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Dear Dr. Qi  

 

Manuscript ID BMJ.2017.040084 entitled "Improving adherence to healthy dietary 

patterns, genetic risk, and long-term weight gain"  

 

Thank you for sending us your paper. We sent it for external peer review and 

discussed it at our manuscript committee meeting. We recognise its potential 

importance and relevance to general medical readers, but I am afraid that we have 

not yet been able to reach a final decision on it because several important aspects of 

the work still need clarifying.  

 

We hope very much that you will be willing and able to revise your paper as 

explained below in the report from the manuscript meeting, so that we will be in a 

better position to understand your study and decide whether the BMJ is the right 

journal for it. We are looking forward to reading the revised version and, we hope, 

reaching a decision.  

 

Yours sincerely,  

 

 

Georg Roeggla  

groggla@bmj.com  

 

 

**Report from The BMJ’s manuscript committee meeting**  

 

These comments are an attempt to summarise the discussions at the manuscript 

meeting. They are not an exact transcript.  

 

Manuscript meeting 10.08.2017  

 

Jose Merino (chair), Jamie Kirkham (stats), Elizabeth Loder, Wim Weber, Tiago 

Villanueva, Rubin Minhas, Daoxin Yin, John Fletcher, Joseph Freer, Georg Roeggla, 

Sophie Cook, Mike Mittelman  

 

Decision: Ask for revision  

 

The committee was interested in the topic of your research. The following concerns 

were mentioned:  

 

• We found this paper quite intense to read.  The results text is full of 

numeric estimates, and without the content knowledge, we weren’t getting a sense 

of whether these results represented important differences or not.  

• For our understanding, the differences seemed to be small with little 

variability.  There was a lot of referencing to supplementary material; this seemed 

to make the read even more challenging.  

• Perhaps the manuscript needs to be restructured to appear more palatable 

to the general reader  

• A value this might have is to remind us that when thinking about weight, 

BMI and diet, one doesn't really have to factor in the genetic predisposition. We 

acknowledge this isn't really the way you have framed it. Please comment.  

• The difficulty in interpreting the findings and the large amount of analysis 

may be off-putting for a general reader.  

• Even if you have a genetic predisposition to obesity, adherence to a good 

diet is still beneficial. Good to know. What are the clinical implications?  



• Following a diet is beneficial in terms of weight gain. Are other outcomes 

affected?  

• Is the genetic score valid? As the committee understands it, it simply counts 

how many alleles that place you at risk you have. Isn’t this a simplistic way of 

looking at it, because we  assume that co-occurrence of certain alleles may be 

synergistic in terms of risk of obesity and some may even be protective or cancel 

each other out when they both occur.  

• The genetics are difficult to follow  

• We agree with the reviewer who wants you to comment on the clinical 

significance of the weight changes achieved by diet, and on the public health impact 

of their findings.  

• The effect is very small, but overall the message is an encouraging one. The 

committee thought it's also the sort of information that many doctors and patients 

want  

• Could you improve the discussion by placing the effect sizes more in context 

with intervention studies aimed at weight loss, that seem to have effects in similar 

ranges.  

 

First, please revise your paper to respond to all of the comments by the reviewers. 

Their reports are available at the end of this letter, below. Please also respond to the 

additional comments by the committee.  

 

In your response please provide, point by point, your replies to the comments made 

by the reviewers and the editors, explaining how you have dealt with them in the 

paper.  

 

** Comments from the external peer reviewers**  

 

Reviewer: 1  

 

Recommendation:  

 

Comments:  

Gene-diet interaction is topical. In this study, the authors hypothesized that 

improving adherence to healthy diet patterns (as measured by three widely used 

diet scores) may attenuate the genetic influence on long-term weight gain. The 

findings confirmed the hypothesis in two well-known US cohorts with a 20-year 

follow-up. This study, to the best of my knowledge, is the first study examining the 

interaction between change in overall dietary patterns and genetic risk on 

longitudinal BMI/weight change. It is an interesting and impressive study. It has 

been suggested that the change-on-change analysis in discrete periods may 

generate more robust, consistent, and biologically plausible relations between diet 

and long-term weight change. (Smith JD, et al. A Comparison of Different Methods 

for Evaluating Diet, Physical Activity, and Long-Term Weight Gain in 3 Prospective 

Cohort Studies. J Nutr 2015;145:2527-34.)  

