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Dear Ms. DeVilbiss  

 

Manuscript ID BMJ.2016.036372.R1 entitled "Prenatal nutritional 

supplementation and autism spectrum disorders in the Stockholm Youth Cohort: 

population-based cohort study"  

 

Thank you for sending us your revised paper. We asked original reviewers to see 

the paper again, and their reports are available below. You will see there are 

some further important points to address before we can make the final decision 

on the paper.  

 

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

according to these new reviewers' comments, 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,  

 

 

Kristina Fister  

kfister@bmj.com  

 

*** PLEASE NOTE: This is a two-step process. After clicking on the link, you will 

be directed to a webpage to confirm. ***  

 

https://mc.manuscriptcentral.com/bmj?URL_MASK=b086a00f1e124043814ac154

33ed287e  

 

 

 

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 the external peer reviewers**  

 

Reviewer: 1  

 

Recommendation:  

 

Comments:  

The Authors have responded  well to my comments and I have no further 

questions.  

Thank you!  

 

Additional Questions:  

Please enter your name: Anne-Lise Bjørke Monsen  

 

Job Title: Senior consultant  

 

Institution: Haukeland university hospital  

 

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-ch

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

</a>please declare them here:  

 

 

Reviewer: 2  

 

Recommendation:  

 

Comments:  

Much improved revision – in particular, methods description, supplementary 

materials and overall flow of argument more complete and much clearer. 

Discussion is cleaner and cautious conclusion more balanced.  

 

Two minor comments: 1) describe how twins were handled in the sibling analyses 

and 2) I think there is an error in Table 2: any ASD, Folic acid, adjusted full 

model OR 1.27 (95% CI 1.01-1.60) are same values as the one from the 

unadjusted full model but are not bolded font, implying that the adjusted CIs at 

least should be different from the unadjusted CIs and probably include 1.00.  

 

 

Additional Questions:  

Please enter your name: Diana Schendel  

 

Job Title: Professor  

 

Institution: Aarhus 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-ch

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

</a>please declare them here:  

 

 

Reviewer: 3  

 

Recommendation:  

 

Comments:  

This is a timely, interesting and well written manuscript examining the 

association between maternal exposure to supplementary vitamins during 

pregnancy and the risk of offspring ASD. The methods are solid and generally 

well described and motivated. The data has been extensively published earlier 

and is analysed by a competent and international group of researchers.  

 

I have mainly minor comments, questions and suggestions. My comments to the 

manuscript and supplementary material is given below.  

 

The final section of the 'Introduction' is now very good, explaining the role of the 

different analytical approaches used.  

 

Abstract  

- 1st line, 'nutrient' should rather be vitamin or multivitamins.... ?  

- Design. "multivariate...."  the word 'logistic regression' is missing. Later in the 

manuscript its clear you are estimating the logistic regression using GEE which is 
fine of course. Still, you may want to mention logistic.  

 

Methods  

- 'in Sweden in Sweden' !  
 

Methods  

- The categorical covariates include levels for 'missing'. This is an approach that 

may introduce bias, in any direction and of magnitude higher that what it is 
supposed to avoid. It's therefore not a methods usually recommended for 

analysing missing data.  Also, there is no mentioning of missing values or the use 

of this method or any reference supporting its use. You could add this in methods 

or discussion perhaps. I'm not very concerned of bias introduced by missing 

values, or the underlying process(es) generating these missing values but others 

may have a different opinion. I think if would be useful to comment on this. You 

could also refit a few of the main results excluding missing values entirely and 

compare parameter estimates as a check of robustness.  

- page 9, line 10, 'matched on mother'  you may prefer writing 'stratified by 

mother ' ?  

 

Results  

- page 12 paragraph 'Folic Acid and Iron'. All the results based on 'weak 

association' should be removed or the inferential method explained in the 

methods section. These results are usually referred to as not statistically 



significant and the underlying statistical hypothesis can not be rejected, and it's 
not clear why only these results are selected among all non-statistically 

significant results.  

- page 12 paragraph 'Sensitivity analysis'. Here I expected to find the stat sign 

ORs from Table 3.  

