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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 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Seeta Durvasula 
Lecturer  
Sydney Medical School, University of Sydney  
Australia 

REVIEW RETURNED 08-Feb-2015 

 

GENERAL COMMENTS Given the abundant and sometimes confusing information about 
vitamin D in the media, this study plays an important role in 
exploring knowledge and attitudes towards vitamin D in a general 
practice population. Participants included those recruited for a 
previous clinical trial of respiratory disease, and healthy adults under 
the age of 65 years. The following amendments are suggested:  
 
Introduction  
p.4, Lines 32-33 – Inconsistent results of supplementation – the 
studies cited refer to effects of supplementation in respiratory illness 
only. It is recommended that other, more general studies also be 
cited – e.g.  
Reid IR, Bolland MJ, Grey A. Effects of vitamin D supplements on 
bone mineral density: A systematic review and meta-analysis. 
Lancet. 2014;383(9912):146-55  
 
Bolland MJ, Grey A, Gamble GD, Reid IR. The effect of vitamin D 
supplementation on skeletal, vascular, or cancer outcomes: A trial 
sequential meta-analysis. The Lancet Diabetes & Endocrinology. 
2014; doi: 10.1016/S2213-8587(13)70212-2 
http://linkinghub.elsevier.com/retrieve/pii/S2213858713702122.  
 
The authors correctly note that there is uncertainty about the impact 
of supplementation in the general population. However, it should be 
noted that there is convincing evidence for correcting vitamin D 
deficiency in older people, particularly those in residential aged care. 
See:  
Cameron ID, Gillespie LD, Robertson CM, Murray GR, Hill KD, 
Cumming RG, et al. Interventions for preventing falls in older people 
in care facilities and hospitals. [Review][Update of Cochrane 
Database Syst Rev. 2010;(1):CD005465; PMID: 20091578]  
 
Methods – Sampling  
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p.6, Line 18 – “people who were healthy and who had asthma or 
COPD...” Recommend change to “people who were healthy or who 
had asthma or COPD...”  
p.6, Line 49 – 50 “Focus groups were digitally recorded....”. 
Recommend change to “Focus group discussions were digitally 
recorded....”  
 
Results  
p.8 – Line 49 – delete apostrophe in “1950s”  
 
Discussion  
p.15, Lines 17-19 – Samenek et al’s study - While it may be 
“possible for fair-skinned Australians to produce sufficient vitamin D 
without unacceptable risks of skin cancer during winter months”, it 
should be noted that the sun exposure times vary according to 
latitude and other factors.  
 
p.15, Lines 44-48 “Recent clinical trials....are likely to lead to further 
recommendations for targeted testing and supplementation, and in 
turn, further medicalisation.”  
While unnecessary testing and medicalisation are to be avoided, 
there is a place for testing and or treatment in high risk groups, such 
as the elderly, especially those living in aged care facilities. It is 
recommended that the authors re-word this paragraph to reflect that 
high risk groups may need a different approach. A similar 
qualification is suggested in the abstract.  
 
Summary  
p.16 – It is true that clear and detailed public health messages about 
sun exposure and vitamin D are required, given the level of 
misinformation and confusion found in this study. However, it should 
be noted that it is not easy to give “one message that fits all”, 
because of the variability in vitamin D production and requirements 
according to various factors such as age, skin pigmentation, skin 
exposure to the sun, latitude, season etc. There is also a fine line 
between having adequate sun exposure for vitamin D production 
and dangers of excessive sun exposure. The summary should 
acknowledge that public health messages about sun exposure and 
vitamin D need to differentiate between the advice for the general 
population and those at high risk of vitamin D deficiency. This is 
noted in the statement from the Cancer Society of NZ (Ref.20). It is 
recommended that the authors also review the position statement in 
the Medical Journal of Australia:  
Nowson CA, McGrath JJ, Ebeling PR, Haikerwal A, Daly RM, 
Sanders KM, et al. Vitamin D and health in adults in Australia and 
New Zealand: A position statement. Medical Journal of Australia. 
2012;196(11):686-7  

 

REVIEWER Michael Holick 
Boston University Medical School  
USA 

REVIEW RETURNED 17-Feb-2015 

 

GENERAL COMMENTS 1.Eggs are not a particularly good source for vitamin D there is 
usually about 20 IUs in one yolk.  
 
