studies. These 
factors would significantly increase the ability of the study to assess 
any effects of the PRD directly on nerve function and also on patient 
reported outcomes.  
 
2. While sample size calculations have been provided, the number 
of patients to be included seems too low to enable assessment of 
the other outcome measures, particularly those relating to the 
development of chronic neuropathy. Further, drop-outs and non-
compliance may become problematic and sample size calculations 
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should specifically account for these factors.  
 
3. It will be important to stratify analysis depending on the single and 
cumulative oxaliplatin dose received as this will be a major factor in 
the development of neurotoxicity.  
 
4. It will be important to assess toxicity - particularly with regards to 
gastrointestinal side effects which may be of relevance in this 
population. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 2 comments  

The study authors present the protocol for their trial of a polyamine reduced diet (PRD) for prevention 

of oxaliplatin-induced peripheral neuropathy. The primary endpoint for the study is assessment of cold 

triggered pain thresholds after the 3rd cycle of oxaliplatin. This is a valuable endpoint for the 

assessment of acute oxaliplatin-induced neurotoxicity. However, in order to objectively assess acute 

neurotoxicity, neurophysiological measures such as should also be considered. Further, it is vital to 

include a patient reported outcome measure such as the EORTC CIPN or CIPN R-ODS scales as a 

secondary outcome measure. Finally, in order to demonstrate an effect on the development of chronic 

neuropathy, it is critical to include a validated outcome measure such as the total neuropathy score 

and preferably neurophysiological studies. These factors would significantly increase the ability of the 

study to assess any effects of the PRD directly on nerve function and also on patient reported 

outcomes.  

 

Answer: We are agree with these comments, but it will be now very difficult to change the protocol.  

We are convinced that the use of a CIPN autoquestionnaire (such as QLQ-CIPN20) will increase the 

quality of the outcomes. However, the study have started and it is now very difficult to introduce this 

new outcome.  

The assessment of neurological outcomes would have been very interesting and we have first thought 

to include this type of assessment. But we had to admit that it would have been quite difficult, 

because of the availability of a neurologist during all the study.  

In fact, we have built this study protocol with a logic of translational research. Before this, we have 

demonstrated in an animal model of oxaliplatin induced neuropathy that a polyamine deficient diet 

prevented cold hyperesthesia (Ferrier et al., 2013), and as described by Attal et al. (2009), this cold 

hyperesthesia is a good marker of oxaliplatin induced neuropathy. So we stayed on this outcome.  

We must admit that the use of self-assessment questionnaire of CIPN would have been very useful 

for this study.  

Attal N, Bouhassira D, Gautron M, Vaillant JN, Mitry E, Lepère C, Rougier P, Guirimand F. Thermal 

hyperalgesia as a marker of oxaliplatin neurotoxicity: a prospective quantified sensory assessment 

study. Pain. 2009 Aug;144(3):245-52.  

Ferrier J, Bayet-Robert M, Pereira B, Daulhac L, Eschalier A, Pezet D, Moulinoux JP, Balayssac D. A 

polyamine-deficient diet prevents oxaliplatin-induced acute cold and mechanical hypersensitivity in 

rats. PLoS One. 2013 Oct 30;8(10):e77828.  

 

 

2. While sample size calculations have been provided, the number of patients to be included seems 

too low to enable assessment of the other outcome measures, particularly those relating to the 

development of chronic neuropathy. Further, drop-outs and non-compliance may become problematic 

and sample size calculations should specifically account for these factors.  

Answer: We thank the reviewer for his relevant comment. We agree completely that the sample size 

estimation was proposed in order to achieve the aim objective of this study according to clinical 

relevance about the primary outcome and our recruitment capacity. Indeed, the number of patients to 
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be included will be certainly too low to enable assessment of the other outcome measures. Most 

analyses of our secondary outcome parameters will be exploratory and should have been 

underpowered. Feise (2002) consider whether a study needs to be statistically analyzed at all. It must 

be careful to focus not only upon statistical significance (adjusted or not), but also upon the quality of 

the research within the study and the magnitude of improvement (Rothman and Greenlan, 1998 ; 

Ottenbacher, 1998 ; Feise, 2002).  

 

Feise RJ. Do multiple outcome measures require p-value adjustment? BMC Med Res Methodol. 2002 

Jun 17;2:8.  

Ottenbacher KJ. Quantitative evaluation of multiplicity in epidemiology and public health research. Am 

J Epidemiol. 1998 Apr 1;147(7):615-9.  

Rothman, KJ.; Greenland, S. Modern Epidemiology. 2nd ed. Philadelphia: Lippincott Williams 

&Wilkins; 1998.  

 

 

3. It will be important to stratify analysis depending on the single and cumulative oxaliplatin dose 

received as this will be a major factor in the development of neurotoxicity.  

Answer: Yes, the reviewer is right.  

Oxaliplatin-induced neuropathy (chronic neuropathy) is depending on cumulative doses.  

If not written in the study protocol, oxaliplatin doses are and will be recorded throughout the study, 

mainly because we hope that patient receiving a polyamine reduced diet will be able to receive higher 

doses of oxaliplatin with less neurotoxicity.  

And we will take into account oxaliplatin doses (single and cumulative). We will perform a multivariate 

analysis considering oxaliplatin doses as adjustment covariate, for each outcome assessed.  

We have made the modifications in the study protocol  

“Study endpoint: - Single and cumulative oxaliplatin dose received”  

“Statistical analysis: According to clinical relevance, the multivariate analysis will consider oxaliplatin 

doses (single and cumulative) as adjustment covariate for each outcome assessed.”  

 

 

4. It will be important to assess toxicity - particularly with regards to gastrointestinal side effects which 

may be of relevance in this population.  

Answer: All the adverse effects (induced by chemotherapy or PRD) are and will be recorded 

throughout the study (hematological, gastrointestinal, dermatological, neurological, cardiovascular…) 

(see study endpoints).  

Moreover, we know that polyamine reduced diet may induced gastrointestinal discomfort in some 

patients. For this reasons, all patients have to report in a notebook their daily intakes and any adverse 

effects in order to assess compliance with the diet and its safety (see Nutritional interventions). 
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