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Dear Editor,

In response to Rabbitt & Slattery’s mainly rhetorical commentary on our article, while the limitations of the observational data
linking vitamin D and respiratory infection cited in our paper were clearly stated, their letter fails to acknowledge the significant
body of evidence from supplementation trials which suggests biological plausibility in this regard.

For example, the findings of Martineau et al.! are mis-reported in the BMJ editorial by Bolland and Avenell? to which they refer.
Those authors described a reduction in the proportion of participants experiencing an acute respiratory infection from 42% to
40% to be a 2% absolute risk reduction, rather than the correct 4.8% reduction (i.e. 2/42%), but they do at least acknowledge
the topline 12% overall risk reduction observed across the 25 constituent randomised control trials incorporating data from
11,321 participants. In contrast, Rabbitt & Slattery fail to mention this 12% overall reduction in risk of acute respiratory tract
infection (odds ratio 0.88), nor do they refer to the 70% reduction in risk amongst those with baseline serum 25(OH)D levels
<25nmol/I after vitamin D supplementation also reported by Martineau et al. In the current context, we should think that a 12%
reduction in overall risk of respiratory infection, and a 70% reduction in risk amongst those with serum 25(0OH)D of <25nmol/I
(i.e. >40% of Irish nursing home residents) would be most welcome. Rabbitt & Slattery also fail to highlight the findings from
Rejnmark et al. (2017)3, which examined pooled data from 7 meta-analyses incorporating 30 RCTs and concluded that “the
overall findings suggest a beneficial effect of vitamin D on respiratory tract infections.” Nor do they refer to the findings of the
systematic review by Autier and colleagues (2017)* also cited in our paper, which similarly identified a possible protective effect
of vitamin D supplementation against respiratory tract infection.

The supposed failure of other nutrient studies to demonstrate effects on immune function is not only irrelevant to the current
discussion which relates specifically to vitamin D, but can also not be verified as Rabbit & Slattery have provided no reference to
support it. The inclusion of vitamin D in this unreferenced conflation also ignores the interventional data highlighted above
which were cited in our paper to support our suggestion for vitamin D supplementation. The authors’ statement that all
micronutrients can have toxic effects at high pharmacological doses is well recognised but also has very little relevance to the
specific issue of vitamin D supplementation at the doses we have suggested, the safety of which is very well established>®as the
authors have acknowledged.

In the current situation, we are dealing with a novel virus where emerging observational data indicate significantly poorer
outcomes in those who are vitamin D deficient’2. There are also mechanistic pathology studies which suggest a causal role for
vitamin D deficiency in mediating increased risk of acute respiratory infection® and poorer prognosis in ARDS patients?®.

Rabbitt & Slattery have posited that “to recommend urgent supplementation of a population as a strategy against Covid-19 is
imprudent and not supported by any clear evidence.” We would argue that given the established high population prevalence of
deficiency, especially in the groups highlighted; the emerging associative data linking vitamin D deficiency to poorer clinical



outcome in Covid-19 patients; the established safety of vitamin D supplementation and the grave individual and societal
consequences of Covid-19 infection, it is imprudent not to recommend supplementation. Our assertion in this regard would
appear to be supported by the statutory guidance for vitamin D supplementation amongst the general public which has issued
from UK public health authorities over recent days.

Whilst clinical data from supplementation trials are required to definitively establish causal relationships between vitamin D
deficiency and Covid-19 outcomes, the prevalence and depth of vitamin D deficiency in Ireland highlighted by our paper and
others; the critical importance of vitamin D for optimal immune function!?, the already established relationships between low
vitamin D status and poorer health outcomes (including mortality); and the growing observational evidence specifically linking
low vitamin D status and risk of poorer outcome in Covid-19 patients commend this issue as one which requires urgent and
decisive remedial action. Finally, the allusion to the current incumbent of 1600 Pennsylvania Avenue by the authors is wholly
apt; hamartia such as the failure to listen to best available evidence, an inability to objectively assimilate and weigh such data,
and an over-willingness to casually dismiss consequential information out of hand where it doesn’t fit the preferred narrative, all
have resonance here. However, in the spirit of collegial support, we are happy to recommend to our colleagues the following by
Hanel and Carlberg!? which takes an evolutionary view of vitamin D with a focus on the pharmacological.

Yours sincerely,

Dr D.M. McCartney, Dr D.G. Byrne
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