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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 
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AUTHORS Gregory, Steven; Iles-Caven, Yasmin; Hibbeln, Joseph; Taylor, 
Caroline; Golding, Jean 

 

VERSION 1 - REVIEW 

REVIEWER Steve Lipshultz 
Wayne State University, USA 

REVIEW RETURNED 31-May-2016 

 

GENERAL COMMENTS This is a very important topic and this timely manuscript is a 
welcome addition to this field. This manuscript provides incremental 
information with a large sample size that confirms our recent 
publication (reference 10 in the current manuscript). The public 
health implication are of great significance since heavy metal 
environmental exposures continue to increase globally, especially in 
urban settings with low SES populations. With limited resources it 
becomes critical to allocate those in evidence based ways. Earlier 
studies from island populations without urban settings may not be 
relevant models as much as our Project Viva and this current study. 
The authors should be congratulated for a fine manuscript that is 
carefully presented, appropriately interpreted, referenced and with 
its limitations noted. This is a useful contribution to this timely field. I 
suggest acceptance without revision. If asked I'd be please to 
contribute a commentary. The authors should be congratulated. 

 

REVIEWER Pam Factor-Litvak 
Department of Epidemiology  
Mailman School of Public Health  
Columbia University 

REVIEW RETURNED 27-Jun-2016 

 

GENERAL COMMENTS This is an interesting study which evaluates the possible 
associations between prenatal exposure to mercury and blood 
pressure and heart rate over childhood and adolescence. The study 
takes a DoHAD approach, where the associations are examined 
separately for each age during the follow up. The paper is well 
written and the tables are very clear. There are some concerns:  
 
1. The measure of blood mercury, as described, includes both 
inorganic and organic (i.e. methyl) mercury. The authors attempt to 
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address this by stratifying by maternal fish consumption. However, 
somewhat unexpectedly, the pattern of blood Hg is similar among 
women who ate both oily fish and white fish (and is not given for 
shellfish). Further, what about women who ate both types of fish? 
The lack of speciation is a limitation of the study and needs to be 
addressed.  
 
2. The authors use automated measures of blood pressures, which 
is a strength. Were the dynamap monitors calibrated in similar ways 
across time, as they can drift over time? In hindsight, it may have 
been better to take the blood pressure measures 3 times, and 
average the last two, as there is likely a "white coat" operating in this 
(and all) studies. Perhaps the investigators can consider the 
difference between the first and second measures as indicative of 
this, and see whether they are similar across ages.  
Further, as the investigators note, there is a striking difference in the 
way blood pressure was measured at age 15.  
 
3. As blood pressure was measured across ages, the data are ripe 
for a repeated measures analysis and an analysis looking at 
trajectories of the outcomes in relation to prenatal blood Hg. Since 
the measure at age 15 is different, the authors could also remove 
this measure in a sensitivity analysis. The sex interactions can also 
be assessed in these models.  
 
4. Why was the significance level set at p<.10? This is 
unconventional even in the absence of multiple comparisons. How 
was the study designed to avoid multiple comparisons... it is not 
clearly stated?  
 
One small minor concern, blood pressures are lower (not smaller) 
(page 9, line 29). 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1 Reviewer Name: Steve Lipshultz  

 

Institution and Country: Wayne State University, USA  

 

Please state any competing interests or state ‘None declared’: none  

 

Please leave your comments for the authors below:  

This is a very important topic and this timely manuscript is a welcome addition to this field. This 

manuscript provides incremental information with a large sample size that confirms our recent 

publication (reference 10 in the current manuscript). The public health implication are of great 

significance since heavy metal environmental exposures continue to increase globally, especially in 

urban settings with low SES populations. With limited resources it becomes critical to allocate those in 

evidence based ways. Earlier studies from island populations without urban settings may not be 

relevant models as much as our Project Viva and this current study. The authors should be 

congratulated for a fine manuscript that is carefully presented, appropriately interpreted, referenced 

and with its limitations noted. This is a useful contribution to this timely field. I suggest acceptance 

without revision. If asked I'd be please to contribute a commentary. The authors should be 

congratulated.  

 

Reviewer: 2 Reviewer Name: Pam Factor-Litvak  
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Institution and Country: Department of Epidemiology, Mailman School of Public Health, Columbia 

University  

 

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

This is an interesting study which evaluates the possible associations between prenatal exposure to 

mercury and blood pressure and heart rate over childhood and adolescence. The study takes a 

DoHAD approach, where the associations are examined separately for each age during the follow up. 

