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Dear Dr. Bell  

 

# BMJ.2016.034988 entitled "Association of clinically recorded alcohol consumption with the initial 

presentation of twelve cardiovascular diseases:  a population-based cohort study using linked health 

records"  

 

Thank you for sending us your article, which we read with interest. Unfortunately we do not consider 
it suitable for publication in its present form. However if you are able to amend it in the light of our 

and/or reviewers' comments, we would be happy to consider it again.  

 

Please note that resubmitting your manuscript does not guarantee eventual acceptance, and that 

your resubmission may be sent again for review.  

 

We discussed your manuscript at a recent weekly meeting of the editors.  Present at the meeting 

were:  

Jose Merino, John Fletcher, Elizabeth Loder (Chair), Raphael Perera (statistician), Georg Roeggla, 

Tiago Villanueva, Amy Price.  
 

Points arising at the meeting were:  

1. We enjoyed reading your manuscript and it covers a topic that will be of interest to many of our 

readers and to the general public.  The size of the research database means you can usefully 

comment on clinical sub groups that many cohorts are too small to study.  

2. Our main reason for not offering to publish your study is we cannot tell how reliable the 

information on the "exposure" variable is.  We are aware that UK doctors have a financial incentive 

to record information on alcohol consumption for patients with some chronic conditions and this could 

bias the information available to you for your analysis.  
3. What proportion of adult records contain an entry for alcohol consumption?  If this proportion were 

high (say 60 to 70%) then we would have more confidence in the new information provided by your 

study and would be willing to reconsider a revised version of your manuscript.  If it were only the 

minority of patients however then we would not be able to offer publication.  

4. The reviewers' comments are at the end of this letter.  If you do decide to resubmit your 

manuscript please respond to each of their comments in your revision.  

 

Please don't hesitate to contact me if you wish to discuss this further.  

 

When submitting your revised manuscript please provide a point by point response to our comments 
and those of any reviewers.  

 

 

Once you have revised your manuscript, go to https://mc.manuscriptcentral.com/bmj and login to 

your Author Center.  Click on "Manuscripts with Decisions," and then click on "Create a 

Resubmission" located next to the manuscript number.  Then, follow the steps for resubmitting your 

manuscript.  

 

You may also click the below link to start the resbumission process (or continue the process if you 
have already started your revision) for your manuscript. If you use the below link you will not be 

required to login to ScholarOne Manuscripts.  

 

Please note that resubmitting your manuscript does not guarantee eventual acceptance, and that 

your resubmission may be sent again for review.    

 

https://mc.manuscriptcentral.com/bmj?URL_MASK=dbf577c8d48e40e5b7020d8515e10de1  

 

IMPORTANT:  Your original files are available to you when you upload your revised manuscript. 

 Please delete any redundant files before completing the submission.  
 

I hope you will find the comments useful.  

 

Yours sincerely  

 

 

John Fletcher  

jfletcher@bmj.com  

 
**IMPORTANT INFORMATION TO INCLUDE IN A RESUBMISSION**  

 

Instead of returning a signed licence or competing interest form, we require all authors to insert the 

following statements into the text version of their manuscript:  

 

Licence for Publication  

The Corresponding Author has the right to grant on behalf of all authors and does grant on behalf of 

all authors, an exclusive licence (or non exclusive for government employees) on a worldwide basis 

to the BMJ Publishing Group Ltd to permit this article (if accepted) to be published in BMJ and any 



other BMJPGL products and sublicences such use and exploit all subsidiary rights, as set out in our 

licence (http://group.bmj.com/products/journals/instructions-for-authors/licence-forms).  

 
Competing Interest  

Please see our policy and the unified Competing Interests form 

http://resources.bmj.com/bmj/authors/editorial-policies/competing-interests. Please state any 

competing interests if they exist, or make a no competing interests declaration.  

 

 

Reviewer(s)' Comments to Author:  

 

Reviewer: 1  
 

Recommendation:  

 

Comments:  

Overall, this paper reports a well-done analysis, based on a very large population-based group of 

subjects.   Given the limitations of exposure data, and the need to assign subjects with many 

descriptions of their drinking into a limited number of exposure groups, a large degree of 

misclassification of drinking habits would be expected.    

