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VERSION 1 - REVIEW 

REVIEWER Ulla Kampmann 
Department of Endocrinology and Internal Medicine, Aarhus 
University Hospital, Denmark 

REVIEW RETURNED 06-Feb-2016 

 

GENERAL COMMENTS The manuscript by Tetsuya Kawahara et al. is mostly well written 
and the protocol is interesting and adresses a relevant question. 
However the manuscript describes a protocol to an ongoing study 
and thus there are no results and no conclusion.  
The authors should elaborate on what kind of blood tests they do 
every 12 weeks. Are there any safety measures like calcium levels? 
are vitamin D levels measured? (25 OH vitamin D or 1, 25 di-OH-
vitamin D?) and what kind of assays are used? 

 

REVIEWER Thomas Fremming Dejgaard 
Steno Diabetes Center  
Gentofte, Denmark 

REVIEW RETURNED 29-Feb-2016 

 

GENERAL COMMENTS This manuscript by Tetsuya et al. describes a protocol for a 
randomised, double-blinded, placebo-controlled trial “Diabetes 
Prevention with active Vitamin D (DPVD study). The manuscript is 
clear and well-written, and the topic is interesting and relevant. 
Furthermore, the design seems appropriate to answer the research 
question. However, a few concerns needs to be addressed before 
publication in BMJ Open.  
 
 
Abstract  
 
P2 Ln8: Please state that the study is placebo-controlled  
 
 
Introduction  
 
Please include the mechanisms of action and safety of vitamin D in 
relation to type 2 diabetes.  
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P3 Ln4: Decide to use ”persons with” or ”people with” and delete the 
redundant  
 
 
Methods and analyses  
 
P4 Ln5: Please state that the study is placebo-controlled  
 
P4 Ln39: Is the person who do the randomization further involved in 
the study? Will the person take part in the treatment of the 
participants?  
 
P5 Ln4 and 7: Please delete ”(3 years), because 144 weeks is not 3 
years (estimating that a regular calendar year is 52 weeks).  
 
P5 Ln10: I could not find the attached common sheet?  
 
P5 Ln14: Please include a list of the blood samples drawn.  
 
P6 Ln40: Delete “(1 year)”. 48 weeks is not 1 year according to the 
regular calendar year.  
 
P8 Ln7: Please state if the study is being monitored by a 
surveillance committee according to GCP standards?  
 
 
Discussion  
 
Please discuss the differences in persons with IGT from Japan and 
Europe/US in relation to vitamin D, if any? 

 

VERSION 1 – AUTHOR RESPONSE 

Responses to the Reviewer 1  

Re: Diabetes Prevention with active Vitamin D (DPVD study): a protocol for a randomized, double-

blind, placebo-controlled study  

 

We are grateful to Reviewer 1 for the critical comments and useful suggestions that have helped us to 

improve our paper considerably. As indicated in the responses that follow, we have taken all these 

comments and suggestions into account in the revised version of our paper.  

 

The authors should elaborate on what kind of blood tests they do every 12 weeks. Are there any 

safety measures like calcium levels? are vitamin D levels measured? (25 OH vitamin D or 1, 25 di-

OH-vitamin D?) and what kind of assays are used?  

Response: In accordance with your suggestion, we have added the list of blood tests in Table 3. In 

addition, we have added the methodology of 25(OH)D measurement, LC-MS/MS system, in the 

Methods and Analyses section. (Page 6 Line 1)  

 

 

Responses to the Reviewer 2  

Re: Diabetes Prevention with active Vitamin D (DPVD study): a protocol for a randomized, double-

blind, placebo-controlled study  

 

We are grateful to Reviewer 2 for the critical comments and useful suggestions that have helped us to 

improve our paper considerably. As indicated in the responses that follow, we have taken all these 

comments and suggestions into account in the revised version of our paper.  
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Abstract  

P2 Ln8: Please state that the study is placebo-controlled  

Response: In accordance with your suggestion, we have added “placebo-controlled” (P2 Ln9)  

 

Introduction  

Please include the mechanisms of action and safety of vitamin D in relation to type 2 diabetes.  

Response: We have added the mechanism of action of vitamin D in relation to type 2 diabetes 

(glucose intolerance). (P3 Ln15)  

 

P3 Ln4: Decide to use ”persons with” or ”people with” and delete the redundant  

Response: We have chosen “people with” and delated the redundant. (P3 Ln5)  

 

Methods and analyses  

P4 Ln5: Please state that the study is placebo-controlled  

Response: In accordance with your suggestion, we have added “placebo-controlled”. (P4 Ln16)  

 

P4 Ln39: Is the person who do the randomization further involved in the study? Will the person take 

part in the treatment of the participants?  

Response: No, he is not. He only does the randomization. No, he will not because he is not a 

physician.  

