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Dear Dr. Tyrrell,  

 

Manuscript ID BMJ.2015.029564 entitled "Shorter stature and higher BMI lower socioeconomic status: a 

Mendelian randomisation study in the UK Biobank"  

 

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 we do not feel we can make a final decision on it until we see a revision that is prepared in 

response to the reviewer and editorial comments.  
 

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.  

 

Very truly yours,  

 

Elizabeth Loder, MD, MPH  

BMJ Editorial Team  
 

https://mc.manuscriptcentral.com/bmj?URL_MASK=1410af305a5a409f8f21aaa83b133bc8  

 

 

**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.  

 
Present: Elizabeth Loder (chair); Angela Wade (statistician); Georg Roeggla; Jessamy Bagenal; Jose 

Merino; Tiago Villanueva; Rubin Minhas  

 

Decision: Put points  

 

* Can you do more to make clear to readers that it is not height or BMI that you are examining but rather 

the genetic predisposition to high BMI and shortness? Could you also explain -- if you think this is correct -- 

that it is social attitudes to height and BMI, probably not that different from those related to race or 

ethnicity, that play into this? It might also be reasonable to note that the effect sizes are modest.  

 
* A very minor point but you might want to rephrase the statement “The UK Biobank, an ethically approved 

study…” We don't think you mean that it was approved in an ethical manner but rather that it is “ a study 

that has been reviewed by an ethics board and approved” (or something like that).  

 

* Could you please discuss the unexpected differences in the Egger and MR estimates as some of the 

reviewers request?  

 

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

explaining how you have dealt with them in the paper.  
 

Comments from Reviewers  

 

Reviewer: 1  

 

Recommendation:  

 

Comments:  

The manuscript by Tyrrell et al. is a very interesting and well-conducted mendelian randomization (MR) 

analysis regarding the causal effects of BMI and height on socioeconomic status (SES). Undoubtedly, this is 
a well designed and adequately powered study thanks to the large sample size and the large number of 

genetic instruments. The authors have used state-of-the art methods for MR including Egger's regression 

and others that add to the validity of their findings.  

 

There are, however, some points that need to be further addressed and/or clarified.  

 

1. The Introduction section is too lengthy and dense. It looks more like a review of the field with many 

details about the observational studies. The gap in the evidence that the current MR addresses is not very 

clear. Why is a causal estimate useful? What are the limitations of the observational studies described?  
2. While the Introduction is lengthy, the Methods section on the other hand is too short and crucial 

information is presented in the Supplements. I think that it is important to move the exposure and 

outcome definitions to the main text.  

3. The UK Biobank (UKB) recruited 500,000 individuals from across the UK. How representative of the UK 

population is this sample?  

4. On page 6, the number of selected individuals is 120,286 but in the Results (p. 8) this number becomes 

119,669. Can you please explain this difference?  

5. The definition of SES is complicated. From reading the manuscript, one initially thinks that the outcome 

(SES) is a composite endpoint where many individual items are considered. However, in the 



Methods/Supplement it looks like that each item (p. 25-26) was treated as a separate endpoint. I am not a 

social epidemiologists, so I am not sure if all variables carry (or should carry) the same "weight" towards 

the definition of SES. That being said, Tables 2-3 become confusing since some of causal associations are 
indeed null. Perhaps, the authors could create a "SES score" by combining the individual variables and use 

this as the primary endpoint. In addition, if 5 regressions for each exposure (BMI, height) were applied, 

shouldn't multiple comparisons be accounted for?  

6. In the Abstract, the authors write that they aimed "to test for causal effects of shorter stature or higher 

BMI". This sentence sounds that their hypothesis was 1-sided. I would suggest towards a more neutral 

statements regarding the direction of the effect.  