 

It is especially important that the type of alcoholic beverage consumed, and the pattern of drinking 
(e.g., regular versus binge) are not known; such information could play a role in how to interpret the 

results of the study.    

 

A strength of the study, related to its large size, is that multiple end-points can be evaluated.  The 

authors should report results not only for the initial presentation of CVD but also for the most serious 

“hard” outcomes.  When doing this, they might also consider removing what are apparently “soft” 

endpoints (such as stable angina and TIA).  However, the most important end-point, total mortality, 

is only presented in one figure and essentially not discussed at all in the text.    

 
There are no data presented from this study to warrant the global recommendations for the public 

discussed in the conclusions of the authors, that no non-drinker should be encouraged to begin 

drinking to prevent disease.  Further, the failure to emphasize that both non-drinkers and heavy 

drinkers are at risk for greater total mortality than moderate drinkers should be mentioned.      

 

SPECIFIC COMMENTS BY PAGE AND LINE OF MANUSCRIPT  

 

Page Line __________________COMMENT________________________  

6 16 As stated, the “growing skepticism” has been fueled primarily from commentaries, not from new 

scientific data.  Many of the early “errors” from observational data (e.g., separating never drinkers 
from ex-drinkers) have been corrected or adjusted for in recent research without changing the 

overall relation between alcohol and cardiovascular disease.  

 

6 46 Thus far, the Mendelian Randomization studies have been very poor, using an inadequate 

genetic measure for the instrumental variable.  In particular, the paper by Holmes et al referred to 

has been shown by many statisticians and other scientists to be misguided and misinterpreted.  

 

9 38 The amount of information available on subjects for previous drinking is not discussed, so it is 

difficult to determine how good the categorization was for “never drinkers” or “ex-drinkers.”  
 

10 5 There is no mention of total mortality here (or elsewhere in the text); it should be mentioned as 

it is the most reliable outcome measure available.  

 

10 44 The initial presentation is fine, but it would also have been useful to do sensitivity analyses for 

the “most serious presentation” (e.g., “hard” CVD end-points, mortality)  

 

11 39 eFigure3 is difficult to interpret, and could be eliminated.  

 

15 32 Many cohort studies also report recent intake, as well as previous estimates of alcohol 
consumption.    

 

15 50 It is interesting that subjects reporting “drunkenness,” “Hangover,” “Inebriety NOS,” 

 “Intoxication,” etc. were included in the “Moderate” category.  Were sensitivity analyses done with 

reclassification of such subjects into the “Heavy Drinker” category?  

 

16 36 Using the patient’s “entire clinical history” to define them as former drinker is fine, but no 

description is given as to how much clinical history was available for review.  

 
16 56 The Holmes et al paper is a poor study to base decisions upon.  

 

17 16 This reviewer doubts that heavy drinkers will be able to change their intake based on this 

revelation.  

 

17 35 This suggests that excluding “soft” end-points (e.g., TIA, stable angina), or using the most 

serious outcome rather than the initial presentation might be an interesting endeavor.  

 

17 44-52 This is supposition by the authors but not dealt with in their analyses.  And it is annoying to 



see the old adage that you can get the same effect of moderate drinking from other behaviors.  Has 

any of the investigators shown how easy or difficult it is to get people to start exercising or lose 

weight?  No one is suggesting either this or that, but in incorporating a number of behaviors into an 
overall healthy lifestyle.  

 

17 55 It is noted that the authors do not mention that total mortality is lower for moderate drinkers 

than for non-drinkers.  Further, by ignoring the soft CVD end-points, by far the largest numbers of 

subjects who might benefit from moderate drinking are those with MI, CHF, and PAD (each group 

made up of more than 10,000 subjects).  

 

18 15 Again, focusing on hard CVD outcomes and especially on total mortality not included in these 

conclusions. 
 

 

Figure 1 This is an impressive figure (especially when reporting all-cause mortality for 136,894 

subjects).  Should these striking results not temper the conclusions of the authors?  

