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Abstract: Prevalent coagulopathy and thromboembolism are observed in severe COVID-19 patients
with 40% of COVID-19 mortality being associated with cardiovascular complications. Abnormal
coagulation parameters are related to poor prognosis in COVID-19 patients. Victims also displayed
presence of extensive thrombosis in infected lungs. Vitamin K is well-known to play an essential role
in the coagulation system. Latest study revealed an existing correlation between vitamin K deficiency
and COVID-19 severity, highlighting a role of vitamin K, probably via coagulation modulation. In
agreement, other recent studies also indicated that anti-coagulant treatments can reduce mortality
in severe cases. Altogether, potential mechanisms linking COVID-19 with coagulopathy in which
vitamin K may exert its modulating role in coagulation related with disease pathogenesis are estab-
lished. In this review, we discuss the recent evidence supporting COVID-19 as a vascular disease and
explore the potential benefits of using vitamin K against COVID-19 to improve disease outcomes.
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1. Introduction

Since its emergence in December 2019 in Wuhan, China, the novel coronavirus known
as the severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2) and responsible
for the disease Coronavirus disease 19 (COVID-19), has infected over 100,000,000 people
and killed over 2,000,000 worldwide according to the World Health Organization [1].
Interestingly, despite intense research, the critical mechanisms underlying the patient
morbidity and mortality remain largely obscure. One of the predominant theories favors
the concept of a “cytokine storm” in which the immune response is exacerbated through
the induction of an excessive pro-inflammatory cytokine response driving lung injury [2]. It
was reported that presence of a high viral load causes massive destruction of lung tissues, in
turn leading to hyperinflammation causing acute respiratory distress syndrome (ARDS) [3].
In addition to respiratory symptoms, a growing body of evidence also shows that the virus
can specifically infects endothelial cells affecting thus the normal process of coagulation [4].
Severe COVID-19 patients were found to possess coagulopathy characterized by abnormal
coagulation parameters [4,5] widespread presence of blood clots [6] as well as arterial and
venous thromboembolism [7,8]. Furthermore, preliminary data from several studies seem
to indicate that anticoagulant therapy is associated with lower mortality in COVID-19
patients [9]. Vitamin K is an essential component preventing blood clotting and a major
player of the coagulation system of which a link between vitamin K deficiency and the
worst COVID-19 outcomes was recently revealed [10]. In this review, we will discuss the
mechanisms of COVID-19 as both respiratory and vascular disease prior to explore the
potential beneficial role of vitamin K in COVID-19 pathogenesis.
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2. Respiratory Illness Associated with COVID-19

It is well established that SARS-CoV-2 virus affects primarily the respiratory system
with infection being both asymptomatic and symptomatic. Mechanistically, SARS-CoV-2
infection involves the binding to its functional receptor the Angiotensin converting enzyme
2 (ACE2) [11,12]. ACE2 is known to be highly expressed on lung epithelial cells as well
as on endothelial cells [13]. As far as we know, clinical presentations of mild COVID-19
infection are wide-ranging and not much distinct from upper respiratory tract infections
caused by various respiratory viruses such as influenza A virus (IAV) [14,15]. Fever, cough,
myalgia and headache are commonly reported symptoms in COVID-19 patients.

COVID-19 respiratory symptoms are heterogeneous and may sometimes lead to
serious complications. Similar to other severe respiratory diseases, severe forms of COVID-
19 induce pneumonia, acute lung injury (ALI), ARDS and sepsis leading to multiple
organ failure and death [16]. Studies have shown that the respiratory symptoms can
worsen with development of ARDS occurring as fast as 9 days post onset [14]. Damage
to the lungs characterized by a pulmonary ground glass opacification was observed by
computed tomography (CT) scan in even asymptomatic cases indicating that the plethora
of complications arising from COVID-19 is still far from being fully understood [17].

Cytokine storm is considered to be one of the major causes of ARDS and multiple-
organ failure [18] and plays a crucial role in the process of disease aggravation [19]. The
cytokine storm is the result of an exacerbated immune response resulting in the excessive
production of pro-inflammatory cytokines. Whilst it is revealed that SARS-CoV-2 infection
could alter both the innate and adaptive immunity [20,21], respiratory epithelial cells
and myeloid cells are thought to play an important role in orchestrating innate immunity
in the airway [22]. Infiltration of a large number of inflammatory immune cells is ob-
served in the lungs from severe COVID-19 patients [23] with majority being macrophages
and neutrophils [24]. Such increase in infiltration and accumulation of immune cells
(macrophages, neutrophils) enhance the probability of rupture of atherosclerotic plaques
potentially leading to cardiovascular complications.