7. What is the Durbin-Wu-Hausman test and how does it work? A reference would be useful.  

8. In the gender-based analyses (p. 29), did you use the BMI/height SNPs that are specific for each gender 

by constructing new polygenic scores specific for men and women? Or did you use the polygenic score that 
incorporates SNPs associated with BMI/height in the whole GIANT sample (men + women)?  

9. Supplementary Table 3: Some BMI/height SNPs are excluded because of pleiotropic effects. I 

acknowledge that pleiotropy is a big concern for MR analyses. However, you are also using Egger's 

regression that can provide an estimate "corrected" for pleiotropy. It would actually be interesting if you 

could test whether Egger's regression detects pleiotropy when including pleiotropic SNPs in the analyses. 

Also, it would be useful to see the respective funnel plots (perhaps as supplementary figures).  

10. Supplementary Table 1: Can you comment on the significant p-values for missing vs. non-missing 

data?  

11. In the UKB, are all variables collected at the same time? I.e. are the questions about the SES measures 

collected at the same time as the measurements on BMI and height?  
 

In summary, I believe that this is a technically concrete MR analysis but I am a bit concerned with the 

interpretations of p-values in Tables 2-3 (especially since some of them are results of subgroup analyses by 

gender). Undoubtedly, BMI/height seem to be causal for some components of SES but I am not sure that 

this warrants extrapolation to the "grand" endpoint of SES (which is unclear how it defined). Perhaps, a 

better more accurate definition of the outcome is necessary -- or a different interpretation that the causal 

associations pertain to specific components of SES.  

 

 
Additional Questions:  

Please enter your name: Orestis Panagiotou  

 

Job Title: Post-doc researcher  

 

Institution: US National Cancer 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 (please see BMJ policy) please declare them here:  

 

 

Reviewer: 2  
 

Recommendation:  

 

Comments:  

Stephen Burgess, Statistician at University of Cambridge  

 

This is an interesting investigation, with a conclusion that I am still trying to get my head around. Namely, 

what does it mean for height (or BMI) to "cause" deprivation (etc). There are two ways of thinking about 

"causation". The formal definition that we teach in epidemiology courses is one based on counterfactuals - 
comparing an individual (or group of individuals) in the factual state with a hypothetical individual (or 

group) in the counterfactual state. In this example, we compare the group of individuals to whom (by 

chance) nature has assigned genes that make them shorter, versus those individuals to whom (again, by 

chance) nature has assigned genes that make them taller. And in this comparison, we see that those 

predisposed to tallness do better in terms of SES outcomes than those predisposed to shortness. If the 

genetic variants are uncorrelated with all other factors (a large assumption), then this implies a causal 

effect of height on SES - as the researchers claim. It would be good to examine the associations of the 

height-related SNPs with alternative variables, to see whether the assumption that the variants only 

directly affect height is reasonable. An association does not necessarily invalidate the findings, as it may 

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


reflect a variable causally downstream of height (such as SES - as claimed). But it would give a better 

sense of the comparison that is being made here - how these individuals differ. It may also give insight into 

the mechanisms leading to the differences between taller and shorter people.  
 

And here we come to the second way of thinking about causation: a mechanistic link. This is the more 

natural way of interpreting the statement that A causes B. It would be good to make this clear to the 

reader - the primary finding that is claims is that groups of individuals who differ only with respect to their 

height, and are on average equivalent at conception (the technical term is exchangeable) with respect to all 

other factors differ in later SES status. The implication, which the authors speculate on, is that there is 

therefore a mechanism that causes tall people to have better SES - not simply an association between the 

two. It would be good just to spell this out clearly (for me as much as anyone else). If it is possible, it 

would be good if the discussion on potential mechanisms was more based on evidence, rather than 
speculation, although I appreciate this may not be an easy task.  

 

A clearly written box in the style "What is currently known?" (ie correlation), "What this study adds" (ie 

causation using genetics) would be welcome (is this not BMJ style? or have I confused my journals?), with 

a clear statement of the conclusion (ie being taller does not simply correlate with better SES, but it seems 

to influence SES in a causal way, in that if an individual was taller but otherwise unchanged, his/her SES 

would be improved).  

