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Since the discovery that cod liver oil cured rickets back 
in 1918, bone disease has been the hallmark of vitamin D 
deficiency. Still, hundreds year later, we do not know the 
optimal vitamin D intake or levels for our skeleton. As 
for most nutrients, the effects of vitamin D intake in the 
body follow a U-shaped pattern—with an increased risk of 
detrimental effects at both very low and very high intakes, 
with a broad range of intakes in between regarded safe and 
sufficient (1). What the thresholds for too little and too 
much should be for vitamin D, are still not clarified. 

Intervention studies using vitamin D are often 
heterogeneous in designs, which make them difficult to 
compare. Dosing regimens vary a lot, regarding frequency 
of dosing (daily, weekly, monthly or yearly), the dose used, 
the use of ergocalciferol versus cholecalciferol, and per 
OS versus intramuscular administration. In addition, some 
researchers co-supplement with calcium, while others don’t. 
This heterogeneity must be considered as a reflection of the 
lack of knowledge of the optimal design. 

Also confounding the results, is that the majority of studies 
have not used low 25(OH)D levels as an inclusion criteria. 
Thus, many studies have been performed in vitamin D 
sufficient participants, where the relation between 25(OH)D 
and the clinical outcome—in this case bone mineral density 
(BMD)—must be expected to be quite flat (1).

Not surprisingly, therefore, intervention studies on 
bone and vitamin D have yielded inconsistent results. 
A systematic review and meta-analysis from 2014, 
including the results from 23 studies and more than  
4,000 participants, reported a small, but significant positive 
effect on BMD in the femoral neck only, with a large 

heterogeneity of the results (2). Thus, the majority of the 
studies reported null-findings, six reported positive effects, 
and two detrimental effects on BMD. After this review was 
published, several other randomized controlled trials (RCTs) 
have reported BMD results after vitamin D intervention, 
many using higher doses. This includes one Norwegian 
study using cholecalciferol 20,000 IU/w for 5 years which 
resulted in increased BMD at the femoral neck, but not 
other measurement sites in males, but not females (3). Also, 
in the VIDA study in New Zealand, 2 years intervention 
with a monthly dose of 100,000 IU cholecalciferol, resulted 
in significantly less bone loss at the hip in the active as 
compared to the control group, although of doubtful 
clinical significance (0.5% difference between the groups). 
However, there was a significant interaction with baseline 
25(OH)D levels, so that those with levels below 30 nmol/L  
ended up with a difference between the groups of 2% in 
favor of vitamin D (4). 

However, most of the studies performed have compared 
one dose of vitamin D with placebo, with or without calcium 
co-supplementation. Only a few included in the review 
and meta-analysis from 2014 have compared different 
dosing regimens (2). In addition, a recent Scottish study in 
postmenopausal women with low 25(OH)D levels (mean 
33 nmol/L) at baseline, reported that a dose of 1,000 IU/d  
cholecalciferol attenuated bone loss at the hip, but not other 
measurement sites, as compared to a dose of 400 IU/d or 
placebo (5). In contrast, in a US study of postmenopausal 
women with baseline 25(OH)D levels around 50 nmol/L,  
no differences in BMD was seen after treatment with 
cholecalciferol 800 IU/d, 50,000 IU/month or placebo, 
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although a small increment in calcium absorption was 
observed in the high-dose group (6). 

The study of Rahme and coauthors published in Journal 
of Bone and Mineral Research in July this year, therefore 
provides additional insight into this topic (7). The study 
included 257 elderly and overweight participants with a 
mean age of 71 years and a BMI of 30, and a baseline serum 
25(OH)D level of around 50 nmol/L. All of them received 
600 IU of cholecalciferol and 1,000 mg of calcium per day. 
In addition, the participants were randomized to receive 
either two capsules containing 11,000 IU of cholecalciferol 
to be taken once a week, or similar looking placebo pills. 
This resulted in an average daily cholecalciferol dose of 
3,750 IU in the high-dose arm as compared to 600 IU in 
the low-dose arm. BMD and bone markers were measured 
at baseline and after 12 months, with complete data for 
final analyses in 222 participants. After one year, the 
authors reported small increments in BMD in the range 
of 0.5–1.6% for both treatment arms, with no significant 
differences between the two groups except for sub-total 
(whole-body less head) BMD, where the increase was 
significantly higher in the high-dose group. Bone markers 
(parathyroid hormone, osteocalcin and cross-laps) were 
reduced in both arms, but without significant differences 
between the groups. The authors concluded that there was 
little additional benefit in vitamin D supplementation at a 
dose exceeding the IOM recommendation of 600 IU/day on 
BMD and bone markers in overweight elderly individuals. 

