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EDITORIAL

Vitamin E at a high dose as an anti-ferroptosis drug and not
just a supplement for COVID-19 treatment

The novel coronavirus (SARS-CoV-2) was first identified
in humans in late 2019. As of January 2021, over 100 mil-
lion cases of coronavirus disease 2019 (COVID-19) were
confirmed worldwide, with over 2% of death. It is esti-
mated 30% of the populationwere to get infected. There are
several vaccines with emergency use authorization world-
wide. Currently, vaccination started globally, but its long-
term effectiveness is still under clinical trial. 1
The critical question is how to treat patients infected

with SARS-CoV-2. Initially, everyone thought COVID-19
was a flu-like symptom and after a period of recovery back
to normal health, but emerging data showed that SARS-
CoV-2 affects the red blood cells (RBC) more than we ever
thought possible. It has been reported that hospitalized
patients have elevated red blood cell distribution width
(RDW) coefficient variation (CV) greater than 15%.2 How-
ever, the elevated and increasing RDW-CV% is associated
with an enhanced mortality rate in COVID-19 patients.2
The high RDW-CV% means that the patients may have
small and large or normal and large or normal and small
RBC at the same time. In other words, patients have var-
ied RBC volume at the same time. Some studies indi-
cated in the delayed clearance of RBC from the blood-
streammakesRBCvolume smaller than normal, leading to
elevated RDW-CV%. Another possible mechanism behind
elevated RDW-CV% is the slowing of RBC turnover in
the setting of elevated turnover or production of lympho-
cytes and platelets in inflammation. There are several con-
troversial studies related to the role of lymphopenia and
lymphocytosis as the factors of mortality rate in COVID-
19 patients. It has been reported that there is an associ-
ation of lymphopenia to the mortality rate in COVID-19
patients and also there is an association of severe COVID-
19 symptoms with lymphocytosis. Therefore, the hypoth-
esis related to the association of elevated RDW-CV% in
the setting of lymphocytosis is controversial in COVID-
19 patients. While the increase of platelets is in accor-
dance with the mortality rate in COVID-19 patients and it
would be one possibility of elevated RDW-CV%. 2 There
are also controversial reports related to the association of
mean corpuscular volume (MCV) with COVID-19. Some
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clinical studies reject this association between the MCV
and COVID-19 symptom, while others indicated in the
infection is in linewith the elevated and declinedMCVand
hamoglobin. 3 The RDW-CV% changes are associated with
RBC volume changes, in which iron serum level is playing
an essential role inmicrocytosis,macrocytosis, and normal
RBC volume.
Ferroptosis is accounted one of the central cell death

mechanisms 4 in COVID-19 patients in which iron plays
a vital role in its occurrence. The iron serum level and
transferrin are low, and ferritin is high in COVID-19
patients.5 However, the level of iron serum changes based
on the disease stage and is negatively related to the sever-
ity of the infection.6 The transferrin overexpression is
higher in males and increases with age, and this is in
correlation with the severity and mortality of male and
elderly COVID-19 patients.7 Erroptosis, a type of iron
dependentprogrammed cell death, plays a vital role inmul-
tiple system diseases and damages to the lung, kidney,
heart, liver, gut, and nerve system8 (Figure 1c). There is a
direct association between the intracellular iron level, glu-
tathione peroxidase 4 (GPX4), and ferroptosis. COVID-19
patients suffer from GPX4 depletion, confirming ferropto-
sis. Further confirmation is related to the latency of kidney
and other tissue damages upon SARS-CoV-2 infection. The
outcome is that iron accumulation takes time to be over-
load in cells and triggers ferroptosis; therefore, we observe
tissue damages with latency.
Based on the recent clinical results, there is a correla-

tion between ferroptosis and COVID-19 and its destructive
effects on organs and its irreversible damage. Therefore,
the treatment should be based on anti-ferroptosis drugs
that will reduce mortality and tissue damage. The glu-
tathione, through the elimination of electrophiles derived
from lipid peroxidation and inhibiting protein cysteine oxi-
dation, preserves membrane integrity, and just a lipophilic
antioxidant such as vitamin E can fill the void left by
glutathione. The principal mechanism behind the anti-
ferroptosis of vitamin E is through the reduction of ferric
iron center in 15-lipoxygenase to inactive ferrous (Fe2+),
resulting in 15-lipoxygenase inhibition (Figure 1A). In
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brief, when oxygen reacts with cell membrane lipids using
lipoxygenase leading to the formation of lipid hydroper-
oxides with the help of peroxyl radicals. While vitamin E
reacts with peroxyl radicals to prevent lipid hydroperox-
ides formation. Afterward, glutathione, GPX4, and other
antioxidant agents detoxify oxidized lipids to inhibit the
triggering of ferroptosis (Figure 1B). Moreover, vitamin
E can compensate for detoxification derived from GPX4
deficiency. It is worth mentioning that alpha-tocopherol
hydroquinone is a more potent antioxidant than alpha-
tocopherol.9
Even though the neurodegeneration upon vitamin E

deficiency is related to the ferroptosis. Maybe the neu-
ral damages in COVID-19 patients are inhibited in part
using vitamin E consumption through an anti-ferroptosis
mechanism. In conclusion, it might be said that RBC
characteristics such as RDW-CV% have vital importance
in the prognosis of COVID-19 patients, while the iron
serum level affects RDW-CV% and RBC volume and needs
more attention to be monitored in patients. Therefore, the
toxic mechanisms behind iron serum levels such as fer-
roptosis should be prevented by vitamin E consumption
through inhibiting lipoxygenase and peroxyl radicals. Vita-
min E supplement at a high dose of 500 mg/kg may also
act as a treatment drug to inhibit ferroptosis in COVID-
19 patients and decline ferroptosis damages to multiple
organs, including lung, kidney, liver, gut, heart, and ner-
vous system. Based on some reports, it is leading to viral
clearance and inflammation ablation through the T cells
modulation.
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