 

 

                                            Submitted by R. Curtis Ellison, MD  

                                                                Boston University School of Medicine  

 

Additional Questions:  
Please enter your name: R. Curtis Ellison  

 

Job Title: Professor of Medicine & Public Health  

 

Institution: Boston University School of Medicine  

 

Reimbursement for attending a symposium?: Yes  

 

A fee for speaking?: Yes  
 

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: I am a founder of the International Scientific Forum on 

Alcohol Research.  Between 2010 and 2013, the Forum received some unrestricted donations from 
companies associated with the alcoholic beverage industry to help establish a web-site at Boston 

University School of Medicine, where critiques of emerging scientific papers were published.  There 

have been no funds received since 2013, and before that the donors had no knowledge of the papers 

to be reviewed by the Forum, discussions among the 45 Forum members, or the results of the 

critiques published.  Donors thus had no input into the review of papers or their content until they 

were released to the public.  

 

 

Reviewer: 2  

 
Recommendation:  

 

Comments:  

The authors have used a very efficient design to link data from national electronic health records to 

investigate the relationship of alcohol to number of CVD-related outcomes, some of which have been 

under studied.  The analyses conducted seem appropriate and the results are clearly displayed 

although other potentially more enlightening sub analyses could be conducted and included in the 

online supplement.  Several other comments are noted below in the sections where they occur.  

 
Abstract  

Moderate and heavy drinking not defined in the abstract.  Because this is an internationally read 

journal definitions will differ by reader and therefore should be defined in the abstract.  

 

Introduction  

There is substantial detail here on MR analyses and biomarkers.  It would be best to shorten the 

introduction and move this discussion to the end of the paper to allow this important content to be 

discussed in the context of the current analyses.  

 



Methods  

Alcohol categorization is not clearly defined in the paper or e-supplement but may be my lack of 

knowledge of the English health system.  Each participant is routinely asked by their GP or practice 
nurse about drinking.   Is there standard text that is used or does each medical professional ask in a 

way that they see fit depending on the region of the country, own personal bias (does the person 

asking the questions drink), or sex.  Men may answer differently to a male than a female and it is 

well known that physicians who abstain query differently than moderate or heavy drinkers.   Also, it 

has been documented that that participants respond more honestly to a paper response where they 

know that the medical professional will not pass judgment on their response.   The figures used to 

validate are very helpful but still may obscure misclassification of heavy or binge drinkers into the 

moderate levels of consumption due to under reporting at the high level.  

 
Results  

Controlling for potential mediators of the alcohol CVD relationship such as BMI or diabetes can cause 

bias in results in unexpected direction.  Although unlikely here, it would be much easier for the 

reader to understand the results if, instead of controlling for BMI or diabetes, the results were 

stratified within categories of BMI and diabetes.  

 

Discussion  

The authors state “Another strength of our use of a contemporary cohort is that our exposure 

variable reflects current patterns of alcohol consumption encountered in present day clinical 

practice”.   In fact that overstates the strengths.  They did not have information on patterns of 
consumption but rather only average consumption.  In the supplement it states that only ~1000 

people provided data on binge drinking and the authors did not have any data on frequency of 

drinking, but rather assumed that reported consumption was average per day spread out across a 

week.  This is hardly better than the many past studies that had information on frequency, amount, 

binge, and beverage type.  In most studies less than 20% of the population drinks daily so clearly 

there is misclassification due to frequency of drinking per week.  

I thought it amusing that the authors chose to make the judgement that even in light of their results 

that it be unwise to encourage individuals to take up drinking to lower CVD risk (p.17 lines 46-50) 

because of other lifestyle factors like non- smoking and physical activity known to lower CVD.  The 
authors did not sufficiently account for smoking in their analyses (dose and duration) and had no 

data on physical activity as a potentially important covariate.  Finally, the authors said nothing and 

had no way to account for differences in diet, mental health, or many other behavioral factors known 

to predict CVD and also be associated with alcohol.  Controlling for social deprivation does not 

adequately account for this.  Is there any way to link any of the participants in this study with 

parallel cohort studies ongoing in England that would have data on diet, physical activity, etc to 

confirm or estimate the effect of these potential biases?  

 

Tables  1  

Do the authors have information on dose of smoking?  This can be a very strong confounder because 
of the strength of association with alcohol and with CVD outcomes.   Controlling for dose and pack 

years is necessary.  Consistent with this, presenting results among non-smokers only would reduce 

concerns of residual confounding.  

Strange that the authors show a supplemental figure with a very strong dose response between 

alcohol and HDL-C yet in this table the results are completely null.  Why the inconsistency?  

 

Eric Rimm  
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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: 
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