The results from the study of Rahme can be compared 
with the results from a very similar study in 297 
postmenopausal women with osteopenia (T-score in lumbal 
spine or hip ≤−2.0), treated for 1 year with a daily dose 
of 1,000 mg calcium and 800 IU of cholecalciferol (8).  
In addition, half of the participants were randomized to 
receive capsules of cholecalciferol containing 20,0000 IU 
to be taken twice a week, while the other half received 
placebo capsules. This resulted in an average dose of  
6,500 IU/day in the high dose group, as compared to 
800 IU in the standard dose group. Baseline 25(OH)
D levels were 64 nmol/L (9). Similar to the results in 
Rahme’s study, this resulted in very modest improvements 
in BMD of the hip of 0.3–0.6%, without any significant 
differences between the groups. However, while the levels 
of 1,25-dihydroxyvtamin D [1,25(OH)2D] remained 
unchanged or decreased in both the 600, 800 and 3,750 IU 
groups, the levels increased significantly in the 6,500 IU 
group. This is an important point, as too much 1,25(OH)2D 
may have detrimental effects in bone through stimulation of 

bone turnover and suppression of bone mineralization (10).  
Also, the bone turnover marker serum P1NP were 
significantly more reduced in the 800 IU group than in 
the 6,500 IU group (8), whereas there were no significant 
differences in bone marker suppression (osteocalcin and 
cross-laps) between the 600 and 3,750 IU groups (7). 

Comparisons of serum 25(OH)D levels between 
studies have been challenging due to the range of different 
laboratory assays, yielding very different results (11). 
During the last years, much effort have been put into the 
standardization of laboratory methods through the Vitamin 
D Standardization Program (VDSP) (12). This work 
makes such comparisons possible, and is also a necessary 
requisite for setting thresholds for vitamin D sufficiency. 
Fortunately, both these studies have analysed their sera 
using this approach. Thus, if we compare the serum 
25(OH)D levels achieved in these two trials, the 3,750 IU/d 
intervention resulted in an average final 25(OH)D levels of  
90 nmol/L (7), whereas the 6,500 IU/d group ended up 
with 163 nmol/L (9). One could therefore argue that these 
results together provide support for daily doses not to 
exceed 3,750 IU/day—alternatively that a level of around 
160 nmol/L is above the optimal range for bone health. 
This suits well with the IOM recommendations from 2011 
which settled the safe upper tolerable limit for vitamin D 
intake to 4,000 IU/d (13). It is therefore of concern that 
a recent study from the US reported an increase in use 
of higher supplemental doses. Thus, in 2013–2014, the 
prevalence of self-reported daily use of 4,000 IU vitamin D 
or more was 3.2%, increasing from 0.2% in 2007 (14). 

As two independent and adequately powered RCTs now 
both have demonstrated similar results, it seems timely 
to conclude that there is no extra benefit of using high-
dose (3,750–6,500 IU/d) cholecalciferol for improvement 
of BMD in populations without vitamin D deficiency. 
Moreover, the optimal 25(OH)D level for bone health is 
probably well below 160 nmol/L, and above 30 nmol/L.  
To further narrow this quite wide range, RCTs with 
inclusion of vitamin D deficient subjects with low BMD 
have to be performed. Furthermore, not only BMD but 
also bone biopsies should be included to evaluate more 
subtle changes (15). And finally, the use of standardized 
25(OH)D analyses should be implemented in all future 
vitamin D studies. 

Acknowledgements

Funding: None.



AME Medical Journal, 2017 Page 3 of 3

© AME Medical Journal. All rights reserved. AME Med J 2017;2:176amj.amegroups.com

Footnote

Provenance and Peer Review: This article was commissioned 
and reviewed by the Section Editor Zhantao Deng, PhD 
(Department of Orthopedics, Jinling Hospital, School of 
Medicine, Nanjing University, Nanjing, China).

Conflicts of Interest: Both authors have completed the 
ICMJE uniform disclosure form (available at http://dx.doi.
org/10.21037/amj.2017.11.11). The authors have no 
conflicts of interest to declare.

Ethical Statement: The authors are accountable for all 
aspects of the work in ensuring that questions related 
to the accuracy or integrity of any part of the work are 
appropriately investigated and resolved. 

