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VERSION 1 - REVIEW 

REVIEWER Bruce Hollis 
Medical Univ South Carolina  
Charleston, SC USA 

REVIEW RETURNED 29-Dec-2015 

 

GENERAL COMMENTS This is an excellent manuscript. This reviewer has but a few 
suggestions.  
 
1. Please cite a recent article by Soblok et al Clin Endo 2015 83:536.  
 
2. RCT's for nutrients are notoriously difficult to perform and obtain 
meaningful results from. This is especially true for vitamin D. Under 
study weaknesses the authors really need to address this point as 
has been outlined in a recent paper by RP Heaney (Nutr Rev 2014 
72:48).   

 

REVIEWER Mehrdad Shakiba 
shahid sadoughi medical university yazd IRAN 

REVIEW RETURNED 29-Dec-2015 

 

GENERAL COMMENTS thank you so much for performing this trial in our region that is very 
needed.As far as i understood the main result of this study is to 
investigate the regimens that recommended from IOM with other 
recommendation for pregnant population ,the study was designed to 
exclude pregnant whose 25 OH VITD <25nmol, this may exclude a 
portion of pregnant in our region so extrapolation of result to entire 
population will be limited if we do not include them.( although it 
depends on prevalence of sever deficiency in region for example in 
Yazd a sunny city in center of Iran about 30% are below this range ). 
so if pregnant women with level <25 are prevalent in your area 
consider them for better final conclusion in your region .  
My suggestion would be treatment(600000IU in six week each week 
50000IU )and daily dose of vitamin D for them as published in 
Singapour medical journal 2013 with the same follow up . 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

This is an excellent manuscript. This reviewer has but a few suggestions.  

1. Please cite a recent article by Sablok et al Clin Endo 2015 83:536.  

Thank you for sharing with us the interesting paper by Sablok et al. The latter has been cited, and 

information derived from this paper and Hollis et al were added as follows:  

One study from India, comparing nonintervention to vitamin D supplementation, dose being 

dependent on 25(OH)D levels at 20 weeks gestation, showed that vitamin D supplementation resulted 

in a significant difference in the achieved 25(OH)D level at delivery (43.1(81.3) nmol/l in the former 

versus 56.8(47.5) nmol/l in the latter) (Sablok et al). Both Hollis et al. and Sablok et al. showed that 

vitamin D supplementation decreased the risk of preterm labor, gestational diabetes and hypertensive 

complications (all combined) (Hollis et al, Sablok et al).  

 

2. RCT's for nutrients are notoriously difficult to perform and obtain meaningful results from. This is 

especially true for vitamin D. Under study weaknesses the authors really need to address this point as 

has been outlined in a recent paper by RP Heaney (Nutr Rev 2014 72:48).  

Thank you for your comments.  

A limitation of our study has been added, as outlined in the paper by RP Heaney, as follows:  

Results derived from nutrient RCT, specifically vitamin D supplementation, suffer from several 

confounding factors related to the baseline status, intake of other nutrients, such as calcium and 

proteins, and sun exposure, that are difficult to quantify.  

 

A similar statement was added to the discussion section of the manuscript as follows:  

Findings from our trial, and similar to results derived from nutrient RCTs, are prone to the confounding 

effect of several factors (Heaney 2014). Indeed, the baseline 25(OH)D level, the dietary intake of 

vitamin D and other nutrients, such as calcium and proteins, sun exposure and others remain 

important predictors affecting the response to vitamin D supplementation, but very difficult to quantify 

accurately.  

 

Reviewer 2  

Thank you so much for performing this trial in our region that is very needed. As far as I understood 

the main result of this study is to investigate the regimens that recommended from IOM with other 

recommendation for pregnant population,the study was designed to exclude pregnant whose 25 OH 

VITD <25nmol, this may exclude a portion of pregnant in our region so extrapolation of result to entire 

population will be limited if we do not include them.(although it depends on prevalence of severe 

deficiency in region for example in Yazd a sunny city in center of Iran about 30% are below this 

range). so if pregnant women with level <25 are prevalent in your area consider them for better final 

conclusion in your region.  

My suggestion would be treatment (60,0000IU in six week each week 50,000IU) and daily dose of 

vitamin D for them as published in Singapour medical journal 2013 with the same follow up .  

Thank you for your comment. It would be a great idea to supplement pregnant women with vitamin D 

deficiency (25(OH)D <25 nmol/l), using the suggested dose. However, this needs to be submitted as 

a separate protocol that requires the approval of the Institutional review board (IRB) at the American 

University of Beirut - Lebanon.  
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VERSION 2 – REVIEW 

REVIEWER Bruce Hollis 
Medical University of South Carolina  
USA 

REVIEW RETURNED 27-Jan-2016 

 

GENERAL COMMENTS Nice Job 

 

REVIEWER Mehrdad Shakiba 
shahid sadoughi medical university  
yazd  
iran 

REVIEW RETURNED 03-Feb-2016 

 

GENERAL COMMENTS thank you so much it is OK, it would be suitable to clear what 
percentage of participant has been excluded from study due to low 
vitamin D (first exclusion criteria), this data may be useful for 
extrapolation of result to whole population and other societies with 
different level of vitamin d .  
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