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Dear Dr. Topiwala  

 

Manuscript ID BMJ.2016.034088.R1 entitled "Moderate alcohol consumption as a risk factor for 

adverse brain outcomes: a 30-year prospective cohort study"  

 

Thank you for sending us your paper. We sent it for additonal external peer review. 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 reviewers, 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,  

 

 
dr. Wim Weber  

European editor, The BMJ  

wweber@bmj.com  

 

https://mc.manuscriptcentral.com/bmj?URL_MASK=c43592c43e4f42b2b7aef55d9ae8df47  

 

 

 

**Comments from The BMJ’s editors**  
 

As I mentioned we had an internal discussion about the way you analyzed the imaging data. As 

the imaging analysis is done for all scans, in the same way, it will not affect the results about 

alcohol consumption. We understand that these automated algorithms are complex and mostly 

developed for a specific cohort, as these tools highly depend on the used MRI machine, setting, 

etc. You could say, however, whether and how you have tested these automated tools (maybe 

we missed that point).  

 

We also felt that you still use too strong (causal) language in the paper. We also think that you 

cannot make any inference with regard to Alzheimer’s disease, as you provide no data.  We 
would lile to ask you to remove this at least from the abstract.  

 

 

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.  

 

 

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:  

BMJ.2016.034088.R1  
 

Statistical review  

 

The manuscript reports a study of the relationship between longitudinal alcohol use and 

measures of brain structure and cognitive decline.   Study participants are from the Whitehall II 

cohort, which provides 30 years of follow-up on alcohol consumption, potential confounders and 

cognitive function tests.   The paper reports details from a subset of participants who 

underwent functional MRI imaging between 2012 and 2015.  

 

1. The paper presents a clear description of the selection of the subgroup of participants.   
Could the authors provide more detail as to how those included in the analysis relate to the 

whole Whitehall II cohort?  

 

2. Table 1 currently provides a description of the characteristics of the cohort by safe and 

unsafe alcohol use – please add in the n in each row where only percentages are currently 

stated (keep the percentages in brackets).  Please add estimates of the difference between 

groups with 95% CI rather than bolding statistically significant results.  The BMJ is not keen on 



focusing on results simply being categorised as statistically significance or not.  

 

3. All of the summary data on alcohol consumption has ended up in the supplementary 

materials.  The editor may be able to advise on what needs to be presented in the main paper, 
but given it is the main variable of interest in this paper, I would expect the distribution to be 

reported in the main paper (so maybe Figure 1).   I do not understand why the authors have 

superimposed badly fitting normal distributions on the plots in Figure 1. 

 

4. The analysis of brain structure is undertaken first using spatial statistical methods, for which 

I have no expertise, and can make no judgement as to whether the methods used are 

appropriate.   The presentation of the findings is through a colour contoured image, with colour 

apparently reflecting the statistical significance of the correlation between average alcohol 

consumption and the brain imaging parameter measured at that point.  Do the authors have 
any information about the magnitude of the correlations, and are able to judge their clinical 

significance?   (The journal might like to check that they have an opinion on this paper from an 

individual experienced in the use of these methods).  

 

5. Confirmatory analyses of hippoocampal atrophy and hippocampal volume are more standard 

analyses for the BMJ to report, as are the changes in cognition over time.  However, the 

presentation of some of these analyses could be improved.  

 

6. The data and analysis for hippoocampal atrophy are reported in full in Table 2. Figure 4 

repeats these findings in a graphical manner, and perhaps is superfluous.    
 

7. Table 3 contains beta coefficients from an analysis of hippocampal volume with alcohol use.   

Could you please explain what the beta coefficients here are estimating, how they should be 

interpreted, and explain the difference between standardised and unstandardized values. 

 Ideally the table should not mention “beta” at all but rather label the values with an 

informative description (beta values are estimating a change in y for a unit change in x, so 

please label to explain what y is chaiging are and ensure they are expressed in sensible 

mutliples of units to avoid confidence intervals going from 0.00 to 0.00 for example).  Also the 

related plot (Figure 2 in the additional materials) indicates that there are some outliers with 
exceptionally high alcohol consumptions figures – has an analysis been done excluding the 

highest three values to investigate its stability? 

 

8. Presentation of the results from the analysis of cognitive function are confusing.   No 

summary data and minimal results from the analysis are presented in the text (only Table 5 on 

lexical fluency and beta coefficients in the text).  There is an additional appendix table which 

contains only beta values some of which have zero values with CIs from zero to zero.  Could 

this table be revised and included in the main text.  Please ensure that it gives a summary of 

the distribution of these measures as well as the estimates from the models, again using 

informative labels which giving an explanation of how the beta parameter values should be 
interpreted.    