 

One issue is whether this is a paper better suited for a social science journal than for a general medical 

journal. The link to health outcomes on occasion feels forced. But this is an editorial question.  
 

I welcome the Egger analyses, but find it odd when the Egger analysis gives greater magnitudes of 

estimate than the straightforward analysis. The Egger method is intended as a sensitivity analysis to 

conventional MR - hence in examples where Egger suggests an effect, but the conventional MR is 

compatible with the null, I would be cautious about making a strong conclusion when the conventional MR 

is null.  

 

I don't get a strong sense from the paper whether or not a similar analysis has been performed previously. 

There are a number of ways that come to mind how one could perform such an investigation without using 
genetics. For example, twin comparisons, or sibling comparisons (shared social environment, hence 

confounding is substantially reduced). Or other (non-genetic) instrumental variables (for example, twin 

status -- twins tend to be shorter than singletons). I would be surprised if no-one has investigated this 

question using alternative causal inference approaches - did they get the same answer?  

 

The authors do not mention reverse causation - this would seem to be a clear advantage of the proposed 

analysis, as genes are not subject to reverse causal bias.  

 

Minor:  

 
At least one confidence interval and p-value in the abstract are odd - "£210 ([95%CI:£0,£420], p=6x10-

3)". If the lower 95% point is exactly 0, then the p-value should be exactly 0.05.  

 

A presentation quibble - Tables 2 and 3 would be better as figures. This may be what Figures 2 and 3 are, 

but these currently span about 10 pages, and are hard to read (have to look back and forth at figure 

caption to decipher).  

 

Additional Questions:  

Please enter your name: Stephen Burgess  
 

Job Title: Statistician  

 

Institution: University of Cambridge  

 

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 (please see BMJ policy) please declare them here:  

 

 

Reviewer: 3  

 

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


Recommendation:  

 

Comments:  
The authors use a large dataset (UK Biobank) to examine whether height and BMI are causally associated 

with measures of socioeconomic status (SES) utilizing a Mendelian randomization (MR) analysis. 

Specifically, they replicate previous work showing that measured greater height and decreased BMI are 

associated better SES. They then use genetic risk scores for BMI and height to provide evidence that these 

known and replicated associations are at least partly causal. This investigation is important as it can be 

reasonably hypothesized that anthropometric traits are causally associated with SES as well as that SES is 

causally associated with anthropometric traits. The exact relationship is unlikely to be completely 

characterized using observational datasets secondary to extensive confounding. Given that a randomized 

trial is not ethical or conceivable, MR is perhaps the highest level of evidence for causality that can be 
reasonably expected. This study is of course not able to completely characterize this multifaceted 

association, but it takes an important, appropriate and necessary step towards furthering our 

understanding of a complex topic highly relevant to public health.  

 

Below I specifically address each of the areas of inquiry supplied by the editors followed by additional minor 

points.  

 

* Originality - does the work add enough to what is already in the  

published literature? If so, what does it add? If not, please cite relevant  

references.  
 

As detailed above, the authors present data that significantly add to the literature with a broad and well-

powered MR analysis that addresses causality of this association on a level not possible with observational 

data alone.  

 

* Importance of work to general readers - does this work matter to  

clinicians, patients, teachers, or policymakers? Is a general  

journal the right place for it?  

 
This is an important topic and one that clearly impacts a general audience. It is compelling in particular 

that BMI may causally impact future SES. It could be argued that given the known extensive health 

implications of adverse anthropometric traits this study may not have an additional direct effect on a 

general audience. However, policymakers in particular may be influenced by knowledge that alterable 

anthropometric traits (BMI in particular) influence not only future health outcomes but also education level 

and economic productivity.  

 

* Scientific reliability  

Research Question - clearly defined and appropriately answered?  

