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GENERAL COMMENTS The study has several strengths. It aims to assess dietary patterns 
and intake in a large multi-center hemodialysis/ESRD cohort 
(belonging to a multinational collaborative dialysis provider), in 
particular n-3 fatty acids; and examine these in relation to CV death 
(primary), and all-cause death, infections, and hospitalizations 
(secondary). All baseline demographics and comorbid data are 
indexed at one month following enrollment. Patients receiving < 90 
days of dialysis are excluded, removing incident dialysis/initiation 
and prolonged AKIs as confounders to the analysis. Poor life 
expectancy is another exclusion criterion and that again removes 
severe anorexia from terminal illness from the final cohort.  
 
The FFQ tool used was developed as a mean to assess dietary 
patterns in relation to allergic diseases in Europe. The tool is 
comprehensive and is reproducible and practical to administer 
across many countries in Europe. The tool was also developed to 
specifically validate n-3 fatty acid intake, as that was thought to have 
a key role in asthma and allergic diseases.  
 
My minor comments to the authors are:  
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1. (Study population) Since only ESRD patients on treatment with 
>90 days of long-term dialysis are included, it is then unnecessary to 
have (4) “anticipated recovery of kidney function” as an exclusion 
criterion.  
 
2. (Study procedures) I was unable to find the detailed FFQ tool to 
be used in the study. The reference quoted [28] brings us to the 
validation paper that provided a broad overview of the FFQ tool 
development and components, but not the actual questionnaire of 
interest.  
 
3. [Demographic and clinical data] These are collected one month 
into enrollment. We should include dialysis vintage in the data 
collection as that is a natural competing risk with CV outcomes and 
mortality.  
 
4. [Sample size and analysis] based on the validation paper, 89% of 
participants in the FFQ tool validation completed the first 
questionnaire. I would assume at least a 10% drop-out for 
incomplete questionnaires. Would this affect the sample size 
estimate? Secondly, should the dialysis provider record data on 
yearly rates of exit from the program, that might allow a more 
precise estimate of study attrition, more so than expected mortality 
rate (assuming that patients exit the program due to composite of 
mortality, transplant, “recovery”, modality switch etc). Finally, the 
sample size calculation was based on per 1 SD decrease in n-3 FA 
intake and impact on hazard ratio for death. Is this average n-3 FA 
intake estimate based on the general population in the GA2LEN 
cohort, or based more appropriately using validation studies of n-3 
FA intake in specific ESRD/hemodialysis patients?  
 
5. [Application and limitations] Dietary patterns are unique to 
different and specific ethnic cohorts. Since the crux of the study is 
the use of a dietary assessment tool peculiar to Caucasian 
population’s lifestyle, the results of the study will unfortunately be 
less applicable to Asians especially.  
 
Otherwise, I congratulate the investigators for building up this 
potentially mega-nutritional database in ESRD/HD, and I thank the 
journal for allowing me to review this well-written protocol. 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer comments  

 

1. Thank you for having me review this comprehensive study protocol. The study has several 

strengths. It aims to assess dietary patterns and intake in a large multi-centre haemodialysis/ESRD 

cohort (belonging to a multinational collaborative dialysis provider), in particular n-3 fatty acids; and 

examine these in relation to CV death (primary), and all-cause death, infections, and hospitalizations 

(secondary). All baseline demographics and comorbid data are indexed at one month following 

enrolment. Patients receiving < 90 days of dialysis are excluded, removing incident dialysis/initiation 

and prolonged AKIs as confounders to the analysis. Poor life expectancy is another exclusion criterion 

and that again removes severe anorexia from terminal illness from the final cohort. The FFQ tool used 

was developed as a mean to assess dietary patterns in relation to allergic diseases in Europe. The 

tool is comprehensive and is reproducible and practical to administer across many countries in 
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Europe. The tool was also developed to specifically validate n-3 fatty acid intake, as that was thought 

to have a key role in asthma and allergic diseases.  

