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EDITORIAL
Maurizio Rossini
Department of Medicine,
Rheumatology Section, University of Verona

Dear Readers,
In this issue, you will find an update on the discussion of the possible role of vitamin D in car-
diovascular diseases and certain mental disorders, thanks to the invaluable contributions of our 
expert authors.
Notice how both authors have acknowledged the persistent discrepancies found among some 
of the results generated by the observational studies and those from some interventional trials, 
or the lack thereof coming from the latter. As we all know, observational studies are sometimes 
at risk of confounding factors such as “reverse causality”, especially for those studies on vitamin 
D. Given its endogenous synthesis mechanism and metabolism, Vitamin D deficiency may be 
a consequence, rather than the cause, of a disease state. Today, this risk can be mitigated 
by new methods, such as Mendelian randomisation, which involves the use of allelic variants 
of one or more genes involved in the coding of certain biomarkers. In observational studies 
using this method, in a population observed and followed over time to assess the incidence of 
certain events, subjects were compared with one or more gene variants that determined higher 
or lower serum levels of 25(OH)D, in our case. Thus, an interventional randomized controlled 
trial (RCT) is simulated, RCT difficult to conduct not only due to economic reasons but also, I 
would venture, ethical ones. As you will see in this issue, the studies conducted so far with this 
method provide support for the cause/effect correlation between vitamin D deficiency and 
mortality or morbidity.
Recently published, there are the results of another approach, which, in my opinion, appear 
to be a kind of “counterevidence”, and may be viewed as further support for an extra-skeletal 
clinical benefit of vitamin D supplementation.
As previously indicated 1 and also commented on in this journal 2, the VITAL randomised 
trial, designed primarily to study the effects of vitamin D and omega-3 supplementation on 
incident cancer and cardiovascular disease, showed that 5 years of vitamin D supplemen-
tation was associated with a 22% reduction in the risk of the onset of autoimmune disease. 
Researchers Karen H. Costenbader et al. have now reported that among the 21,592 
participants in the VITAL study who agreed to be followed up for another 2 years after 
discontinuation of supplementation with 2000 IU/day of cholecalciferol, the protection 
against autoimmune diseases was no longer statistically significant 3. Thus, discontinuation 
of vitamin D supplementation can be associated with a resumption of the risk of autoim-
mune diseases. In my opinion, first of all, the results of the VITAL study extension have 
confirmed that the correlation between vitamin D supplementation and the reduction of the 
risk of autoimmune diseases was not coincidental. The results also suggest that vitamin D 
supplementation should be administered on an ongoing basis for the long-term prevention 
of autoimmune diseases, also because the risk of a return to a deficient condition is not 
today unlikely. This comment was made in connection with the results of the VITAL study in 
the Italian Medicines Agency’s Note 96 background section 4: “According to the results 
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obtained, 2000 years/person of vitamin 
D supplementation would have been re-
quired to avoid one case among the 32 
diagnoses of autoimmune disease”. I do 
believe that if the benefit in terms of peo-
ple to be supplemented/year were more 
properly expressed, an intervention to sup-
plement at-risk populations would be en-
tirely feasible and cost effective because 
supplementation would significantly re-
duce the incidence of autoimmune diseas-
es of significant impact in terms of disabil-

ity, mortality, social and healthcare costs.
What are your thoughts?
Happy reading!
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