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Abstract: The article describes how atherosclerosis and coronavirus disease 19 (COVID-19) may
affect each other. The features of this comorbid pathogenesis at various levels (vascular, cellular and
molecular) are considered. A bidirectional influence of these conditions is described: the presence
of cardiovascular diseases affects different individuals’ susceptibility to viral infection. In turn,
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) can have a negative effect on the
endothelium and cardiomyocytes, causing blood clotting, secretion of pro-inflammatory cytokines,
and thus exacerbating the development of atherosclerosis. In addition to the established entry
into cells via angiotensin-converting enzyme 2 (ACE2), other mechanisms of SARS-CoV-2 entry are
currently under investigation, for example, through CD147. Pathogenesis of comorbidity can be
determined by the influence of the virus on various links which are meaningful for atherogenesis:
generation of oxidized forms of low-density lipoproteins (LDL), launch of a cytokine storm, damage
to the endothelial glycocalyx, and mitochondrial injury. The transformation of a stable plaque into
an unstable one plays an important role in the pathogenesis of atherosclerosis complications and
can be triggered by COVID-19. The impact of SARS-CoV-2 on large vessels such as the aorta is more
complex than previously thought considering its impact on vasa vasorum. Current information on
the mutual influence of the medicines used in the treatment of atherosclerosis and acute COVID-19 is
briefly summarized.

Keywords: atherosclerosis; COVID-19; inflammation; cardiovascular system; cytokines; endothelium;
lipoproteins; renin-angiotensin system; atheroma; autoimmunity; vasa vasorum

1. Introduction

Soon after the outbreak of COVID-19 in Wuhan, China, it became clear that patients
with cardiovascular diseases (CVD) had a higher risk of acute complications [1]. The
cardiovascular system is one of the main targets of the SARS-CoV-2 virus, resulting in the
increased incidence of severe disorders including myocarditis, pericarditis, arrhythmias,
heart failure and thromboembolism in COVID-19 cases. The mortality rate of such patients
ranges from 11% to 19% [1]. Mortality from COVID-19 among people with CVD is much
higher than average. In the presence of CVD accompanied by hypertroponinemia (for
example, against the background of severe coronary heart disease), it exceeds 70% in some
samples. Up to 25% of COVID-19 cases are accompanied with the development of cardio-
vascular complications, mainly among older people with pre-existing atherosclerosis and its
clinical manifestations. CVDs are most prevalent comorbidities in patients with COVID-19
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and most strongly affect mortality [2]. In total, heart failure accounts for approximately 40%
of all deaths in patients with COVID-19. It should be noted that mortality in the presence of
CVD is higher in elderly and senile patients, which is due a greater prevalence and severity
of atherosclerosis and its manifestations in these age groups [3].

In the very beginning of the COVID-19 pandemic, autopsy studies described fulmi-
nant myocarditis with features of direct viral and immunopathologically mediated heart
damage [4]. It was assumed that myocarditis is common in COVID-19, but further stud-
ies on larger samples with magnetic resonance imaging (MRI) reported a more modest
prevalence of severe myocarditis (accompanied by systolic dysfunction, electrocardiogram
(ECG) changes and an increase in myocardial cell injury biomarkers in the blood) [5]. Thus,
out of more than 168,000 patients hospitalized with COVID-19 in Florida, myocarditis
was diagnosed only in 0.4% of cases [6]. Apparently, vascular lesions in COVID-19 are
more significant than the cytotoxicity of the virus in cardiomyocytes. Of course, cardio-
vascular implications of COVID-19 are most dangerous for those who, on the basis of
preexisting atherosclerosis, already have chronic lesions of the coronary/cerebral arteries
and marginally reduced perfusion reserves of the myocardium and other vital organs [1].

Atherosclerosis is a chronic disease of the elastic and muscular-elastic arteries, charac-
terized by the deposition of atherogenic lipoproteins in the vascular wall, phagocytic and
proliferative, a synthetic reaction to these deposits from the cells of the vascular wall and
mononuclear cells migrating there from the bloodstream and the resulting self-sustaining
inflammation [7]. Therefore, a pro-inflammatory and thrombophilic state is an integral fea-
ture of atherosclerosis, potentially increasing vulnerability to severe COVID-19 because the
underlying endothelial dysfunction might represent the ideal deregulated immunological
setting in which SARS-CoV-2 triggers a “cytokine storm”. Even despite thromboprophy-
laxis, heart attacks, strokes and venous thromboembolic complications in the Milan cohort
of people hospitalized with COVID-19 in 2020, for example, developed in more than 8% of
cases [8].