 

We thank the reviewer for his positive comments about the DIET-HD study.  

 

2. (Study population) Since only ESRD patients on treatment with >90 days of long-term dialysis are 

included, it is then unnecessary to have (4) “anticipated recovery of kidney function” as an exclusion 

criterion.  

 

We have removed this exclusion criterion (page 8).  

 

3. (Study procedures) I was unable to find the detailed FFQ tool to be used in the study. The 

reference quoted [28] brings us to the validation paper that provided a broad overview of the FFQ tool 

development and components, but not the actual questionnaire of interest.  

 

The paper cited as reference 28 provides details about the development and validation of the FFQ as 

well as information about the intended nutrient capture and country-specific design. There is not a 

single FFQ as the components are specifically tailored to local eating patterns. To the best of our 

knowledge the GA2LEN FFQ has not been previously published or been made publically available. 

We have been given the use of the FFQ in collaboration with investigators from GA2LEN who will 

assist in the analysis of the data received.  

 

4. [Demographic and clinical data] These are collected one month into enrolment. We should include 

dialysis vintage in the data collection as that is a natural competing risk with CV outcomes and 

mortality.  

 

We omitted time on dialysis from the list of collected variables. It has been added to the manuscript 

(page 11).  

 

5. [Sample size and analysis] based on the validation paper, 89% of participants in the FFQ tool 

validation completed the first questionnaire. I would assume at least a 10% drop-out for incomplete 

questionnaires. Would this affect the sample size estimate?  

 

Indeed, we have experienced an 8.6% survey non-completion rate so far during recruitment of 8000 

participants. As our anticipated sample size has substantially increased due to successful 

collaborative efforts, we believe this non-completion rate will not impact the planned analyses. We 

have added this assumption to the Sample Size section (page 12).  

 

6. Secondly, should the dialysis provider record data on yearly rates of exit from the program that 

might allow a more precise estimate of study attrition, more so than expected mortality rate (assuming 

that patients exit the program due to composite of mortality, transplant, “recovery”, modality switch 

etc.  

 

The dialysis network in which the study is being conducted reports an annual attrition of 5% not due to 

mortality, transplantation or renal recovery/withdrawal from dialysis. Together, non-completion of 

surveys and attrition from treatment in the network will leave the analysable sample of approximately 

8500 which will be sufficient to provide sufficient power for planned analysis. We have added these 

details to the manuscript in the Sample Size section (page 12).  

 

7. Finally, the sample size calculation was based on per 1 SD decrease in n-3 FA intake and impact 

on hazard ratio for death. Is this average n-3 FA intake estimate based on the general population in 

the GA2LEN cohort, or based more appropriately using validation studies of n-3 FA intake in specific 
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ESRD/haemodialysis patients?  

 

We have used data assumptions based on the non-dialysis setting, noting that information about 

dietary intake for dialysis patients is sparse. Our study is intended to be the first large ecological study 

of dietary patterns in adults with end-stage kidney disease and will provide robust data about dietary 

intake of a broad range of nutrients and dietary factors.  

 

8. [Application and limitations] Dietary patterns are unique to different and specific ethnic cohorts. 

Since the crux of the study is the use of a dietary assessment tool peculiar to Caucasian population’s 

lifestyle, the results of the study will unfortunately be less applicable to Asians especially.  

 

We thank the reviewer for this section which is correct (>95% of our population will be of European 

ethnicity). We have added ethnicity as a limitation of our study (page 14).  

 

9. Otherwise, I congratulate the investigators for building up this potentially mega-nutritional database 

in ESRD/HD, and I thank the journal for allowing me to review this well-written protocol.  

 

We thank the reviewer for his encouragement and we look forward to presenting the results in due 

course.  

 

 

Additional comment:  

Please also note that the affiliations for some authors has changed and are updated in the revised 

manuscript (pp 1-2). 
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