P5 Ln4 and 7: Please delete ”(3 years), because 144 weeks is not 3 years (estimating that a regular 

calendar year is 52 weeks).  

Response: We have delated “3 years”. (P5 Ln15 and 18)  

 

P5 Ln10: I could not find the attached common sheet?  

Response: We are sorry about that, but we did not attach the sheet. Therefore, we delated “attached”. 

(P5 Ln21)  

 

P5 Ln14: Please include a list of the blood samples drawn.  

Response: In accordance with your suggestion, we have added the list of the blood tests in Table 3.  

 

P6 Ln40: Delete “(1 year)”. 48 weeks is not 1 year according to the regular calendar year.  

Response: We have delated “1 year”. (P7 Ln11)  

 

P8 Ln7: Please state if the study is being monitored by a surveillance committee according to GCP 

standards?  

Response: All data are collected and monitored in an independent unit at University of Occupational 

and Environmental Health according to GCP standards. Therefore, we have added “The DPVD study 

is carried out under the surveillance and guidance of the independent unit at University of 

Occupational and Environmental Health in compliance with the IGH-GCP guidelines.” (P8 Ln25)  

 

Discussion  

Please discuss the differences in persons with IGT from Japan and Europe/US in relation to vitamin 

D, if any?  

Response: It is so difficult point. Since the latitude of European countries and the US is the same or 

north as compared with that of Japan, it should be the same or shorter daylight hours in Europe/Us 

than Japan. This means the amount of vitamin D that is synthesized from sun exposure of the skin 

should be the same or less in Europe/US than Japan. However, according to the IDF atlas 2014, the 

latitude is unconcerned to the prevalence of type 2 diabetes among these countries. In addition, not 

only the latitude, there are some differences: the amount of vitamin D synthesis in the skin due to the 

skin color (the amount of melanin pigment), vitamin D content in the food and drink, and the amount 
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of circulating vitamin D due to the rate of obesity (adipocyte). Hence, it is hard to discuss the 

differences in persons with IGT from Japan and Europe/US in relation to vitamin D, and we did not 

describe that.  

 

Rank Country Diabetes prevalence (% of population ages 20 to 79)  

75 Germany 7.93  

113 Denmark 6.05  

116 Hungary 5.94  

130 Poland 5.63  

130 Switzerland 5.63  

148 Japan 5.12  

156 Netherland 5.0  

166 Sweden 4.51  

172 UK 3.9  

 

These European countries described above are located on the northern from Japan. Some countries 

have higher prevalence and some have lower than that of Japan. (IDF Atlas 2014) 

VERSION 2 – REVIEW 

REVIEWER Thomas F. Dejgaard 
Steno Diabetes Center, Denmark 
 
I have received research funding and speakers fee from Novo 
Nordisk 

REVIEW RETURNED 12-Apr-2016 

 

GENERAL COMMENTS The revised manuscript:"Diabetes Prevention with active Vitamin D 
(DPVD study): a protocol for a randomized, double-blind, placebo-
controlled study" by Kawahara et al. has been improved according 
to the comments from the editorial team and reviewers. The 
manuscript is relevant for readers of the BMJ Open journal and I find 
it ready for publication. To update the discussion and the references 
you could choose to cite the new article by Jorde et al. (Jorde R, 
Sollid ST, Svartberg J, et al. Vitamin D 20,000 IU per week for five 
years does not prevent progression from prediabetes to diabetes. J 
Clin Endocrinol Metab.) which is highly relevant and has been 
published after submission of this manuscript. 

 

VERSION 2 – AUTHOR RESPONSE 

Responses to the Reviewer 2  

R1: Diabetes Prevention with active Vitamin D (DPVD study): a protocol for a randomized, double-

blind, placebo-controlled study  

We are grateful to the Editorial Team for the critical comments and useful suggestions that have 

helped us to improve our paper considerably. As indicated in the responses that follow, we have 

taken all these comments and suggestions into account in the revised version of our paper.  

Reviewers' Comments to Author:  

Reviewer: 2  

The revised manuscript:"Diabetes Prevention with active Vitamin D (DPVD study): a protocol for a 

randomized, double-blind, placebo-controlled study" by Kawahara et al. has been improved according 

to the comments from the editorial team and reviewers. The manuscript is relevant for readers of the 

BMJ Open journal and I find it ready for publication. To update the discussion and the references you 

could choose to cite the new article by Jorde et al. (Jorde R, Sollid ST, Svartberg J, et al. Vitamin D 
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20,000 IU per week for five years does not prevent progression from prediabetes to diabetes. J Clin 

Endocrinol Metab.) which is highly relevant and has been published after submission of this 

manuscript.  

Response: Thank you for your suggestion, but we plan to cite the article in our manuscript of the 

study result.  
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