 

The analyses were comprehensive, and the manuscript is well-written. I would like 

to make a few comments to make the results much easier to interpret for readers.  

 

Methods:  

Please briefly describe genotyping quality information such as success rate for the 

SNPs included in the GRS, and whether proxy SNPs were used.  

 

Discussion:  

The magnitude of BMI/weight change in whatever groups seems small. The authors 

may add public health implications of the findings to the discussion.  

 



Additional Questions:  

Please enter your name: Jun Lv  

 

Job Title: Professor  

 

Institution: Peking University Health Science Center  

 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  

 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A 

HREF='http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-check

lists/declaration-competing-interests'target='_new'> (please see BMJ policy) 

</a>please declare them here:  

 

 

Reviewer: 2  

 

Recommendation:  

 

Comments:  

Manuscript review for BMJ.2017.040084  

Comments for the authors:  

Dr. Wang and coauthors have used the data from the Nurse’s Health Study and  

the Health Professionals Gollow-up Study to examine the interaction of dietary 

patterns  

as assessed by the Alternate Health Eating Index, DASH pattern analysis and the  

Alternative Mediterranean Diet pattern analysis with a genetic predisposition score 

that  

was based on 77 markers for BMI variations. Adherence the AHEA and DASH, but 

not  

the Mediterranean diet attenuated the impact of BMI change over 20 years.  

This reviewer finds the paper very difficult to comprehend. A 0.1 BMI change is  

not easily grasped. The BMI is a useful concept, but not intuitive since it has a 

squared  

term for height in the denominator. If I understand correction, an individual who is 

1.8 m  

tall should have about 0.32 kg change for each 0.1 BMI unit change. Is this correct? 

If  

so you might provide some sort of calculation somewhere in the text.  

 

Although the results are statistically significant this would not seem useful  



as a weight management strategy as the authors suggest on p 15 line 42 since  

this is a very small degree of weight change.  

The large quantity of supplemental material which most readers won’t retrieve  

also makes the paper very difficult to read. I had easy access to it, but there was 

still a  

lot of it!  

Specific Comments:  

Abstract:  

On line 41 you describe the BMI change of 0.07 for each 10 risk allele increment 

which  

you say is 0.16 kg weight change (Using 3.24 as the square of the 1.8 meter 

individual  

described above I would come out with 0.22 kg weight  

 

Additional Questions:  

Please enter your name: George Bray  

 

Job Title: x  

 

Institution: Pennington Medical  

 

Reimbursement for attending a symposium?:  

 

A fee for speaking?:  

 

A fee for organising education?:  

 

Funds for research?:  

 

Funds for a member of staff?:  

 

Fees for consulting?:  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?:  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?:  

 

If you have any competing interests <A 

HREF='http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-check

lists/declaration-competing-interests'target='_new'> (please see BMJ policy) 

</a>please declare them here:  

 

 

Reviewer: 3  

 

Recommendation:  

 

Comments:  

In the submitted paper “Improving adherence to healthy dietary patterns, genetic 

risk, and long-term weight gain” Wang et al. examines if the association between 

genetic predisposition to a higher BMI and long-term weight gain is modified by 

healthy dietary patterns (measured using “the healthy eating index 2010”, “dietary 

approach to stop hypertension” and “alternate mediterranean diet”).  

 



For all three dietary patterns the study suggests that improving dietary quality 

attenuates the genetic association with weight gain.  

 

The paper is well written, two well-established cohorts and validated dietary 

measures are used, and statistical analyzes seems thoroughly conducted.  

 

If I understand correctly, the authors looked at dietary changes and weight changes 

during the same periods (change between the beginning and the end of each 4-year 

interval). Although this approach provides some advantages, it also introduces some 

limitations in terms of causality, and I think the authors should elaborate on this in 

their discussion. Is it possible, using the described cohorts, to look at change in diet 

and subsequent change in weight?  

 

 

Additional Questions:  

Please enter your name: Sofus C. Larsen  

 

Job Title: Postdoc  

 

Institution: Parker Institute  

 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  

 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A 

HREF='http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-check

lists/declaration-competing-interests'target='_new'> (please see BMJ policy) 

</a>please declare them here:  

 

 

 

 