 
Yes, this is a major strength of the study. A minor suggestion would be that in the objectives section of the 

abstract the authors state: To determine if height or BMI have a causal role in determining socioeconomic 

status (SES), which is highly correlated with health outcomes. I think this implies somewhat that there is 

an investigation of health outcomes in this study. I think discussion on this topic is appropriate, but I would 

suggest that when detailing the objective of the study to simply state: To determine if height or BMI have a 

causal role in determining socioeconomic status (SES).  

 

Overall design of study - adequate ?  

 
Yes, this is a major strength of the study.  

 

*Participants studied - adequately described and their conditions  

defined?  

 

Yes, the authors provide sufficient details in the main body of the manuscript to accurately interpret the 

study (generalizability etc).  

 

*Methods - adequately described? Complies with relevant reporting  

standard - Eg CONSORT for randomised trials ? Ethical ?  
 

Considering the main text and the supplemental methods the authors do an excellent job of describing an 

unfamiliar method for a general audience. They also adequately describe the study and methods in general. 

I think the manuscript would be strengthened by including slightly more methods in the main text, though I 

understand that word count is likely a limitation. My specific suggestions would be as follows:  

1. SES measures are the primary outcome and should described and available in the main text, even if 

very briefly.  

2. Regarding the genetic variants, please include the number of variants used, a source for these variants, 

the primary criteria for selection (e.g. GWAS significance) and the proportion of variance in the trait 
explained in the main text.  

3. It should be stated in the main text that the study uses a weighted genetic risk score (versus a per-allele 

score)  

 

*Results - answer the research question? Credible? Well presented?  

 

The results are methodically and appropriately presented. There is a great deal of data in this study making 

the results section dense. However, all of the analyses are appropriate and the authors do a good job of 

filtering the results in the text.  



 

*Interpretation and conclusions - warranted by and sufficiently  

derived from/focused on the data? Message clear?  
 

Yes, this is a strength of the paper. The authors present a well-balanced and reasonable interpretation of 

their results. They clearly present possible mechanisms for this causal association, are honest about 

mechanisms for confounding in their study, and logically outline the limitations.  

 

*References - up to date and relevant? Any glaring omissions?  

 

Yes.  

 
*Abstract/summary/key messages/What this paper adds - reflect  

accurately what the paper says?  

 

Given that there was quite a bit of missing data for some SES outcomes (n=76,404 for the job class 

analysis) this should be clearer in the manuscript to accurately represent the (still excellently powered) 

analysis presented  

 

Similarly, the last sentence of the manuscript the authors state “more than 119,000 individuals.” If the 

authors wish to use numbers emphasize the strength of the study it should be clear that some primary 

analyses had significantly different n’s.  
 

One important aspect of this paper is exactly what the implications of it are to a general audience (for this 

BMJ submission in particular). The authors state in the introduction that if “BMI and SES are correlated in 

part because BMI has a causal influence on SES, this would have implications for policy makers and public 

health. These implications could differ substantially depending on the extent to which higher BMI has a 

causal role in lower SES and lower SES has a causal role in higher BMI.” The authors should interpret the 

strength of the association they found more clearly in the discussion.  

 

In the results section the authors often state that specific associations were stronger in men and women. 
Please make it clearer in the main text how presence of a difference and the magnitude of the difference 

were statistically assessed.  

 

On page 17 line 38 the authors state that since genetic estimates are smaller than observational estimates 

the observed associations must be a mixture of direct and confounded associations. Doesn’t this somewhat 

imply that the genetic risk score for height completely explained the genetic contribution of height? While I 

agree with the spirit of what is stated it may be misleading.  

 

In many parts of the manuscript the authors make statements as follows: Higher BMI was causally 

associated with having a less skilled job. I believe in this study it would be more accurate to say that a 
genetically predicted higher BMI was causally associated with having a less skilled job and/or that the 

authors provide evidence for higher BMI being causally associated with having a less skilled job.  