2.  
 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2014-007401 on 14 July 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/


Would you take vitamin D if you hadn’t had a test? If we told you that 
1 in 1000 people have a reaction to 2-monthly high-dose oral vitamin 
D (hypercalcaemia), would you be willing to have a routine blood 
test 2 months after starting vitamin D to check safety?  
This statement is not true not clear why it was included? Unclear 
what is meant by high-dose vitamin D? If the authors read the 
literature carefully they will find that there are now studies reporting 
for up to 6 years demonstrating that ingesting up to 3000 IUs daily 
does not cause toxicity see The Endocrine Society’s practice 
guidelines. There is no need to be measuring 25-hydroxyvitamin D 
after 2 months.  
 
3. The concept that vitamin D toxicity occurred because of over 
fortification of foods with vitamin D is probably incorrect. It's more 
likely that the children who developed hypercalcemia had a William's 
syndrome.  
 
4. Do the authors believe that vitamin D increases risk for kidney 
stones?  
 
5. There are no questions about sunlight and perceptions as to when 
vitamin D can be produced i.e. time of day and season and latitude 
and what the effect of sunscreen and skin pigmentation have on this 
process.  
 
6. Although the references are reasonable many are out of date. The 
authors should include the IOM report as well as The Endocrine 
Practice Guidelines and more up to date literature.  

 

VERSION 1 – AUTHOR RESPONSE 

Introduction  

p.4, Lines 32-33 – Inconsistent results of supplementation – the studies cited refer to effects of 

supplementation in respiratory illness only. It is recommended that other, more general studies also 

be cited – e.g.  

Reid IR, Bolland MJ, Grey A. Effects of vitamin D supplements on bone mineral density: A systematic 

review and meta-analysis. Lancet. 2014;383(9912):146-55  

 

Bolland MJ, Grey A, Gamble GD, Reid IR. The effect of vitamin D supplementation on skeletal, 

vascular, or cancer outcomes: A trial sequential meta-analysis. The Lancet Diabetes & Endocrinology. 

2014; doi: 10.1016/S2213-8587(13)70212-2 

http://linkinghub.elsevier.com/retrieve/pii/S2213858713702122.  

 

The reviewer makes an important point. We have referred to the additional studies recommended by 

the reviewer.  

 

 

 

 

The authors correctly note that there is uncertainty about the impact of supplementation in the general 

population. However, it should be noted that there is convincing evidence for correcting vitamin D 

deficiency in older people, particularly those in residential aged care. See:  

Cameron ID, Gillespie LD, Robertson CM, Murray GR, Hill KD, Cumming RG, et al. Interventions for 

preventing falls in older people in care facilities and hospitals. [Review][Update of Cochrane Database 

Syst Rev. 2010;(1):CD005465; PMID: 20091578]  
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The reviewer makes an important point. We have referred to the additional study recommended by 

the reviewer.  

 

 

 

 

Methods – Sampling  

p.6, Line 18 – “people who were healthy and who had asthma or COPD...” Recommend change to 

“people who were healthy or who had asthma or COPD...”  

 

We have made the change recommended by the reviewer.  

 

 

 

 

p.6, Line 49 – 50 “Focus groups were digitally recorded....”. Recommend change to “Focus group 

discussions were digitally recorded....”  

 

We have made the change recommended by the reviewer.  

 

 

 

 

Results  

p.8 – Line 49 – delete apostrophe in “1950s”  

 

We have made the change recommended by the reviewer.  

 

 

 

 

Discussion  

p.15, Lines 17-19 – Samenek et al’s study - While it may be “possible for fair-skinned Australians to 

produce sufficient vitamin D without unacceptable risks of skin cancer during winter months”, it should 

be noted that the sun exposure times vary according to latitude and other factors.  

 

The reviewer makes an important point, we have altered the text to include their recommendation.  

 

 

 

 

p.15, Lines 44-48 “Recent clinical trials....are likely to lead to further recommendations for targeted 

testing and supplementation, and in turn, further medicalisation.”  

While unnecessary testing and medicalisation are to be avoided, there is a place for testing and or 

treatment in high risk groups, such as the elderly, especially those living in aged care facilities. It is 

recommended that the authors re-word this paragraph to reflect that high risk groups may need a 

different approach. A similar qualification is suggested in the abstract.  