 

9. Again structural equation modelling is not a technique which I am familiar with, so obtaining 

an expert assessment on this method might be appropriate.  

 

10. The paper does not report any of the relationships of the confounders with measures of 

brain abnormality or cognitive decline.   There is an opportunity in the supplementary materials 

to report whether these potential confounders actually had observable relationships.   This 

might assist a reader in effect of alcohol consumption in the context of the effects of other 
variables.  

 

 

 

Additional Questions:  

Please enter your name: Prof Jon Deeks  

 

Job Title: Professor of Biostatistics  

 
Institution: University of Birmingham  

 

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-checklists/declaration-competing-interests'target='_new'> (please 

see BMJ policy) </a>please declare them here:  

 

 

Reviewer: 2  

 

Recommendation:  

 

Comments:  
I think the paper has been hugely improved by the changes made. I have only very minor 

issues ot raise.  

 

Abstract: ‘Increased alcohol use was also associated with differences in corpus callosum 

microstructure....’     As discussed by one of the other reviewers, I wonder if ‘higher’ would be a 

better word choice than ‘increased’  

Page 9: ‘Social class (1-3) was determined according to occupation at Phase 3 (highest 

class=1, lowest=4).’   Are there three or four social classes?  

 

Page 16: Table: MoCA score has two decimal places for unsafe drinkers (others just one)  
 

 

Additional Questions:  

Please enter your name: Killian Welch  

 

Job Title: Consultant Psychiatrist  

 

Institution: NHS Lothian  

 
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-checklists/declaration-competing-interests'target='_new'> (please 

see BMJ policy) </a>please declare them here:  

 

 

Reviewer: 3  

 

Recommendation:  

 

Comments:  
The authors have responded to my previous comments.  

I only have one minor suggestion. As the authors now added the cognitive component into the 

study, the manuscript title should be revised accordingly. Also, because it seems that the brain 

imaging component is still the focus of the manuscript and the data on brain imaging is cross-

sectional, I would suggest remove 'a 30-year cohort study' from the title to avoid confusion.  

 

Additional Questions:  

Please enter your name: Yian Gu  

 

Job Title: Assistant Professor  
 

Institution: Columbia University  

 

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-checklists/declaration-competing-interests'target='_new'> (please 

see BMJ policy) </a>please declare them here:  

 

 

 

 

   

**Information for submitting a revision**  
 

Deadline: Your revised manuscript should be returned within one month.  

 

How to submit your revised article: Log into http://mc.manuscriptcentral.com/bmj and enter 

your Author Center, where you will find your manuscript title listed under "Manuscripts with 

Decisions." Under "Actions," click on "Create a Revision." Your manuscript number has been 

appended to denote a revision.  

 

You will be unable to make your revisions on the originally submitted version of the manuscript. 
Instead, revise your manuscript using a word processing program and save it on your 

computer. Once the revised manuscript is prepared, you can upload it and submit it through 

your Author Center. When submitting your revised manuscript, you will be able to respond to 

the comments made by the reviewer(s) and Committee in the space provided. You can use this 

space to document any changes you make to the original manuscript and to explain your 

responses. In order to expedite the processing of the revised manuscript, please be as specific 

as possible in your response to the reviewer(s). As well as submitting your revised manuscript, 

we also require a copy of the manuscript with changes highlighted. Please upload this as a 

supplemental file with file designation ‘Revised Manuscript Marked copy’. Your original files are 

available to you when you upload your revised manuscript. Please delete any redundant files 
before completing the submission.  

 

When you revise and return your manuscript, please take note of all the following points about 

revising your article. Even if an item, such as a competing interests statement, was present and 

correct in the original draft of your paper, please check that it has not slipped out during 

revision. Please include these items in the revised manuscript to comply with BMJ style (see: 

http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements 

and  

http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-checklists).  
 

Items to include with your revision (see http://www.bmj.com/about-bmj/resources-

authors/article-types/research):  

 

1. What this paper adds/what is already known box (as described at 

http://resources.bmj.com/bmj/authors/types-of-article/research)  

 

2. Name of the ethics committee or IRB, ID# of the approval, and a statement that participants 

gave informed consent before taking part. If ethics committee approval was not required, 
please state so clearly and explain the reasons why (see 

http://resources.bmj.com/bmj/authors/editorial-policies/guidelines.)  

 

3. Patient confidentiality forms when appropriate (see 

http://resources.bmj.com/bmj/authors/editorial-policies/copy_of_patient-confidentiality).  