 

The authors should mention in the limitations that this was a (necessarily) homogenous population and that 

generalizability may be limited.  

 

Additional Questions:  

Please enter your name: Kevin T. Nead  

 
Job Title: Resident Physician  

 

Institution: University of Pennsylvania  

 

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 (please see BMJ policy) please declare them here:  

 

 

Reviewer: 4  

 

Recommendation:  

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


 

Comments:  

Review of the manuscript (BMJ.2015.029564)  
This study examined the relation of height/ BMI on various measures of SES with Mendelian randomization 

analysis using the UK Biobank and found shorter stature and higher BMI associated with lower SES. The 

main strengths include a design less susceptible to confounding compared to observational studies and a 

very large sample size, which is crucial for Mendelian randomization analyses. I have the following 

comments.  

 

Major comments:  

The method in the main text is quite short although the authors have described the methods in much more 

detail in the supplementary documents. However, I would suggest the authors to add back some of the 
important descriptions in the Method from the supplementary documents, such as the types of SES 

included, the regression methods used (e.g. multivariable linear and logistic regression), and the Mendelian 

randomization analysis (e.g. how weak instrument bias was assessed). I think this would improve the 

overall readability of the manuscript.  

 

Sole reliance on a single height/BMI measurement may cause bias in the IV estimate if there is 

misclassification of exposure. For example, SES can affect the exposure measurements (could be more 

problematic among the older people) due to reverse causation (Please see Vanderweele et al., 

Epidemiology, 2014). I think this should be discussed in the Limitation although I think this bias will not 

substantially affect their conclusion in general.  
 

Have the authors examined potential linkage disequilibrium between the genetic variants? Please also 

provide the variance explained (r2) for the genetic scores on the exposures.  

 

Given this manuscript primarily examines the causal role of height and BMI on SES, I am not sure if the 

observational analyses of SES on health add a lot of value to this paper.  

 

I am a bit puzzled by the completely opposite results seen in men between observational and MR analyses 

concerning BMI. For example, in Figure 3B, having higher BMI had a lower OR of getting a degree whereas 
from the MR analysis, having higher BMI had a higher OR of getting a degree. Can the authors provide 

more detailed explanations for these?  

 

This study demonstrates the causal role of these anthropometric measurements with SES. However, I think 

the implication is more complex and may worth explaining a bit more, such as the role of relative 

height/BMI in relation to the outcome. On the other hand, the authors may wish to comment more on 

future studies to elucidate the underlying mechanistic pathways which shorter statue and higher BMI 

affects SES.  

 

Minor comments:  
In Table 3, I think the footnote concerning ivreg2 only applies to continuous outcomes. I would also 

suggest renaming genetic as Mendelian randomization or instrumental variable analysis.  

 

 

Additional Questions:  

Please enter your name: Au Yeung Shiu Lun Ryan  

 

Job Title: Post doctoral fellow  

 
Institution: The University of Hong Kong  

 

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 (please see BMJ policy) please declare them here:  

 

 

Reviewer: 5  

 

Recommendation:  

 

Comments:  

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


This is an interesting and well conducted study investigating potential causal associations of height and BMI 

on socioeconomic outcomes.  

 
Major comments  

 

I think that the methods section should be expanded within the main paper, given the complexity of some 

of the analysis and that the readership of the BMJ may not be very familiar with the principles of MR. I 

think it would be useful to:  

 

1) Outline the assumptions of Mendelian randomization- these are referred to in discussion of MR Egger but 

never explicitly stated  

2) Provide a brief overview of the sociodemographic outcomes.  
3) State the number of genetic variants used in each analysis  

4) Briefly describe transformations of the outcome variables (this is not clear in the main manuscript)  

5) Provide a fuller description of the MR methods used  

 

The introduction could be shortened in favour of expanding the methods if word count is a problem.  

