
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 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) The influence of habitual dietary fibre intake on the responsiveness 
of the gut microbiota to a prebiotic: protocol for a randomised, 
double-blind, placebo-controlled, cross-over, single-centre study 

AUTHORS Healey, Genelle; Brough, Louise; Butts, Chrissie; Murphy, Rinki; 
Whelan, Kevin; Coad, Jane 

 

VERSION 1 - REVIEW 

REVIEWER Jill Parnell 
Mount Royal University  
Canada 

REVIEW RETURNED 19-May-2016 

 

GENERAL COMMENTS The authors describe a research protocol to determine the impact of 
habitual dietary fibre intake on responsiveness to a prebiotic fibre 
intervention. The proposed study is of interest and addresses a gap 
in the current knowledge surrounding prebiotic fibres and health 
promotion. I have included a few comments below by section. I 
would like to thank the authors for sharing their proposal and wish 
them the best in their study.  
 
Abstract:  
Rather than indicating that 40 participants will be selected base on 
the low or high dietary fibre group it would be more clear to indicate 
that it will be 20 participants from the low fibre group and 20 from the 
high fibre group.  
 
Methods:  
Will the authors control for body weight in their two groups? They 
indicate a range that includes “normal” and “overweight” individuals. 
Dietary fibre has been associated with lower body weights. 
Furthermore, gut microbiota composition has been found to differ in 
relation to body weight. There is a concern that if there is a 
significant difference in the baseline body weights it could be the 
body weight/fat which is impacting the gut microbiota composition 
and response to the intervention instead of or in addition to the 
habitual dietary fibre intake. Gender is another consideration.  
 
Screening questionnaire – consider including gender?  
 
Habitual dietary fibre intake screening – has the FFQ being used 
been tested for reliability and validity? Used in previous studies? 
Please explain or reference other studies. How were the cut-points 
for low dietary fibre and high dietary fibre determined?  
 
Has the appetite questionnaire been validated and tested for 
reliability?  
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How was it determined that 3 weeks will be a sufficient amount of 
time to 1) see an effect of the intervention and 2) allow the individual 
to revert to the pre-intervention state in the washout period?  
 
Are the placebo and prebiotic equicaloric?  
 
Discussion:  
Could dietary fibre type in addition to quantity impact the 
responsiveness to prebiotics? 

 

REVIEWER Raylene Reimer 
University of Calgary  
Canada 

REVIEW RETURNED 24-May-2016 

 

GENERAL COMMENTS The protocol paper by Healey et al. describes the design and 
outcomes for a randomized, double-blind, placebo-controlled, cross-
over study that will assess whether habitual dietary fibre intake 
influences the response to a prebiotic intervention. Given the 
importance of the gut microbiota to health and disease, there is 
interest in understanding which individuals will benefit from dietary 
strategies aimed at optimizing gut microbiota composition and 
function. I have a few points that would help to improve the clarity of 
the manuscript.  
 
Comments:  
1. In the abstract, the authors have defined low dietary fibre intake 
as 18 g/d for females and 22 g/d for males. How does this compare 
to the average fibre intake in New Zealand? What is the rationale for 
these cutoffs? On line 25 of page 4, the authors cite a study where 
low intake was considered 6 g/d which is very different from the 18 
g/d selected for the current study.  
2. Similarly, in the abstract, high dietary fibre intake is defined as 25 
g/d for females and 30 g/d for males. An intake of 25 g/d meets the 
DRI for fibre for female adults but the 30 g/d does not meet the DRI 
of 38 g/d for males (Institute of Medicine). If it doesn’t at least meet 
the DRI for fibre intake in males it cannot be considered high. Please 
provide greater rationale for the low and high definitions in the 
Methods section of the paper.  
3. The first time that appetite is really mentioned is at the end of the 
first paragraph in the Methods section under Study Design. If 
appetite is one of the major secondary objectives the rationale for 
examining it in the context of this study should be provided in the 
Introduction.  
4. The statement on line 24 on page 6 regarding potential 
misclassification into incorrect dietary fibre intake group is confusing. 
Will participants be re-evaluated throughout the study so that this 
misclassification can be identified? Will they be dropped from the 
analysis or just re-classified?  
5. On line 25 of page 7, is it risky to give the participants the option 
to mix the placebo or prebiotic into fruit juice. If they now consume 
fruit juice everyday there are likely to be dietary and metabolic 
changes due to that alone. Probably best to stick with non-caloric 
beverages or beverages that they currently consume.  
6. The Methods section is incomplete at present. The authors should 
provide their planned methodology for the 16S rRNA sequencing 
(i.e. Illumina or other and the detailed protocol or reference to 
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previously published methods they will utilize). There should also be 
methods for the SCFA analysis as well as the means by which they 
will assess appetite (e.g. validated visual analog scales, ad libitum 
lunch buffet, etc.).  
7. Ethical approval was granted July 2015. Please clarify if the study 
is completed. 