Lung infiltration of macrophages has been reported in COVID-19 infection [25]. Pro-
inflammatory cytokines such as IL-6 [26], IL-1 [27] and TNF [28] are thought to be produced
by macrophages, reported to be hyper-induced during SARS-CoV-2 infection and are found
to be positively correlated with disease severity relating to cytokine storms [29,30].

Neutrophils are the most abundant leukocytes in circulating blood which are respon-
sible for the formation of the neutrophil extracellular trap (NET) [31]. Neutrophil elastase
is a component of NET and is capable of the degradation of elastin within the pulmonary
extracellular matrix which leads to the loss of elastic recoil of the lung and thus impairs
normal lung function [32]. Interestingly, markers specific for NET formation are found
to be elevated in COVID-19 patients and are up-regulated to a larger extent in patients
who required mechanical ventilation when compared to patients with mild symptoms [33].
Moreover, elastin fragments are chemotactic to macrophages which are major drivers of
the ongoing inflammation [32]. Furthermore, the macrophages secrete MMP proteins 8 and
9 which degrade COL1A1 resulting in formation of collagen-derived peptide Pro-Gly-Pro
that can act as chemoattractant for neutrophils [32]. On the other hand, repairment of
the ECM is driven by transforming growth factor (TGF)-β among other mediators [32].
Stored TGF-β in neutrophils could be activated by local elastase and contributes to the
induction of pulmonary fibrosis through the differentiation of fibroblasts to myofibrob-
lasts [34]. Therefore, by limiting viral infection through the generation of reactive oxygen
species, by trapping the pathogen in the NET, and at the same time inducing pulmonary
immunopathology and pulmonary fibrosis, neutrophils can act as double-edged sword in
lung injuries.
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3. Coagulopathy and COVID-19

A growing body of evidence suggests coagulopathy as a potential complication of
COVID-19 resulting in higher risk of developing venous and arterial thromboembolism [7].
Indeed, patients with severe COVID-19 present with abnormal coagulation parameters
which are associated with poor disease prognosis [35]. Likewise, COVID-19 patients
present with higher than normal levels of fibrinogen [35], resulting from a high level of IL-6
in the serum. IL-6 is known to stimulate the production of fibrinogen by hepatocytes [36].
In addition, plasma levels of the procoagulation protein, von Willebrand factor is also
increased in COVID-19 patients [5]. Levels of D-dimer and fibrin degradation product,
which can reflect the occurrence of thrombosis and is associated with a diagnosis of
disseminated intravascular coagulation (DIC), are found to be significantly enhanced in
severe COVID-19 cases [35]. Although, the prevalence of DIC in COVID-19 is still in
debate [4,35], pulmonary microthrombi formation is clearly observed in COVID-19 [37,38].

Pulmonary embolism, strokes and heart attacks can be a direct consequence of throm-
bosis. Indeed, pulmonary embolism is observed in 50% of COVID-19 patients admitted to
ICU [39]. Adequate oxygenation and ventilation are recommended for COVID-19 patients
with ARDS [40]; however, the development of pulmonary embolism may limit their useful-
ness by obstructing the circulation of oxygenated blood. Altogether, tackling thrombotic
complications observed in COVID-19 patients need urgent investigation.

Autopsies of COVID-19 victims reveal a widespread presence of blood clots in infected
lungs suggesting the involvement of pulmonary vascular endothelial cells in lung inflam-
mation and coagulation [41]. Studies demonstrate that SARS-CoV-2 can infect endothelial
cells, cells which represent one third of the total cells in lungs [42] and hence can contribute
directly to thrombosis via endothelial cell lysis. Damage to the endothelial wall exposes
the subendothelial collagen that is involved in platelet adhesion, activation and ultimately
coagulation [43]. Secretion of factors involved in coagulation by the endothelial cells is also
altered [44].

The idea of using anticoagulant therapy in COVID-19 patients to lower the mortality
is well established [9]. In fact, the coagulation process is a balance between procoagulation
and anticoagulation factors that require a strict control. Dysregulation towards either ends
could lead to thrombophilia or coagulopathy. Protein C and protein S are among the key
players in this process [45]. Interestingly, a low protein C activity is found in severe and
aged COVID-19 patients favoring a hypercoagulability state [46].

