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EDITORIAL

Mavrizio Rossini

Department of Medicine,
Rheumatology Section, University of Verona

AIFA UPDATE OF NOTES 79 AND 96 IN RELATION TO VITAMIN D:

CONFIRMATIONS AND DOUBTS

In this issue we would like to again sum up vitamin D's role in phosphorus and calcium metab-
olism and in bone health.

We are doing this by publishing a summary on the correct use of vitamin D supplementation
according to the recent recommendations published by the ltalian Society of Osteoporosis,
Mineral Metabolism and Skeletal Diseases (SIOMMMS) .

Specifically, you will find here an update on the definition of vitamin D deficiency, on the iden-
fification of individuals at risk, on whether or not serum 25(OH)D screening is advisable, and
on the conditions that indicate when supplementation would be suitable and the procedures for
its application that are preferable in terms of dosage and timing, all based on the most recent
understanding.

You will also find guidance on how to supplement with vitamin D in cases of kidney or liver
insufficiency or when there are concomitant drug treatments that inferfere with vitamin D mefab-
olism in the liver.

Finally, you will find indications on when toxic effects such as hypercalcaemia and hypercalci-
uria should be of concern. All of this is substantiated by appropriate bibliographic references,
which you may wish to supplement with the most recent articles, which can also be found in
the rich bibliographic selection included in this issue. Although the recent updates of the ltalian
Medicines Agency (AIFA) Notes 79 ? and 96 ° did acknowledge the SIOMMMS recommen-

dations, unfortunately the agency’s acknowledgement was only partial.

NOTE 79

©) In the new version of Note 79's “general considerations”, the recommendation to make
use of calcium and vitamin D supplements, where diet and exposure fo sunlight are inad-
equate, were rightly reiferated because a vitamin D deficiency, in particular, can largely
nullify the effects of drugs used for the treatment of osteoporosis.

(=) Compared with the Note's previous version, which recommended the use of cholecalciF
erol in particular and ruled out the use of hydroxy metabolites on the basis of the previous
guidelines published in 2011 2, calcifediol was added as an alternative o cholecalcif-
erol, citing as alleged support, among other things, the same guidelines® which instead
indicated the use of calcifediol, in addition o cholecalciferol, only under conditions of
severe liver failure. Rightly so, in the “parficular warnings” of Note 96's new version, it
was acknowledged that the main evidence of vitamin D's efficacy against fractures was
achieved through the use of cholecalciferol, which appears to be the reference molecule
for this indication. On the other hand, the clinical documentation for hydroxy analogues
was very limited whilst the risk of hypercalcaemia is not at all negligible.

(=) In the new version of Nofe 79's “Special Warnings” about patients with severe renal
insufficiency, supplementation with vitamin D, was again recommended, as it was in the
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previous version. However, the possible
use of T-alpharhydroxylated vitamin D
mefabolites for patients with this condi-
fion, which was supported by the old®
and new guidelines', was surprisingly
replaced with the use of 25-alpha-hy-
droxylated mefabolites, yet with no bib-
liographic support.

NOTE 96

(&) The confirmation that screening extend-
ed fo the general population would be
inappropriafe, is reasonable, consider
ing that the determination of 25(OH)D
levels should only be performed in the
presence of risk factors for deficiency
and when useful for patients’ clinical
management.

L) Also appreciated was the new ac-
knowledgement that supplemen-tation
among people with severe vitamin D
deficiency is appropriafe, even when
asymptomatic.

(&) AIFAs finding appropriate the raising of
the minimum desirable threshold of se-
rum 25(OH|D levels from 20 ng/ml (or
50 nmol/1) to 30 ng/ml (or 75 nmo-
I/L) among patients with hyperparathy-
roidism (whether primary or secondary)
and among those with osteoporosis or
other established osteopathies was sig-
nificant, recognising that correction of
vitamin D deficiency remains, together
with correction of deficient dietary cal-
cium infake, one of the cornerstones
of treatment for osteoporosis. Yet, vito-
min D supplementation in healthy sub-
jects without vitamin D deficiency under-
standably appears to be unnecessary,
as shown by the far from surprising re-
sults of recent clinical studies.

(L) Also reasonable was the warning about
using excessive doses of vitamin D, es-
pecially because of the potential nega-
five effects on bone resorption as report-
ed by our studies ><.

©) Also, the new inclusion among recipi-
ents of vitamin D prescription covered
by the National Health Service (NHS)
without needing 25(OH|D screening,
in addition fo those who are insfitution-
alised, those with severe motor deficits
or who are bedridden living at home
was also appreciated, given that expo-
sure fo sunlight, as rightly recognised,
is the primary mechanism for meeting
vitamin D requirements.

(=2) Then there was still litfle acknowledge-

ment of other conditions at risk of vita-
min D deficiency such as those related
to forced conditions of reduced sun
exposure [for example, due fo work
or cultural reasons or conditions con-
fraindicating exposure to UVB rays)
or those related to an inability fo pro-
duce adequate amounts of vitamin D
despite exposure to sunlight, such as
advanced age 7.

Indications are unclear for patients
already on mineralisation therapy
combined with vitamin D supplemen-
tation, as recommended in Note /9.
It is believed that continued vitamin D
supplementation should be borne by
the NHS regardless of any determi-
nation of 25(OH)D among these pa-
fients as well.

(=) With regard fo vitamin D prescription

guidelines, the doses of cholecalciferol
given in Annex 1 to the Nofe have often
been found fo be insufficient under cer-
fain condifions: specifically, among the
elderly, the obese, in cases of severe liv-
er failure or chronic therapies interfering
with vitamin D metabolism in the liver, or
in conditions of poor absorption. !

In that same annex, as an alternative
treatment to cholecalciferol, calcifedi-
ol is indicated. In fact, however, this
latter supplement should be indicat-
ed as the second choice, so that the
Note's “Special Wamings” regarding
the greater evidence of efficacy and
safety of cholecalciferol are not con-
fradicted, especially when adminis-
tered daily. Even calcifediol’s alleged
faster normalisation of 25(OH)D levels
was also refuted by our recent study,
which showed that appropriate doses
of cholecalciferol were able to offer
equivalent rapidity ©.

Finally, in view of the potential ex-
tra-skeletal benefits of vitamin D, based
on what is currently known, though
there is no firm scientific evidence that
supplementation does indeed provide
a costeffective benefit, we feel that,
at this time, such benefits cannot be
ruled out with certainty either. See, for
example, a critical analysis of the VITAL
Study *'" with lights and shadows in
this issue.

What do you thinke
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