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VERSION 1 - REVIEW

REVIEWER

James Galloway
King's College London, UK

REVIEW RETURNED

17-Jul-2017

GENERAL COMMENTS

Well presented study plan. Justification is extensive and clear, and
from a clinician's perspective, | would welcome this research.

I will offer the following specific comments about the proposol:

1) The tool for capturing dietary exposure (FFQ) has important
limitations, including the long term recall required (over 12 months).
A number of studies have demonstrated the relationship between
FFQ and objective quantification of dietary intake, and it would be
important to explore these in detail - as there are several established
confounders (e.g. smoking) which may introduce bias into the
proposed study.

| accept all food questionnaires have limitations - but | also think that
one of the biggest risks to this study finding a result due to type 2
error will be due to the imprecision of the FFQ.

2) | am nervous about the sample size. The proposal contains a
clear sample size - but given the non-randomised nature of the study
accompanied by the heterogeneous cohort - | think they will be
significantly underpowered to achieve their aims. Across the
inflammatory diseases there important differences - including age -
which varies substantially (e.g. Crohn's v RA).



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

Given that the impact of diet may be different in the subgroups - |
think some background contrasting the known differences in FFQ
between subgroups would be relevant. Even perhaps some pilot
data to quantify differences in FFQ in the disease groups would
help?

3) Have patients been involved in the development of this protocol?
It would be reassuring to know that the questionnaire burden is

acceptable.

REVIEWER Dr. David Meyre (PhD, Associate Professor)
McMaster University, Canada

REVIEW RETURNED 26-Jul-2017

GENERAL COMMENTS Study protocol by R. Christensen and colleagues:

1-The authors may provide the disease subtypes and sample sizes
targeted, as well as the dates of the study in the abstract.

2-Using the “rule of the thumb” method to determine the optimal
sample size is a little bit questionable. The authors may rather use
power calculation tables.

3-As multiple statistical tests will be performed in the course of the
study, the authors may consider using a Bonferroni correction. Using
a P < 0.05 may considerably increase the risk of false positive
association claim.

4-Please add a Strengths and Limitations of the study’ chapter. As
an illustration, one limitation may be that the effects of possible
interactions between biological individual differences (genetics,
epigenetics, microbiome...) and dietary factors on the response to
treatments will not be investigated in the study.

5-P11: please replace “Marts 2019” by “Mars 2019”




VERSION 1 - AUTHOR RESPONSE

Reviewer: 1
Reviewer Name: James Galloway
Institution and Country: King's College London, UK Competing Interests: None declared.

Well presented study plan. Justification is extensive and clear, and from a clinician's perspective, |
would welcome this research.

| will offer the following specific comments about the proposol:

Comment 1) The tool for capturing dietary exposure (FFQ) has important limitations, including the
long term recall required (over 12 months). A number of studies have demonstrated the relationship
between FFQ and objective quantification of dietary intake, and it would be important to explore these
in detail

- as there are several established confounders (e.g. smoking) which may introduce bias into the
proposed study.

| accept all food questionnaires have limitations - but | also think that one of the biggest risks to this
study finding a result due to type 2 error will be due to the imprecision of the FFQ.

Response: Thank you for this comment. We have added a new section:

Strengths and limitations of the study

The FFQ we use in the present study has been widely used in prospective cohort studies such as
European prospective investigations in cancer and other chronic diseasesl 2. It has also been
extensively used and evaluated in the Danish population, and results from e.g. different methods were
consistent 3 4. However, the FFQ may have some limitations, in particular in respect to missing
information on portion sizes5 6. We therefore modified this FFQ to capture portion size as well5. A
potential limitation is the use of the FFQ among patients who may not have the strength to fill out a
comprehensive questionnaire. However, our pilot study of 10 hospital patients (50-70 years of age)
showed that they were able to complete the FFQ within 40-50 minutes and no complaints were
reported (personal communication). Imprecision of the FFQ will lead to large confidence intervals. The
result will most likely lead to null results (rather than results due to type 2 errors). The disease groups
are expected to vary in several aspects such as age, gender, and body mass index (BMI). We cannot
rule out that selective diet reporting may affect responders and non-responders differentially 7. On the
other hand, studies have suggested that dietary patterns are relatively stable among adults in the
Danish population 8. Due to the study design and the limited number of participants, there might be
differences in lifestyle between responders and non-responders not captured by this study. Similarly,
this study has only limited power to detect gene-environment interactions. In order to avoid potential
type 2 errors, results should be replicated in other well-characterized patients with prospectively
sampled dietary information and, preferably, in cohorts from other countries in order to evaluate the
robustness of the results.