 

REVIEWER Dr. Adeela Yasmin 
Institute of Home & Food Sciences, Govt. College University, 
Faisalabad, Pakistan. 

REVIEW RETURNED 27-May-2016 

 

GENERAL COMMENTS At page 3 line number 49, the reference is given in full, instead it 
must be according to the number format. over all the protocol is 
good and acceptable in the present form. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

 

Thank you very much for providing feedback on our study protocol.  

 

Abstract: Rather than indicating that 40 participants will be selected base on the low or high dietary 

fibre group it would be more clear to indicate that it will be 20 participants from the low fibre group and 

20 from the high fibre group.  

 

We have changed the opening sentence of the abstract to make it clearer that 20 low dietary fibre and 

20 high dietary fibre consumers will be recruited (page 2).  

 

Methods: Will the authors control for body weight in their two groups? They indicate a range that 

includes “normal” and “overweight” individuals. Dietary fibre has been associated with lower body 

weights. Furthermore, gut microbiota composition has been found to differ in relation to body weight. 

There is a concern that if there is a significant difference in the baseline body weights it could be the 

body weight/fat which is impacting the gut microbiota composition and response to the intervention 

instead of or in addition to the habitual dietary fibre intake. Gender is another consideration.  

 

During the recruitment phase participants will be matched based on their body weight to ensure there 

is no significant difference in BMI between the low and high dietary fibre intake groups.  

 

Screening questionnaire – consider including gender?  

 

Gender is included in the screening questionnaire and has now been added to the screening 

questionnaire section of the study protocol (page 6- screening questionnaire section).  

 

Habitual dietary fibre intake screening – has the FFQ being used been tested for reliability and 

validity? Used in previous studies? Please explain or reference other studies. How were the cut-points 

for low dietary fibre and high dietary fibre determined?  

 

This questionnaire has been tested and has been found to be valid and reproducible. A paper has 

been written and is planned to be submitted for publication shortly. The high dietary fibre intake cut-

offs were chosen as in New Zealand the recommended dietary fibre intake is >25g/day for females 

and >30g/day for males (1). The low dietary fibre intake cut-offs were chosen as the average dietary 
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fibre intake in New Zealand is 17.5g/day for females and 22.1g/day for males which is well below 

recommended amounts (2). An additional section relating to the dietary fibre cut-off rationale has 

been added to the methods section of the protocol (page 6- habitual dietary fibre intake screening 

section).  

 

Has the appetite questionnaire been validated and tested for reliability?  

 

Yes the questionnaire has been validated (3). We have now made it clear within the protocol that the 

questionnaire has been validated (page 9- secondary outcome measures section) The VAS has also 

been used previously before and after meals (4).  

 

How was it determined that 3 weeks will be a sufficient amount of time to 1) see an effect of the 

intervention and 2) allow the individual to revert to the pre-intervention state in the washout period?  

 

A literature review was conducted to determine what would be an appropriate length for the 

intervention and washout phases. Previous studies have shown that a 3 week prebiotic intervention is 

long enough to elicit changes in the gut microbiota (5). Previous studies have also shown that a 3 

week washout is long enough to ensure gut microbiota return to a baseline composition (6). This 

information has been added to the protocol (page 7- interventions section).  

 

Are the placebo and prebiotic equicaloric?  

 

The prebiotic provides 17kcal per dose (8g) and the placebo provides 31kcal per dose. They do not 

have an equal calorie content but are both extremely low calorie. This information has been added to 

the protocol (page 7- interventions section).  

 

Discussion: Could dietary fibre type in addition to quantity impact the responsiveness to prebiotics?  

 

It is difficult to generate data on the specific types of fibre consumed (i.e. resistant starch, 

oligosaccharides, cellulose, hemicellulose, pectin etc.) as the New Zealand food composition 

database only specifies total dietary fibre amounts. We are interested in determining whether habitual 

fructan intakes have an influence on bacterial responsiveness so the fructan intake FFQ will prove 

useful.  
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Reviewer 2  
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Thank you very much for providing feedback on our study protocol.  

 

1. In the abstract, the authors have defined low dietary fibre intake as 18 g/d for females and 22 g/d 

for males. How does this compare to the average fibre intake in New Zealand? What is the rationale 

for these cutoffs? On line 25 of page 4, the authors cite a study where low intake was considered 6 

g/d which is very different from the 18 g/d selected for the current study.  

2. Similarly, in the abstract, high dietary fibre intake is defined as 25 g/d for females and 30 g/d for 

males. An intake of 25 g/d meets the DRI for fibre for female adults but the 30 g/d does not meet the 

DRI of 38 g/d for males (Institute of Medicine). If it doesn’t at least meet the DRI for fibre intake in 

males it cannot be considered high. Please provide greater rationale for the low and high definitions in 

the Methods section of the paper.  