The paper is well written and the tables are very clear. There are some concerns:  

 

1. The measure of blood mercury, as described, includes both inorganic and organic (i.e. methyl) 

mercury. The authors attempt to address this by stratifying by maternal fish consumption. However, 

somewhat unexpectedly, the pattern of blood Hg is similar among women who ate both oily fish and 

white fish (and is not given for shellfish). Further, what about women who ate both types of fish? The 

lack of speciation is a limitation of the study and needs to be addressed.  

 

2. The authors use automated measures of blood pressures, which is a strength. Were the dynamap 

monitors calibrated in similar ways across time, as they can drift over time? In hindsight, it may have 

been better to take the blood pressure measures 3 times, and average the last two, as there is likely a 

"white coat" operating in this (and all) studies. Perhaps the investigators can consider the difference 

between the first and second measures as indicative of this, and see whether they are similar across 

ages.  

Further, as the investigators note, there is a striking difference in the way blood pressure was 

measured at age 15.  

 

3. As blood pressure was measured across ages, the data are ripe for a repeated measures analysis 

and an analysis looking at trajectories of the outcomes in relation to prenatal blood Hg. Since the 

measure at age 15 is different, the authors could also remove this measure in a sensitivity analysis. 

The sex interactions can also be assessed in these models.  

 

4. Why was the significance level set at p<.10? This is unconventional even in the absence of multiple 

comparisons. How was the study designed to avoid multiple comparisons... it is not clearly stated?  

 

One small minor concern, blood pressures are lower (not smaller) (page 9, line 29).  

AUTHORS’ RESPONSES:  

Reviewer 1.  

We are delighted that Dr. Lipshultz is so enthusiastic about our paper, and do hope that he is asked to 

write an editorial as we think this is likely to be very informative.  

Reviewer 2.  

Dr. Factor-Litvak has a number of queries and suggestions which we address below.  

1. We have included in this study women who eat both white and oily fish as the general advice to 

pregnant women, and the message that they remember, concerns these rather than shellfish. A 

detailed analysis of the amount of total blood mercury independently associated with eating each type 

of fish, using stepwise linear regression on these data, showed identical results: for oily fish beta = 

0.14 [95%CI 0.11, 0.18] SD, and results for white fish were 0.14 [0.11, 0.18] after taking account of all 

other foods eaten. In contrast shellfish consumption resulted in only 0.09 [0.02, 0.15] SD [Golding et 

al 2013].  

 

2. As far as we can tell the Dynamap machines were calibrated in the same way throughout the 12 

years of the project. The reviewer is correct in suggesting that there may be a ‘white coat effect’ 

between the first and second blood pressure readings; for example the difference between the first 
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and second systolic measures at age 9 were 103.8 (SD 10.1) mm and 101.8 (SD 9.6). Similar 

differences are found across the ages. In retrospect we could have just analysed the second 

measure, but doubt whether this would make any difference to our results in this paper since the 

differences are consistent throughout.  

 

3. Dr. Factor-Litvak makes an interesting suggestion in regard to looking at trajectories. We feel that 

such an analysis is unlikely to make a difference to our results, but would be an interesting topic – we 

point out that the data would be available for any bona-fide researcher to investigate in this way.  

 

4. As Dr. Factor-Litvak will know, the choice of P value is arbitrary. Here we were anxious not to 

dismiss any results that might be meaningful, and therefore to avoid any Type II errors (as we stated 

at the end of the Methodology section).  

 

5. Finally many thanks for the correction of ‘smaller’ to ‘lower’ – this has now been incorporated into 

the paper.  

 

Reference  

Golding J, Steer CD, Hibbeln JR, Emmett PM, Lowery T, Jones R. Dietary predictors of maternal 

prenatal blood mercury levels in the ALSPAC Birth Cohort. Environmental Health Perspectives 2013; 

121:1214–1218. 

VERSION 2 – REVIEW 

REVIEWER Pam Factor-Litvak 
Department of Epidemiology  
Mailman School of Public Health  
Columbia University  
New York, New York  
USA 

REVIEW RETURNED 15-Aug-2016 

 

GENERAL COMMENTS The authors have answered all concerns raised in the previous 
review. I would have liked to see a repeated measures analysis for 
completeness, however, I agree that the results would be the same 
as in this report.   
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