 

The reviewer makes an important point. We have altered the text to include their recommendation in 

the abstract and discussion.  
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Summary  

p.16 – It is true that clear and detailed public health messages about sun exposure and vitamin D are 

required, given the level of misinformation and confusion found in this study. However, it should be 

noted that it is not easy to give “one message that fits all”, because of the variability in vitamin D 

production and requirements according to various factors such as age, skin pigmentation, skin 

exposure to the sun, latitude, season etc. There is also a fine line between having adequate sun 

exposure for vitamin D production and dangers of excessive sun exposure. The summary should 

acknowledge that public health messages about sun exposure and vitamin D need to differentiate 

between the advice for the general population and those at high risk of vitamin D deficiency. This is 

noted in the statement from the Cancer Society of NZ (Ref.20). It is recommended that the authors 

also review the position statement in the Medical Journal of Australia:  

Nowson CA, McGrath JJ, Ebeling PR, Haikerwal A, Daly RM, Sanders KM, et al. Vitamin D and health 

in adults in Australia and New Zealand: A position statement. Medical Journal of Australia. 

2012;196(11):686-7  

 

The reviewer makes an important point. We have altered the text to include their recommendation.  

 

 

 

 

 

Reviewer Name Dr. Michael Holick  

Institution and Country Boston University Medical School  

USA  

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

 

Please leave your comments for the authors below  

. Eggs are not a particularly good source for vitamin D there is usually about 20 IUs in one yolk.  

 

The reviewer makes an important point, we have altered the text to highlight this point.  

 

 

 

 

2.  

 

Would you take vitamin D if you hadn’t had a test? If we told you that 1 in 1000 people have a 

reaction to 2-monthly high-dose oral vitamin D (hypercalcaemia), would you be willing to have a 

routine blood test 2 months after starting vitamin D to check safety?  

This statement is not true not clear why it was included? Unclear what is meant by high-dose vitamin 

D? If the authors read the literature carefully they will find that there are now studies reporting for up 

to 6 years demonstrating that ingesting up to 3000 IUs daily does not cause toxicity see The 

Endocrine Society’s practice guidelines. There is no need to be measuring 25-hydroxyvitamin D after 

2 months.  

 

We agree with the reviewer’s comment on the study protocol. The figure of 1 in 1000 came from 

estimates of risk of vitamin D hypersensitivity in the literature, and the test at 2 months was based on 

practice in trials that were on-going at the time of the study. Since then more reassuring data on 

safety have emerged, as noted in the Endocrine Society’s practice guidelines, as noted by the 
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reviewer.  

 

 

 

 

3. The concept that vitamin D toxicity occurred because of over fortification of foods with vitamin D is 

probably incorrect. It's more likely that the children who developed hypercalcemia had a William's 

syndrome.  

 

We thank the reviewer for their comment on the study protocol. We agree and are aware of this. At 

the time, hypercalcaemia was attributed erroneously to excessive supplementation of vitamin D.  

 

 

 

 

4. Do the authors believe that vitamin D increases risk for kidney stones?  

 

We thank the reviewer for their comment on the study protocol. Our reading of the literature is that 

there is no evidence to suggest that vitamin D supplementation without additional calcium confers 

increased risk of renal stones.  

 

 

 

 

5. There are no questions about sunlight and perceptions as to when vitamin D can be produced i.e. 

time of day and season and latitude and what the effect of sunscreen and skin pigmentation have on 

this process.  

 

The discussions about sun exposure covered a range of issues but did not focus on time of day, 

season or latitude. One respondent noted that people moving from sunnier climates could become 

vitamin D deficient. Respondents talked particularly about cancer risk. The things they talked about 

(and did not talk about) reflect the process of a qualitative design where the facilitator has to accept 

the priorities of the respondents. The questions outlined in the protocol were not asked systematically, 

but were used as prompts during the focus groups to guide the discussions. Not all the questions 

were necessarily asked at each focus group.  

 

 

 

 

6. Although the references are reasonable many are out of date. The authors should include the IOM 

report as well as The Endocrine Practice Guidelines and more up to date literature.  

 

We have updated the references and included references to the IOM report and the Endocrine 

Practice Guidelines.  
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