Taken together, SARS-CoV-2 should not be regarded as an ordinary respiratory virus
solely, but a virus which may possess a much broader tropism and could induce systemic
symptoms and complications. Understanding the different disease mechanisms caused by
infection will be vital in drug discovery for COVID-19 treatment.

4. Vitamin K

Vitamin K was first discovered by Henrik Dam in the early 1930s. This lipid soluble
factor was first isolated for its “antihemorrhagic” properties [47–49]. Because of its require-
ment for hemostasis, Dam designated this factor as “Koagulations vitamin”, hence vitamin
K. A second isoform, named K2, was isolated few years later by Edward Doisy from
putrefied fish meals [50]. The importance of the discovery of vitamin K was highlighted
when the prophylactic treatment of newborns who presented with vitamin K deficiency
was shown to decrease significantly the neonatal mortality and thus was awarded a Nobel
prize in Physiology or Medicine in 1943 [51]. The existence of vitamin K has been known
for over 80 years mainly due to its involvement in coagulation. Subsequent discovery of
different isoforms has suggested other potential functions of vitamin K beyond coagulation.
Nowadays, vitamin K remains a fundamental bioactive compound used as supplement in
optimizing body function. The following sections will first give an overview of vitamin K
and its functions prior to addressing its potential benefits in prophylaxis and treatment of
COVID-19.
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5. Structure, Uptake and Distribution of Vitamin K

Naturally, vitamin K exists as two vitamers: K1 and K2. Structurally K1 belongs to
the phylloquinone family whereas K2 chemical structure, which was elucidated in 1960, is
related to the menaquinones [52]. Vitamin K1 represents the predominant form that can
be found in daily diet [53,54] and is mainly present in green vegetables and fruits [55,56].
In mammalian cells in absence of bacteria, vitamin K1 was shown to be able to convert
into vitamin K2 MK-4 isoform [57]. Normally K2 form is primarily bacterial in origin, and
is produced in the human intestines. It can also be found in fermented food, meat and
cheese [58]. Interestingly, the highest content of K2 is found in a Japanese dish named Natto.
In terms of vitamin K intake, isoform K1 is known to be poorly absorbed when compared to
larger side chained menaquinones [59]. Thus, it is predicted that as high as 70% of MK7,8,9
can be absorbed and distributed to extrahepatic tissue [60]. Overall, as much as 95% of
extrahepatic vitamin K comes from dietary menaquinones, not phylloquinones. A healthy
adult consumption of vitamin K should be around 1 µg/day/kg [61] and specifically 50 to
600 µg/day for vitamin K1 and 5 to 600 µg/day for vitamin K2 [58]. Although, low amounts
in µg are sufficient already to maintain the daily body requirements due to an efficient
vitamin K recycling system developed in mammals, studies have shown that majority of
healthy adults are sub-clinically deficient for vitamin K in their circulation [62]. Contrarily
to vitamin K1, which is rapidly removed from the circulation [63] and mainly remains in
the liver [64], K2 form is known to be equally distributed between the circulation and the
extra-hepatic tissues [65]. Thus, K2 is thought to provide a rapid and localized protective
response whilst action of K1 is found to be more widespread. Commercially, there are two
vitamin K2 forms available, named MK-4 and MK-7. MK-4 has a relatively short half-life
of up to three hours, whilst MK-7 can remain stable for up to 3 days [60]. Vitamin K1
and MK-4 present similar properties whereas vitamin K2 larger isoforms (for example
MK-7,8,9,10) are proposed to also possess function beyond coagulation [66]. Indeed, the
presence of large side chains confer potential hydrophilic properties that are different from
the K1 and MK-4 forms. Since vitamin K, even given at high doses has no reported side
effects [67], its potential prophylactic benefits supplementation may be advisable.