 

4. Competing interests statement (see http://resources.bmj.com/bmj/authors/editorial-

policies/competing-interests)  

 

5. Contributorship statement+ guarantor (see http://resources.bmj.com/bmj/authors/article-
submission/authorship-contributorship)  

 

6. Transparency statement: (see http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/transparency-policy)  

 

7. Copyright statement/licence for publication (see http://www.bmj.com/about-bmj/resources-

authors/forms-policies-and-checklists/copyright-open-access-and-permission-reuse)  



 

8. Data sharing statement (see http://www.bmj.com/about-bmj/resources-authors/article-

types/research)  

 
9. Funding statement and statement of the independence of researchers from funders (see 

http://resources.bmj.com/bmj/authors/article-submission/article-requirements).  

 

10. Patient involvement statement (see http://www.bmj.com/about-bmj/resources-

authors/article-types/research).  

 

 

11. Please ensure the paper complies with The BMJ’s style, as detailed below:  

 
a. Title: this should include the study design eg "systematic review and meta-analysis.”  

 

b. Abstract: Please include a structured abstract with key summary statistics, as explained 

below (also see http://resources.bmj.com/bmj/authors/types-of-article/research). For every 

clinical trial - and for any other registered study- the last line of the abstract must list the study 

registration number and the name of the register.  

 

c. Introduction: This should cover no more than three paragraphs, focusing on the research 

question and your reasons for asking it now.  

 
d. Methods: For an intervention study the manuscript should include enough information about 

the intervention(s) and comparator(s) (even if this was usual care) for reviewers and readers to 

understand fully what happened in the study. To enable readers to replicate your work or 

implement the interventions in their own practice please also provide (uploaded as one or more 

supplemental files, including video and audio files where appropriate) any relevant detailed 

descriptions and materials. Alternatively, please provide in the manuscript urls to openly 

accessible websites where these materials can be found.  

 

e. Results: Please report statistical aspects of the study in line with the Statistical Analyses and 
Methods in the Published Literature (SAMPL) guidelines http://www.equator-

network.org/reporting-guidelines/sampl/. Please include in the results section of your 

structured abstract (and, of course, in the article's results section) the following terms, as 

appropriate:  

 

i. For a clinical trial: Absolute event rates among experimental and control groups; RRR 

(relative risk reduction); NNT or NNH (number needed to treat or harm) and its 95% confidence 

interval (or, if the trial is of a public health intervention, number helped per 1000 or 100,000.)  

ii. For a cohort study: Absolute event rates over time (eg 10 years) among exposed and non-

exposed groups; RRR (relative risk reduction.)  
iii. For a case control study:OR (odds ratio) for strength of association between exposure and 

outcome.  

iv. For a study of a diagnostic test: Sensitivity and specificity; PPV and NPV (positive and 

negative predictive values.)  

v. For a systematic review and/or meta-analysis: Point estimates and confidence intervals for 

the main results; one or more references for the statistical package(s) used to analyse the 

data, eg RevMan for a systematic review. There is no need to provide a formal reference for a 

very widely used package that will be very familiar to general readers eg STATA, but please say 

in the text which version you used. For articles that include explicit statements of the quality of 
evidence and strength of recommendations, we prefer reporting using the GRADE system.  

 

f. Discussion: To minimise the risk of careful explanation giving way to polemic, please write 

the discussion section of your paper in a structured way. Please follow this structure: i) 

statement of principal findings of the study; ii) strengths and weaknesses of the study; iii) 

strengths and weaknesses in relation to other studies, discussing important differences in 

results; iv) what your study adds (whenever possible please discuss your study in the light of 

relevant systematic reviews and meta-analyses); v) meaning of the study, including possible 

explanations and implications for clinicians and policymakers and other researchers; vi) how 
your study could promote better decisions; vi) unanswered questions and future research  

 

g. Footnotes and statements  

 

Online and print publication: All original research in The BMJ is published with open access. Our 

open access policy is detailed here: http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/copyright-open-access-and-permission-reuse. The full text online 

version of your article, if accepted after revision, will be the indexed citable version (full details 

are at http://resources.bmj.com/bmj/about-bmj/the-bmjs-publishing-model). The print and 

iPad BMJ will carry an abridged version of your article. This abridged version of the article is 
essentially an evidence abstract called BMJ pico, which we would like you to write using the 

template downloadable at http://resources.bmj.com/bmj/authors/bmj-pico. Publication of 

research on bmj.com is definitive and is not simply interim "epublication ahead of print", so if 

you do not wish to abridge your article using BMJ pico, you will be able to opt for online only 

publication. Please let us know if you would prefer this option. If your article is accepted we will 

invite you to submit a video abstract, lasting no longer than 4 minutes, and based on the 

information in your paper’s BMJ pico evidence abstract. The content and focus of the video 



 

must relate directly to the study that has been accepted for publication by The BMJ, and should 

not stray beyond the data. 

Date Sent: 22-Nov-2016 
  

 

 

  

  

 

 

 