Open Access Statement: This is an Open Access article 
distributed in accordance with the Creative Commons 
Attribution-NonCommercial-NoDerivs 4.0 International 
License (CC BY-NC-ND 4.0), which permits the non-
commercial replication and distribution of the article with 
the strict proviso that no changes or edits are made and the 
original work is properly cited (including links to both the 
formal publication through the relevant DOI and the license). 
See: https://creativecommons.org/licenses/by-nc-nd/4.0/.

References

1.	 Heaney RP. Guidelines for optimizing design and 
analysis of clinical studies of nutrient effects. Nutr Rev 
2014;72:48-54. 

2.	 Reid IR, Bolland MJ, Grey A. Effects of vitamin D 
supplements on bone mineral density: a systematic review 
and meta-analysis. Lancet 2014;383:146-55. 

3.	 Larsen AU, Grimnes G, Jorde R. The effect of high-dose 
vitamin D(3) supplementation on bone mineral density 
in subjects with prediabetes. Osteoporos Int 2017. [Epub 
ahead of print].

4.	 Reid IR, Horne AM, Mihov B, et al. Effect of monthly 
high-dose vitamin D on bone density in community-
dwelling older adults substudy of a randomized controlled 
trial. J Intern Med 2017;282:452-60.

5.	 Macdonald HM, Wood AD, Aucott LS, et al. Hip bone 
loss is attenuated with 1000 IU but not 400 IU daily 
vitamin D3: a 1-year double-blind RCT in postmenopausal 
women. J Bone Miner Res 2013;28:2202-13.

6.	 Hansen KE, Johnson RE, Chambers KR, et al. Treatment 
of Vitamin D Insufficiency in Postmenopausal Women: 
A Randomized Clinical Trial. JAMA Intern Med 
2015;175:1612-21.

7.	 Rahme M, Sharara SL, Baddoura R, et al. Impact 
of Calcium and Two Doses of Vitamin D on Bone 
Metabolism in the Elderly: A Randomized Controlled 
Trial. J Bone Miner Res 2017;32:1486-95. 

8.	 Grimnes G, Joakimsen R, Figenschau Y, et al. The effect 
of high-dose vitamin D on bone mineral density and bone 
turnover markers in postmenopausal women with low bone 
mass-a randomized controlled 1-year trial. Osteoporos Int 
2012;23:201-11. 

9.	 Grimnes G, Emaus N, Cashman KD, et al. The effect 
of high-dose vitamin D supplementation on muscular 
function and quality of life in postmenopausal women-A 
randomized controlled trial. Clin Endocrinol (Oxf) 
2017;87:20-8. 

10.	 Lieben L, Masuyama R, Torrekens S, et al. Normocalcemia 
is maintained in mice under conditions of calcium 
malabsorption by vitamin D-induced inhibition of bone 
mineralization. J Clin Invest 2012;122:1803-15. 

11.	 Janssen MJ, Wielders JP, Bekker CC, et al. Multicenter 
comparison study of current methods to measure 
25-hydroxyvitamin D in serum. Steroids 2012;77:1366-72. 

12.	 Durazo-Arvizu RA, Tian L, Brooks SPJ, et al. The 
Vitamin D Standardization Program (VDSP) Manual 
for Retrospective Laboratory Standardization of Serum 
25-Hydroxyvitamin D Data. J AOAC Int 2017;100:1234-43. 

13.	 Ross AC, Taylor CL, Yaktine AL, et al., editors. 
Dietary Reference Intakes for Calcium and Vitamin D. 
Washington (DC): National Academies Press, 2011.

14.	 Rooney MR, Harnack L, Michos ED, et al. Trends in Use 
of High-Dose Vitamin D Supplements Exceeding 1000 
or 4000 International Units Daily, 1999-2014. JAMA 
2017;317:2448-50.

15.	 Priemel M, von Domarus C, Klatte TO, et al. Bone 
mineralization defects and vitamin D deficiency: 
histomorphometric analysis of iliac crest bone biopsies and 
circulating 25-hydroxyvitamin D in 675 patients. J Bone 
Miner Res 2010;25:305-12.

doi: 10.21037/amj.2017.11.11
Cite this article as: Grimnes G, Jorde R. Vitamin D and 
bone—the search for the optimal dose. AME Med J 2017;2:176.

http://dx.doi.org/10.21037/amj.2017.11.11
http://dx.doi.org/10.21037/amj.2017.11.11
https://creativecommons.org/licenses/by-nc-nd/4.0/