6. Vitamin K: The Coagulation Switch and Beyond

The circulatory system is a complex network containing 60,000 miles of blood vessels
through the body. Its success is intrinsically linked to two intertwine properties: circulation
and coagulation of the blood. Circulation refers to the ability of blood to flow freely,
and deliver the needed nutrients and oxygen to cells, whilst coagulation refers to the
capacity in injury situation to stop the leak and repair, thus maintaining hemostasis.
Under normal conditions, coagulation system is balanced towards the anticoagulation
state [68]. Vitamin K is an essential “switch” in balancing coagulation and anticoagulation
process [69]. Indeed, vitamin K acts as a cofactor in the activation of extra-hepatic and
hepatic vitamin K-dependent proteins (VKDPs) including pro-thrombin and clotting factors
VII, IX, X, major factors involved in blood coagulation. On the other hand, vitamin K can
also trigger key anticoagulants via VKDPs for producing proteins C, S and Z [70–72]. In
the presence of vitamin K, the glutamate (Glu) residues present on these proteins are
carboxylated into gamma-carboxyglutamic acid (Gla) by γ-glutamyl carboxylase (GGCX)
enzyme, enzyme that uses vitamin K as a cofactor for its activity [73]. Glu is modified into
Gla on the coagulation factors of which these proteins display a higher affinity for calcium
enabling them to form calcium bridges and bind to the surface membrane phospholipids
prior to clot assembling [74–76]. It is important to note that vitamin K does not start
the clotting process, it only enhances the coagulation system to work effectively. While
vitamin K involvement in coagulation is well established, it is also a key component of the
anticoagulation response. This response is facilitated through the activation of protein C, S
and Z. Vitamin K-dependent protein C activation can inhibit clotting factors V and VIII
which are responsible for clot generation [45,69].
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Beyond its essential role in coagulation, vitamin K is suggested to possess immunomod-
ulatory functions as well as preventing vascular calcification. Studies have shown that K2
form has more potent anti-inflammatory effect when compared to K1 [77]. K2 acts as an
immunosuppressive compound to modulate expression of a multitude of pro-inflammatory
cytokines such as TNF, IL-1α, IL-1β and suppresses IL-6 release [77–79]. It can also impair
T cell activation and proliferation [80].

Besides, vitamin K has been shown to activate extra-hepatic VKDPs such as the
Matrix Gla-protein (MGP), Osteocalcin and Gla-rich protein (GRP) [81–83]. MGP is mainly
expressed in cartilage and vasculature and involved in ECM remodeling responsible
for preventing vascular calcification [84] and thus plays a fundamental role in vascular
health [85,86]. It has been suggested that vitamin K dependent MGP plays an important
role in elastin degradation in the lungs phenomenon that is accelerated in pulmonary
disease [87,88]. Furthermore, vascular calcification is often observed in chronic kidney
disease patients [89], patients who have been reported to be more prone to develop severe
form of COVID-19 highlighting the importance of vitamin K and MGP [90].

7. Using Vitamin K to Improve COVID-19 Outcomes

Very little is known concerning the potential benefits of using vitamin K to improve
COVID-19 outcomes, however it is clearly established that patients with severe COVID-19,
present with prevalent signs of coagulopathy and thromboembolism [4,7,39]. Impaired
coagulation function has been demonstrated in COVID-19 patients [91]. Findings from sev-
eral recent studies have further suggested that anticoagulant therapy is beneficial and can
lower the mortality in COVID-19 patients [9,92]. Furthermore, patients with pre-conditions
such as diabetes, hypertension and cardiovascular disease which are known to be associ-
ated with vitamin K deficiency [93–95] are prompt to develop a more severe COVID-19
disease [96]. This is particularly evident in patients suffering from chronic kidney disease
(CKD), a population characterized by enhanced number of severe COVID-19 cases [90].
These patients suffer from subclinical vitamin K deficiency resulting from its high demand
for the activation of VKDPs to inhibit calcification [97,98]. As a result, CKD patients are
shown to present with high levels of non-phosphorylated non-carboxylated MGP, increas-
ing the risk of vascular calcification and development of cardiovascular disease. Vitamin K
supplementation of CKD patients was shown to reach target tissues including the vessel
wall as well as improve the consequences resulting from vitamin K deficiency [97]. Fur-
thermore, the progression of cardiovascular calcification in healthy adults was significantly
reduced when supplemented with daily phylloquinone (0.5 mg) [99]. The CKD population
serves as a valuable indicator when addressing potential consequences of poor vitamin K
status, a status that represents an aggravating risk factor in COVID-19. Indeed, recently
a direct association between low levels of vitamin K and severe cases of COVID-19 was
reported [10]. Altogether, this evidence points to the existence of a possible link between
vitamin K and COVID-19 as well as highlight the potential benefits of using vitamin K as
a supplement.