MR Egger is used but not really explained or referred to in the main manuscript.  

 

It would be useful for the authors to comment on where the results of Egger differs from the conventional 

IV regression and what this means. For example, in males for BMI some of the estimates from Egger 

appear stronger than for IV (and suggest possible causal associations). How do the authors interpret these 
results?  

 

The implications of these findings was not that clear to me from the discussion. The authors state that 

“these findings may have important implications for public health as low SES increases mortality and 

morbidity” but they don’t explicitly state how knowing that being taller increases SES would help to reduce 

the impact of SES on health.  

 

Minor comments  

 
In the abstract, instead of “1.12 increased odds”, it should be “1.12 times higher odds”  

 

I think it would be better to replace low p-values with “<0.001” throughout the manuscript.  

 

In the introduction, I think the description of reference number 13 needs some context- where was this 

study conducted?  

 

It would be useful to provide a reference for the principles of MR in the introduction.  

 

Did the authors take into account husband and wife pairs at all in the combined analysis? If there is 
assortative mating by height/BMI and they have the same outcome measures (household income), will this 

affect the standard errors?  

 

In the figures, it would be useful to indicate on the x axis what the direction of SES is in each figure i.e. 

higher SES, lower SES. This would just make them easier to read.  

 

The authors discuss the relationship between height and intelligence but is there any causal evidence to 

suggest that height increases intelligence?  

 
 

Amy Taylor  

 

Additional Questions:  

Please enter your name: Amy Taylor  

 

Job Title: Research Associate  

 

Institution: University of Bristol  

 
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 (please see BMJ policy) please declare them here: I have authored 

papers with Jessica Tyrrell and Tim Frayling previously  

 
 

Reviewer: 6  

 

Recommendation:  

 

Comments:  

This is a well written and comprehensive Mendelian randomisation study assessing the association of 

shorter stature and higher BMI with socioeconomic status.  

 
1. The Egger regression method applied to genetic is very recent and needs to be explained in more detail. 

It is not clear if the approach taken in this manuscript is based on a standard linear regression or a 

weighted linear regression. In addition there needs to be more explanation on how and why this approach 

is more robust can detect and adjust for pleiotropic effects.  

2. The power calculation needs more detail. There is no explanation or rationale for why a threshold of 

p=0.001 was used for height and a p=0.05 was used for BMI. What power did the study have for the 

various measures of socioeconomic status? There were much smaller numbers with data available for job 

class (~76K) and age completed fulltime education (~82k) than the overall ~120K.  

3. It was not clear what the magnitude of the variance explained for BMI and height by their respective 

genetic risk scores was. The authors only report the F-statistics but the amount of variance explained is 
also important.  

4. For the binary IV analysis using a 2-stage approach as described in the manuscript the standard errors 

of the IV estimate in the second stage will be underestimated. The authors do not describe how these 

standard errors were corrected.  

5. In several of the presented figures (and tables) the results of the Egger regression gave much wider 

confidence intervals than the conventional MR estimate but the reason for this is not explained in the text 

or commented on in the discussion. Is this to do with the correction for pleiotropic effects?  

6. It is not clear why there is no comparison of the genetic and observational results in Table 2 for “degree 

education” and “job class”. I assume this is because the Durbin-Wu-Hausman test is not valid for binary 
data but this should be explained.  

7. For annual household income the males only results suggested that higher BMI was associated with 

higher household income in both the conventional IV and the genetic-Egger method. Are there any 

explanations for this?  

8. In Supplementary table 4A the observational associations with job class and annual household income 

with height were stronger than the genetic associations. The converse was seen for BMI. Do the authors 

have an explanation for these findings?  

 

 

Additional Questions:  
Please enter your name: Derrick Bennett  

 

Job Title: Senior Statistician  

 

Institution: University of Oxford  

 

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 (please see BMJ policy) please declare them here: None  
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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 
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