Regarding long-term effects of COVID-19, more than 76% of survivors who had severe
or moderate disease still had signs of cardiovascular dysfunction detected with in-depth
cardiac imaging 2 months after recovery [8]. Some of these individuals had not had a
diagnosis of any cardiovascular disease before the pandemic. At the beginning of the
pandemic, Vinciguerra et al. suggested a mutual relationship between SARS-CoV-2 and
atherosclerosis [9]. Atherosclerosis is provoked by damage to the endothelium, leading to
disruption of the homeostasis of the vascular wall. However, the subsequent exacerbation
of the existing endothelial dysfunction may affect different individual susceptibility to viral
infection [9].

On the other hand, the systemic hyperinflammatory response in COVID-19 leads
to shifts in the ratio of hemostasis and antihemostasis and vasculities, which potentially
favor atherogenesis and accelerate the formation of atherosclerotic plaque [7], as well as
raises the risk of its complications. Increased production of pro-inflammatory mediators
with their excessive systemic action can lead to the activation of proteases, causing, in
particular, degradation of the fibrous capsule of atherosclerotic plaques [9]. Studies [1,9,10]
have shown that infection with SARS-CoV-2 can accelerate the course of both initial and
advanced stages of atherogenesis and cause its clinical manifestation by different mech-
anisms. These mechanisms include activation of coagulation and thrombosis, secretion
of pro-inflammatory cytokines and chemokines by endothelial cells, rise in the level of
fibrinogen, antithrombin and D-dimer in the blood and, ultimately, triggering regional
disseminated intravascular coagulation [10].

Today it is clear that the interaction of COVID-19 and cardiovascular pathology is mul-
tifactorial, but it is not always obvious why in some patients the infection is accompanied
by severe cardiovascular manifestations or leaves a significant cardiovascular mark as part
of the post-COVID syndrome, while in others this does not happen.

In this review, we discuss possible mechanisms of cardiovascular injury in COVID-19,
listed in Table 1.
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Table 1. Mechanisms of COVID-19-related cardiovascular injury.

Mechanisms References

Direct cytopathic effect of
SARS-CoV-2 on the cardiomyocytes and myocardial fibrosis as the

consequence of COVID-19-induced myocarditis
[11–13]

Endothelial dysfunction and coagulopathy [4,14,15]

A mismatch between myocardial oxygen supply and demand caused by
cardiac overstrain as a compensatory response to hypoxia [12]

Systemic inflammatory response, which can result in cytokine storm and
hemodynamic shock [7,16]

Renin–angiotensin–aldosterone system dysfunction [2,17,18]

2. Direct and Immune-Related Cytopathic Effects of SARS-CoV-2 on Cardiomyocytes

The SARS-CoV-2 S-protein can directly bind to human ACE2 to enter cells. SARS-CoV-2
has a polybasic insertion (PRRAR) at the S1/S2 cleavage site that can be cleaved by furin.
This new cleavage site, absent in SARS-CoV-1 or other coronaviruses, appears to facilitate
processing of the S protein at the S1/S2 boundary which is required for SARS-CoV-2 entry
into cells. Similar cleavage sites have been described for highly pathogenic avian influenza
and Newcastle disease viruses. There is a hypothesis that this remarkable feature plays a
significant role in the multicellular tropism of SARS-CoV-2, contributing to the multiorgan
effects of COVID-19 [19].

In vitro infection of cardiomyocytes with the S1 subunits of the SARS-CoV-2 spike
protein can alter their transcriptome, induce fragmentation of myofibrils and destruction
of nuclei. Thus, the S1 protein itself is dangerous for cardiac cells, and SARS-CoV-2 is
characterized by the ability to cause hypertrophic myocardial remodeling, cardiac dys-
function and myocarditis [20]. In coronavirus myocarditis (as in myocarditis caused by
enteroviruses and herpes group viruses), both lymphocytic infiltration of the myocardium
and autoantibodies against cardiac antigens are detected [21]. This testifies in favor of the
autoimmune component of delayed myocardial damage in COVID-19, probably with the
contribution of the molecular mimicry phenomenon and an immunostimulatory adjuvant-
like effect of hypercytokinemia [22]. The pathogenesis of myocarditis in COVID-19 seems
to include not only immune-mediated inflammatory cytotoxicity, but also dysfunction of
receptors and ion channels caused by autoantibodies. A number of functional blocking
and/or stimulating autoantibodies to various proteins, including those expressed in the
heart, have been identified in patients with severe COVID-19. [23] Autoimmune phenom-
ena in COVID-19, including those related to the cardiovascular system, can be facilitated
by a shift in the differentiation of T-helpers towards Th1 cells, which occurs against the
background of hypercytokinemia [24] (see below).

It should be also noted that myocarditis cases after receiving mRNA-based COVID-19
vaccines (with largely favorable outcomes) have been reported worldwide, especially in
adolescents and young adults [25]. Potential mechanisms of myocarditis in this case include
the activation of pro-inflammatory cascades in the heart by viral mRNA, molecular mimicry
between the spike protein of SARS-CoV-2 and cardiac self-antigens and sex hormone-
related factors.