8. Vitamin K: An Anticoagulation Option for COVID-19?

A serious hypercoagulable state has been observed in many severe COVID-19 cases
and associated with poor prognostic outcome [17,35]. Contrarily to severe IAV cases,
multiple blood clots are observed in the lungs at the site of SARS-CoV-2 infection [100]. As
mentioned earlier, SARS-CoV-2 can directly infect endothelial cells which are known to
express significant amount of receptor ACE2 [13]. Endothelial cells play a direct role in
coagulation. Indeed, they secrete coagulation inhibitors like protein S as well as provide
receptors for anticoagulant proteins present in the blood that interfere with clot formation
(like protein C) [45]. Thus, the imbalance of coagulation system by altering/lysing of
endothelial cells after infection can significantly contribute to thrombosis. On 25th March
2020, the International Society of Thrombosis and Hemostasis (ISTH) introduced provi-
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sional guidelines for the management of coagulopathy in COVID-19 patients. There are
numerous anticoagulants with various mode of actions that are in use clinically.

A low prophylactic dose of low molecular heparin (LMWH), an anticoagulant, was
suggested to be given to all COVID-19 patients requiring hospitalization as long as no
contraindications such as active bleeding was recorded [101]. While studies have shown
beneficial effect of LMWH on COVID-19 patients in terms of reduce mortality [9], in clinical
practice severely infected patients still continue to clot and fail to response adequately
to both prophylactic and therapeutic doses [102,103]. This might be resulting from the
fact that COVID-19 patients present with low levels of anti-thrombin and higher levels
of fibrinogen, which contribute to heparin resistance [102]. Indeed, hyperfibrinogenemia
was clearly demonstrated in patients with severe COVID-19 and was shown to reduce
significantly LMWH efficacy to reduce clot formation [104]. Furthermore, due to the risk of
venous thromboembolism, pulmonary embolism and renal insufficiency resulting from
SARS-CoV-2 [102], the use of unfractioned heparin (UFH) might be a better choice of
anticoagulant [105]. Indeed, patients who present with pulmonary embolism and receive
LMWH are at an increased risk of bleeding that cannot be stopped further supporting the
use of UFH.

Direct oral anticoagulant (DOAC) drugs are currently broadly administered as antico-
agulant treatments. This novel class of anticoagulant act directly on selective blood clotting
factors to prevent formation of blood clots. However, their use in COVID-19 patients
remain controversial. Indeed, up to now there is very limited clinical data on safety or
efficacy of DOAC in COVID-19 patients [106]. Meanwhile, ample evidence suggests a direct
impact on the cytochrome P450 pathway which is observed in both antiviral treatment
(remdesivir, dexamethasone), as well as COVID-19 disease. DOACs are also known to
alter the same P450 pathway [107]. Thus, combined antiviral and anticoagulant treatment
using DOAC might cause drug-drug interactions resulting in potential decrease or increase
in anticoagulation activity. A recent study in Italy on COVID-19 patients where DOAC
treatment was simultaneously administered with antiviral drugs showed that all patients
presented with alarming increase of DOAC at plasma levels [108]. Altogether, it seems
prudent not to start DOAC treatment in COVID-19 treated patients until more evidence
is established.

Although progressively substituted by DOAC, Vitamin K antagonists (VKAs), such
as Warfarin for example, still remain important anticoagulant drugs. VKAs interrupt
the vitamin K cycle through inhibition of vitamin K 2,3-epoxide reductase leading to
deficiency in vitamin K. As previously mentioned, vitamin K has also anti-coagulant
properties through activation of protein C, S and Z. In contrast to proteins C and Z which
are mainly localized in the liver, half of protein S is synthesized in endothelial cells playing
thus a fundamental role in local prevention of thrombosis [109–111]. Interestingly it has
been shown that uptake of supplements of vitamin K1 does not alter VKA anticoagulant
efficacy [112]. However, potential interference might be observed with high amounts of
vitamin K2 (MK-7, MK-8, MK-9 and larger isoforms) indicating that people undertaking
VKA should avoid consuming food or supplements with high amounts of K2 analogues.
Furthermore, a beneficial decrease in both level of inactivated factor II and osteocalcin
was observed in patients who increase their dietary intake of vitamin K when undergoing
VKA treatment [112]. Altogether, combining VKAs with an increase of vitamin K1 uptake
should be considered in COVID-19 patients. Up to date WHO has approved three vaccines:
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Pfizer/BioNTech, Moderna and Astra-Zeneca. Previous studies to determine whether
influenza vaccination interferes with anticoagulant therapy are controversial and still
under debate [113,114]. However, most recent studies seem to point to a lack of significant
effect of vaccine on anticoagulant therapy [115]. Thus, current global recommendations
encourage patients on anticoagulant therapy to receive a vaccine to protect against COVID-
19 and monitor their blood level thinning following vaccine when taking Warfarin for
example.