- page 12 last sentence. (a) Reference to table 3 should be table 4, (b) 

'suggested moderate robustness' is not very clear. Is it possible to describe it 
differently. E.g. 'Did not provide any support for presence of any important 

unmeasured confounding' ?  

 

Discussion  

- line 18, 'there a': missing 'is'  
- You may want to add a limitation in that length of follow-up was not fully 

adjusted for (as would have been the case using Cox regression). Child age is 
perhaps the most important predictor of an ASD diagnosis  

 

Method supplement I  
- Thank you for providing this detailed information!  

- In the description of the methods of processing the text data, the term 'fuzzy' 

may be hard to understand for non-coding readers.  

- Propensity score matching is well described. You should explain the 

abbreviation PS on the first line.  

 

 

Additional Questions:  

Please enter your name: Sven Sandin  

 

Job Title: Ass Prof  

 

Institution: Icahn School of Medicine at Mount Sinai  

 

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-ch

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

</a>please declare them here:  

 

 

Reviewer: 4  

 



Recommendation:  

 

Comments:  

BMJ -  Prenatal nutritional supplementation and autism spectrum disorder in the 

Stockholm Youth Cohort: population- based cohort study  

 

The authors have made substantial edits to their manuscript addressing most of 

the reviewers’ comments. However, there are still two major issues that I believe 

have not been solved and make interpretation of the results of this paper, as well 

as the conclusions that the authors make from these results, potentially 

inadequate.  

 

The first major issue is the definition of the multivitamin group. This includes all 

individuals that have taken multivitamins on their own or in combination with any 

other supplement. This should overestimate the effect (association) of 

multivitamins on their own, particularly since the majority of the individuals in 

this group (over half) were taking multivitamins + iron supplements.  At least a 

sensitivity analysis including only those taking ONLY multivitamins is necessary. 

This undoubtedly will have low power but their point estimate can at least be 

interpreted as that of the effect of multivitamins on their own as opposed to a 

combination. Alternatively, and possibly more adequate approach that uses the 

full power of the data would be to estimate the effect of multivitamins by creating 

a full model including all individuals aiming to isolate the effect of multivitamins 

on their own. This approach would allow the evaluation of the specific effect of 

each supplement on their own.  

 

The second issue is related to their choice of keeping all three analytical 

approaches in their analysis – regression, propensity score matching and sibling 

comparison – explaining that their aim is to triangulate results as all three 

methods are subject to different kinds of biases.   There has been empirical data 

showing that results from regression (fully adjusted) and propensity scores 

(Shah, J. Cin Epi, 58 (2005) 550–559) give similar results. This is expected 

always except in special cases where the overlap in populations being compared 

is particularly bad which would raise questions regarding the actual comparison in 

the first place.  For this reason, I do not agree with the authors that having the 

regression results matching the PS results make these more reliable. Related to 

this, the results from the Sibling comparison will NOT provide better estimates 

when:  

“the within estimate will be less biased than the crude estimate only when the set 

of all confounders is more strongly shared by siblings than the exposure.”  

Based on their reference – Frisell, Epidemiology (2012) Sep;23(5):713-20  

 

But in this example, all the confounders associated with the condition are more 

strongly shared by the siblings. Perhaps the only potential reason why this might 

be biased would be if the exclusion of singletons could create an imbalance. This 

could be checked by looking at the prevalence of the condition in singletons vs 

others. Based on this, my interpretation is still that the sibling comparison is the 

only adequate one. That it might have limited statistical power (could potentially 

be addressed by a full model including all supplements) but that its point 

estimate is likely to be unbiased.  

 

Related to this, the interpretation of the findings throughout is based around the 

point estimates and NOT the confidence intervals. Suggesting associations 

(negative or positive) where the 95% clearly crosses 1. These 

results/interpretations (including the Abstract) need to be revisited/adjusted.  

 

 



Additional Questions:  

Please enter your name: Rafael Perera  

 

Job Title: Professor of Medical Statistics  

 

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 <A 

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

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

</a>please declare them here: none  

 

 

 