 

Answer to questions 1 and 2- The average dietary fibre intake in New Zealand is 17.5g/day for 

females and 22.1g/day for males which is below recommended amounts and is why the <18g/day for 

female and <22g/day for male cut-offs were chosen (1). In New Zealand the recommended dietary 

fibre intake is >25g/day for females and >30g/day for males and this is why the high dietary fibre 

intake cut-offs were chosen (2). The latest version of the New Zealand Eating and Activity guidelines 

for adults has outlined that “recommendations suggest that adults should eat 25-30g of dietary fibre 

every day and ideally, to prevent non-communicable disease, women should have 28g and men 

should gave 38g” (3). An additional section relating to the dietary fibre cut-off rationale has been 

added to the methods section of the protocol (page 6- habitual dietary fibre intake screening section).  

 

Answer to question 1- With regards to the cited low dietary fibre intake amount of 6g/day from the Eid 

et al, 2015 paper this appears to be extremely low compared to recommendations and the usual 

dietary fibre intakes in New Zealand. Even the 10th percentile for dietary fibre intakes in New Zealand 

is 12.8g/day (1). The specific dietary fibre amounts for the cited paper have been removed from the 

protocol to reduce any confusion (page 4- second to last paragraph of the introduction).  

 

3. The first time that appetite is really mentioned is at the end of the first paragraph in the Methods 

section under Study Design. If appetite is one of the major secondary objectives the rationale for 

examining it in the context of this study should be provided in the Introduction.  

 

Appetite is briefly mentioned within the introduction (page 3, paragraph 2 of the introduction), as is 

SCFA which is another secondary outcome.  

 

4. The statement on line 24 on page 6 regarding potential misclassification into incorrect dietary fibre 

intake group is confusing. Will participants be re-evaluated throughout the study so that this 

misclassification can be identified? Will they be dropped from the analysis or just re-classified?  

 

The misclassification statement has been removed from the protocol. Participants may be re-

classified into another dietary fibre intake group if their dietary fibre intake is lower or higher than the 

dietary fibre short FFQ indicated based on the analysis of the four 3-day diet records each participant 

completes. Participants will not be dropped from the analysis therefore this statement does not need 

to be made within the sample size calculations section (page 6-sample size calculations section).  

 

5. On line 25 of page 7, is it risky to give the participants the option to mix the placebo or prebiotic into 

fruit juice. If they now consume fruit juice everyday there are likely to be dietary and metabolic 

changes due to that alone. Probably best to stick with non-caloric beverages or beverages that they 

currently consume.  

 

Participants will be advised to mix the prebiotic and placebo into beverages they consume on a 
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regular basis which may include fruit juice. The advice given will be individualised depending on each 

participant’s habitual beverage intake. This section has been updated within the protocol (page 7- 

interventions section).  

 

6. The Methods section is incomplete at present. The authors should provide their planned 

methodology for the 16S rRNA sequencing (i.e. Illumina or other and the detailed protocol or 

reference to previously published methods they will utilize). There should also be methods for the 

SCFA analysis as well as the means by which they will assess appetite (e.g. validated visual analog 

scales, ad libitum lunch buffet, etc.).  

 

The specific details relating to the sequencing (Illumina MiSeq), SCFA (gas chromatography) and 

appetite (100mm anchored VAS) methods that will be used can be found within the outcome 

measures section on page 8 and 9. An additional reference was included for the QIIME software 

(page 9- ref 45).  

 

7. Ethical approval was granted July 2015. Please clarify if the study is completed.  

 

The ethics approval granted in July 2015 was for two studies; a validation study for the dietary fibre 

intake FFQ and this study. The validation study was conducted between August 2015 and March 

2016. Recruitment for this study was commenced in March 2016 and it is planned that the study will 

be completed in August/September 2016.  

 

References  

1. Ministry of Health. A Focus on Nutrition Key Findings of the 2008/09 New Zealand Adult Nutrition 

Survey.; 2011.  

2. Ministry of Health, Department of Health and Ageing. Nutrient Reference Values for Australia and 

New Zealand- Executive Summary.; 2006.  

3. Ministry of Health. Eating and Activity Guidelines for New Zealand Adults.; 2015.  

 

Reviewer 3  

 

Thank you very much for providing feedback on our study protocol.  

 

At page 3 line number 49, the reference is given in full, instead it must be according to the number 

format.  

 

Your comment has been address within the revised version of the study protocol (page 3- third 

paragraph of the introduction). 

 

VERSION 2 – REVIEW 

REVIEWER Jill Parnell 
Mount Royal University  
Canada 

REVIEW RETURNED 15-Jul-2016 

 

GENERAL COMMENTS The authors have adequately addressed all of my comments. I have 
no further concerns. I look forward to the results of the study.   

 

REVIEWER Raylene Reimer 
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University of Calgary, Canada 

REVIEW RETURNED 11-Jul-2016 

 

GENERAL COMMENTS All concerns have been addressed.  
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