Altogether a more aggressive anticoagulation approach should be undertaken when
treating patients with severe form of COVID-19. As mentioned earlier, given that vitamin
K is a key component in blood clotting, a combined administration of UFH, anti-thrombin
supplement and vitamin K should be explored as such remedy can both promote anticoag-
ulation (vitamin K) and block formation of blood clots (UFH & anti-thrombin).

9. Vitamin K: An Immunomodulatory Option for COVID-19?

Beyond its potential beneficial effect to prevent coagulopathy, vitamin K is also known
to play an important role in immunomodulation. Indeed, in vitro studies have shown that
vitamin K is associated with an impaired production of proinflammatory cytokines [77,116].
Inhibition of TNF, IL-1 and IL-6 by vitamin K has been showed [77–79]. Interestingly, these
are among the most important cytokines activated during SARS-CoV-2 infection [29,117],
which contribute to cytokine storm leading to ARDS in severe COVID-19 patients [118]. Fur-
thermore, the loss of the alveolar-capillary membrane integrity is a hallmark of ARDS [23].
Proteins C and S, which are activated by vitamin K, are known to play protective role and
maintain the integrity of this membrane [119,120]. Thus, vitamin K administration may
help in attenuating cytokines levels as well as protect the integrity of alveolar-capillary
membrane, thus reducing the risk for ARDS development in COVID-19 patients.

10. Vitamin K: Vascular Health Promoter to Protect against Cardiovascular
Complications and Lung Fibrosis?

Finally, 40% of deaths from SARS-CoV-2 infection are related to cardiovascular compli-
cations [121]. Interestingly, through activation of MGP, vitamin K can prevent development
of arterial calcification [122–124], a process known to cause cardiovascular disease [65]
as well as maintain arterial elasticity [125]. Vitamin K dependent MGP protects elastic
fibers against mineralization, fibers which are fundamental parts of the extracellular matrix
(ECM) and play a crucial role in lung fibrosis [126]. Low vitamin K status is found to be
associated with increased elastin degradation in pulmonary disease [127]. Furthermore,
MGP is known to be highly expressed in the lung, and modulation to MGP and inability to
activate (carboxylate resulting from insufficient levels of vitamin K) is suggested to be a
contributor to lung fibrosis. Thus, vitamin K is considered to promote vascular health and
reduce the risk for development of lung fibrosis in COVID-19.

11. Concluding Remarks

SARS-CoV-2 emerges as an uncommon disease with a plethora of signs and symptoms
previously unseen in respiratory infections. It is initially considered as a respiratory illness
prior to also becoming a vascular condition.

A possible link to low levels of vitamin K and severe cases of COVID-19 was lately
reported [6]. The diverse and distinct roles of vitamin K in modulating blood clotting,
elastin degradation, immunomodulation, and managing vascular health, together with
the low toxicity of vitamin K in humans makes vitamin K an attractive remedy using
prophylactically as supplement or therapeutically to improve COVID-19 disease outcomes.
A summary describing the potential involvement of coagulopathy in the pathogenesis of
SARS-CoV-2 viral infection is illustrated in Figure 1. More research is needed immediately
to further investigate its potentials.
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Figure 1. The potential involvement of coagulopathy in the pathogenesis of SARS-CoV-2 viral infection and potential
beneficial effects of vitamin K. Following SARS-CoV-2 infection, the virus binds to lung epithelial cells and endothelial cells
that highly express its receptor Angiotensin converting enzyme 2 (ACE2) leading to both respiratory (respiratory illness)
and vascular (coagulopathy) complications. The infection of lung epithelial cells triggers the activation of an immune
response (IR) leading to secretion of pro-inflammatory cytokines (Interleukin 6 (IL6), Tumor Necrosis Factor alpha (TNFa)
and Interleukin 1 (IL1)) and metalloproteinases (MMPs) by infiltrated macrophages. The presence of a high viral load
causes massive destruction of lung tissues resulting in acute respiratory distress syndrome (ARDS) as well as lung fibrosis
(right panel). The infection of endothelial cells affects the normal process of coagulation leading to venous and arterial
thromboembolism that can result in strokes, heart attacks and pulmonary embolism (left panel). The diverse and distinct
roles of vitamin K in modulating blood clotting, elastin degradation, immunomodulation and managing vascular health are
summarized (lower panel).
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