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LETTER TO THE EDITORS

APLT Alimentary Pharmacology & Therapeutics WILEY

Letter: low population mortality from COVID-19 in countries
south of latitude 35 degrees North supports vitamin D as a

factor determining severity

EDITORS,

The recent editorial by Rhodes et al considered latitude and men-
tioned one mechanism that vitamin D is important in regulating and
suppressing the inflammatory response of cytokines of respiratory
epithelial cells and macrophages to various pathogens, including res-
piratory viruses and preventing cytokine storm and the subsequent
acute respiratory distress syndrome (RDS).!

Itis appropriate to add the induction of the antimicrobial peptide
cathelicidin with anti-viral action,?® and other beneficial mechanism
of vitamin D including inhibition of the renin-angiotensin system
(RAS) with inhibition of AT1R receptor, and stimulation of ACE2, the
enzyme to which coronavirus binds and inhibits. This enzyme trans-
forms angiotensin Il into angiotensin (1-7), which is vasodilatory and
hypotensive. This step, beneficial in these circumstances, is inhibited
by SARS-CoV-2 and stimulated by vitamin D.

Lin reported that the renoprotective effect of calcitriol was due
to the action on ACE, ACE2 and the ratio between both.* Xu demon-
strated in rats with RDS that calcitriol pre-treatment inhibited renin,
ACE and angiotensin Il, but induced ACE2, and resulted in clinical
improvement.®> Gatera reviewed available evidence on vitamin D
supplementation in animals and humans with RDS, and concluded
that it was effective.®

In conclusion, both mechanisms may play a beneficial role in the
action of vitamin D in COVID-19 infection—stimulation of the im-
mune system and inhibition of RAS by stimulating ACE2.

ACKNOWLEDGEMENT
Declaration of personal interests: Jose L. Mansur has been speaker for

Amgen, Raffo and TRB-Pharma Argentina laboratories.

AP&T correspondence columns are restricted to letters discussing papers
that have been published in the journal. A letter must have a maximum of
500 words, may contain one table or figure, and should have no more
than 10 references. It should be submitted electronically to the Editors via
http://mc.manuscriptcentral.com/apt.

Jose L. Mansur

Center of Endocrinology and Osteoporosis, La Plata, Universidad
Nacional de la Plata Facultad de Ciencias Medicas, Buenos
Aires, Argentina

Email: joseluismansur@yahoo.com.ar

ORCID

Jose L. Mansur https://orcid.org/0000-0002-8383-9543

REFERENCES

1. Rhodes JM, Subramanian S, Laird E, Kenny RA. Editorial: low pop-
ulation mortality from COVID-19 in countries south of latitude 35
degrees North supports vitamin D as a factor determining severity.
Aliment Pharmacol Ther. 2020. https://doi.org/10.1111/apt.15777

2. Zisi D, Challa A, Makis A. The association between vitamin D status
and infectious diseases of the respiratory system in infancy and child-
hood. Hormones (Athens). 2019;18:353-363.

3. Grant WB, Lahore H, McDonnell SL, et al. Evidence that Vitamin D
supplementation could reduce risk of influenza and COVID-19 infec-
tions and deaths. Nutrients. 2020;12:E988.

4. Lin M, Gao P, Zhao T, et al. Calcitriol regulates angiotensin-converting
enzyme and angiotensin converting-enzyme 2 in diabetic kidney dis-
ease. Mol Biol Rep. 2016;43:397-406.

5. Xu J, Yang J, Chen J, Luo Q, Zhang Q, Zhang H. Vitamin D alleviates
lipopolysaccharide-induced acute lung injury via regulation of the
renin-angiotensin system. Mol Med Rep. 2017;16:7432-7438.

6. Gatera VA, Abdulah R, Musfiroh I, Judistiani RTD, Setiabudiawan B.
Updates on the status of vitamin D as a risk factor for respiratory
distress syndrome. Adv Pharmacol Sci. 2018;2018:8494816.

Aliment Pharmacol Ther. 2020;00:1.

wileyonlinelibrary.com/journal/apt

© 2020 John Wiley & Sons Ltd 1


https://core.ac.uk/display/355093853?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1
www.wileyonlinelibrary.com/journal/apt
mailto:%ef%bb%bf%ef%bf%bc
https://orcid.org/0000-0002-8383-9543
https://orcid.org/0000-0002-8383-9543
https://orcid.org/0000-0002-8383-9543
https://doi.org/10.1111/apt.15777