Comment 2) | am nervous about the sample size. The proposal contains a clear sample size - but
given the non-randomised nature of the study accompanied by the heterogeneous cohort - | think they
will be significantly underpowered to achieve their aims. Across the inflammatory diseases there
important differences - including age - which varies substantially (e.g. Crohn's v RA). Given that the
impact of diet may be different in the subgroups - | think some background contrasting the known
differences in FFQ between subgroups would be relevant. Even perhaps some pilot data to quantify
differences in FFQ in the disease groups would help?

Response: Please refer to the discussion above.

Comment 3) Have patients been involved in the development of this protocol? It would be reassuring
to know that the questionnaire burden is acceptable.

Response: The questionnaire and the protocol has been evaluated by the Danish Colitis-Crohn
Association, represented by the director Charlotte Lindgaard Nielsen, the Danish Psoriasis
Association, represented by the director Lars Werner, and three patients (with rheumatoid arthritis,
axial spondyloarthritis, psoriatic arthritis, respectively) who found the project interesting and relevant
and the questionnaire burden acceptable. Furthermore, our pilot study of 10 hospital patients (50-70
years of age) showed that they were able to complete the FFQ within 40-50 minutes and no
complaints were reported.

Reviewer: 2
Reviewer Name: Dr. David Meyre (PhD, Associate Professor) Institution and Country: McMaster
University, Canada Competing Interests: None declared.

Study protocol by R. Christensen and colleagues:

Comment 1-The authors may provide the disease subtypes and sample sizes targeted, as well as the
dates of the study in the abstract.

Response: Thank you. We have added the information to the abstract.

Comment 2-Using the “rule of the thumb” method to determine the optimal sample size is a little bit
questionable. The authors may rather use power calculation tables.

Response: We agree completely with the reviewer that RoT’s are made only for pragmatic reasons.
We have now emphasised the more formal sample size justification in the ‘Statistical methods’
section:

As using the “rule of thumb” method to justify the sample size could be perceived as being
guestionable, we also estimated the statistical power to detect a difference between two dietary
groups: For the contrast between groups, for a comparison of two independent binomial proportions
(those with high fibre AND low meat intake vs other) using Pearson's Chi-square statistic with a Chi-
square approximation with a two-sided significance level of 0.05 (P<0.05), a total sample size of 318 -
assuming an “allocation ratio” of 1 to 2 (one third) - has an approximate power of 0.924 (i.e. >90 %
statistical power) if the anticipated proportions responding are 60 % and 40 %, respectively.

Comment 3-As multiple statistical tests will be performed in the course of the study, the authors may
consider using a Bonferroni correction. Using a P < 0.05 may considerably increase the risk of false
positive association claim.



Response: This is obviously a very good point; multiplicity issues should always be considered
explicitly. However, as the Bonferroni-adjusted tests are well known for their conservative nature, we
would prefer not to perform these per default. In the ‘Statistical methods’ section we have now added:
No interim analyses will be performed. All reported P values will be two-sided and will not be adjusted
for multiple comparisons per default. However, due to potential issues of multiplicity - as multiple
statistical tests will be performed in the study — we will interpret “statistically significant” findings in the
context of whether the 95 % confidence interval (95 % CI) excludes what could be perceived as
clinically important. We will use consistent language to describe the effects that might have appeared
as a chance finding: “The prognostic factor appears to have little or no effect on the clinical outcome if
the point estimate or the boundaries of the 95 % CI lie between 0.80 and 1.25”. Thus, despite an
apparently statistically significant finding (P<0.05), a relative point estimate within the range of 0.80
and 1.25 will be considered absence of a clinically meaningful effect.

Comment 4-Please add a Strengths and Limitations of the study’ chapter. As an illustration, one
limitation may be that the effects of possible interactions between biological individual differences
(genetics, epigenetics, microbiome...) and dietary factors on the response to treatments will not be
investigated in the study.

Response: Thank you for this proposal which has definitely improved the manuscript. The new
section is inserted above.

Comment 5-P11: please replace “Marts 2019” by “Mars 2019”

Response: In accordance with this comment the manuscript has now been checked thoroughly by a
native English speaking person.
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VERSION 2 - REVIEW

REVIEWER Galloway
King's College London

REVIEW RETURNED 03-Sep-2017

GENERAL COMMENTS The authors have reassured me, addressing my original comments.
There remain minor typographical issues. | have no other
comments.

REVIEWER Dr. David Meyre (PhD, Associate Professor)
McMaster University, Canada

REVIEW RETURNED 18-Sep-2017

| GENERAL COMMENTS

The authors adequately addressed my comments, thank you.




