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Letter to Editors

Comment on an article: “High dose folic acid is a potential treatment for pulmonary hypertension,
including when associated with COVID-19 pneumonia”

Dear Editor-in-Chief Mehar S. Manku,

We have read with great attention the article, High dose folic acid is
a potential treatment for pulmonary hypertension, including when as-
sociated with COVID-19 pneumonia “written by colleagues Wiltshire
et al. (Authors), published online in the forthcoming October issue of
Journal [1]. This very interesting article hypothesized role of folic acid
for COVID-19 pneumonia with pulmonary hypertension. Due to our
studies and experiences, but also of rare opinions of other distinguish
colleagues, we strongly agree with the hypothesis of Authors. Im-
portantly, we welcome the opportunity to make a short comment as
well.

There is an evident connection between homocysteine and nitric
oxide (NO) metabolism. Hyperhomocysteinemia leads to reduction in
NO bioavailability [2]. Oxidative stress, impaired of NO synthase
pathway and mitochondria dysfunction associated with impaired
homocysteine metabolism leads to aging tissue degeneration [3].
Homocysteine increases activity of NO synthase and induces inhibition
of nitric oxide production in platelets [4,5]. Homocysteine is an in-
dependent risk factor for coronary heart disease and cerebrovascular
disease. Hyperhomocysteinemia could play a key role through free ra-
dicals production by homocysteine oxidation. The high toxicity of these
free radicals to vascular endothelial cells, could promote and increase
synthesis of oxidized low-density lipoprotein [6]. In addition, vascular
changes, caused by increased levels of homocysteine, may provoke
pulmonary hypertension [7]. Furthermore, the Authors also note that
hyperhomocysteinemia may occur in patients with pulmonary hy-
pertension [1].

Values of folic acid and B12 are in negative correlation with levels
of homocysteine [8]. Fortunately, folates could protect blood vessels
and prevent DNA damage caused by hyperhomocysteinemic oxidative
stress [9]. A large prospective study reported a significant lowering
effect on homocysteine levels of daily suplementation combining folic
acid and vitamins B 12/B 6 [10]. Risk of side effects is minimal if the
daily dose of folic acid is in between 1 and 5 mg [11]. In light of this
facts, proper intake of vitamin and diet control should be established as
early as possible, not only in COVID-19 population but also in other
health individuals in the age of SARS-Cov-2. Importantly, for this pur-
pose, it includes adequate dietary intake of folate and vitamins B6/B12,
intake of proteins rich in methionine that help to regulate homocysteine
biochemical pathways, and avoid unhealthy lifestyle choices such an
alcohol abuse, high coffee intake, as well as smoking habits [12].

Nevertheless, hyperhomocysteinemia, if persistant, should be
promptly decreased in acute phase of COVID-19 with folic acid, and in
some cases with the adition of vitamin B12 or B6.
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Appendix A. Supplementary data

Supplementary data to this article can be found online at https://
doi.org/10.1016/j.mehy.2020.110338.
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