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We thank Dr. Annweiler and Dr. Corvaisier for their remarks
about our article entitled “Daily or intermittent vitamin D sup-
plementation in patients with or at risk of osteoporosis: Position
statement from the GRIO” [1]. We also consider, like our col-
leagues, that taking into account the patient choice of a dosing
schedule for any preventive long-term treatment should be the
rule, especially when efficacy and safety are comparable whatever
the mode of supplementation (i.e. daily or intermittent). How-
ever, despite similar efficacy of daily and intermittent vitamin
D supplementation on improving circulating 25(0OH)D concentra-
tion [2], clinical efficacy and perhaps safety of both regimens are
different. Indeed, the benefits of vitamin D supplementation in vita-
min D-deficient/insufficient patients in RCTs (mostly sub-group
analyses) were almost exclusively observed with daily supple-
mentation (briefly reviewed in [1]). This may be explained by
long-lasting stimulation of inactivating pathways with intermittent
dosing but not with daily low dose, the 24 hydroxylation that leads
to inactive metabolites (24,25(0H),D and 1,24,25(0H);D), and the
secretion of FGF23 which inhibits calcitriol secretion [3]. Further-
more, some studies showed an increased risk of falls and fractures
with high intermittent vitamin D doses while moderate daily doses
decreased the incidence of falls (reviewed in [ 1]). Mortality was also
increased in the vitamin D groups of two recent mega-trials, which
tested the effect of 60,000 IU vitamin D3/month versus placebo
[4,5].

The major justification for intermittent vitamin D supplementa-
tion is a supposed enhanced adherence. However, this hypothesis
has been challenged in recent consensus [6] and clinical practice
guideline [7] papers co-signed by numerous renowned vitamin D
experts who did not find evidence for a better adherence with inter-
mittent supplementation. We know however that pharmaceutical
formulation can significantly impact patient preference/adherence.
For example, studies showed that solid (tablets) vitamin D products
were clearly preferred to liquid forms (drinkable vials) taken at a
similar interval (i.e. monthly) [8]. In our opinion, the only defensi-
ble reason to be reluctant to daily vitamin D dosing in France is the
lack of pharmaceutical forms compatible with a convenient and
well-accepted daily supplementation that are reimbursed by the
French Health insurance.

https://doi.org/10.1016/j.jbspin.2025.105925

According to studies, efficacy and safety have greater relative
importance than dosage form for the preference/adherence to a
given treatment [9], a point that should be favourable to daily vita-
min D dosing. If both the clinicians and the consumers become
aware and convinced of the clinical advantages of daily vitamin
D supplementation that are now well established, preference for
this dosing schedule should strongly increase in France, especially
if new better attractive licensed products of pharmaceutical grade
(1000, and 2000 IU soft capsules, tablets, or pills) become available
and reimbursed. Waiting for that, we encourage an intermittent
dosing with the lowest available and reimbursed “higher” dose
using short interval (currently 20,000 IU soft capsules weekly or
fortnightly) for those who are reluctant to take several drops daily
or to pay for the only available solid pharmaceutical daily dosage
(1000 IU soft capsule).
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