Finally, the death of cardiomyocytes can be caused by excessive exposure to certain
cytokines, both coming from inflammatory cells that have infiltrated the heart and those
circulating in the blood at extremely high concentrations under cytokine storm conditions
([16] and see below). A multiple increase in serum levels of IL-2, IL-6, IL-10, GCSF, IFN-
γ, MCP-1, MIP-1-α and TNF-α seems to contribute to myocardial injury in progressive
hemodynamic shock of any etiology, for example, in chimeric antigen receptor (CAR) T cell
therapy-induced cytokine release syndrome [26]. It is known that myocardial damage and
left ventricular systolic dysfunction are often detected after the immunostimulatory use of
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CAR-T, and the sooner from the onset of hypercytokinemia the IL-6 inhibitor tocilizumab
was administrated, the less adverse cardiovascular effects were recorded [26].

3. Respiratory Failure and Mixed Hypoxia

The primary target of coronaviruses is the respiratory system. Seasonal low-pathogenic
coronaviruses infect the upper respiratory tract, while highly pathogenic ones also affect its
lower parts [27,28]. These highly pathogenic coronaviruses, including SARS-CoV-2, induce
the destruction of type II pneumocytes, causing the respiratory component of hypoxia.
Another potential mechanism for hypoxia was noted by Liu et al. [29]. SARS-CoV-2 has
ORF8, ORF10, orf1ab, ORF3a proteins and surface glycoproteins that interact with the heme
group of hemoglobin. ORF8 proteins can bind to porphyrin in the heme. The proteins
ORF10, orf1ab and ORF3a can remove iron from the heme molecule in the β1 chain of
hemoglobin. Thus, hemoglobin loses its ability to efficiently deliver oxygen, and, in addition
to respiratory hypoxia, hemic hypoxia occurs. Inactivation of hemoglobin leads to the
deformation of erythrocytes and worsening of their rheological characteristics; that serves
as the basis for impaired microcirculation and the stagnant component of hypoxia [29].
It is worth recalling that any prolonged hypoxia always tends to involve a histotoxic
mechanism of its pathogenesis, because the swelling of mitochondria during hypoxic
necrobiosis of any etiology deprives them of full functionality [30]. This is especially
true for COVID-19 against the background of CVD, due to the presence of mitochondrial
dysfunction in these diseases. The role of mitochondrial dysfunction in the comorbidity of
COVID-19 and CVDs may be very significant. There have been reports of the involvement
of mitochondria in the activation and regulation of the innate immune response, as well
as in the intensification of inflammation and transition to its chronic form (including in
COVID-19) [31]. However, the mitochondrial phospholipid cardiolipin is a component of
atheromas and a target of an autoimmune response in a number of diseases with impaired
hemostasis. For example, autoantibodies to cardiolipin are present in atherosclerosis and
aneurysms of the abdominal aorta [32]. Damage to mitochondria with the release of their
DNA (mtDNA) is a potential result of SARS-CoV-2 infection. Damaged mitochondria are
sources of products of incomplete oxygen reduction, i.e., reactive oxygen species (ROS),
which play an important role in the pathogenesis of atherogenesis [33].

SARS-CoV-2 infection may also promote telomere shortening by exporting the TERF2IP-
TRF2 complex following mitochondrial ROS (mtROS)-mediated activation of the ribosomal
s6-kinase (p90RSK). Thus, it is possible that oxidative stress caused by SARS-CoV-2 infec-
tion may contribute to aging phenotypes that exacerbate the development and progression
of atherosclerosis in COVID-19 survivors [20]. This is consistent with the theory of athero-
genesis as a manifestation of local clonal aging and deterioration of the vascular cells [7].

So, mixed hypoxia in COVID-19 includes all of its known endogenous pathogenetic
types, from respiratory to histotoxic, and that is why it can be torpid to non-complex
treatment and can contribute to the manifestation of latent heart failure in people with
atherosclerosis who survived COVID-19.

4. Endothelial Dysfunction in COVID-19 and Atherosclerosis: Common Links

Arterial endothelium is the site of key dolipid changes during atherogenesis [7].
However, dysfunction of endotheliocytes and even vascular cell death also occurs early
in COVID-19, since SARS-CoV-2 is endotheliotropic [8,12,34]. Damage to the endothelium
can be caused both by a direct cytopathic effect of the virus, and by the effects of parietal
leukocytes involved in the immune response to the virus. Several pathways are involved
in the development of endothelial-mediated complications of COVID-19 [8,34,35].

Under physiological conditions, the endothelium retains anticoagulant, antithrombotic
and fibrinolytic properties. When stimulated by inflammatory and infectious triggers, the
balance can shift in the opposite direction due to the expression of tissue procoagulant
and thrombogenic factors, the release of von Willebrand factor (VWF) from Weibel–Palade
endothelial bodies, the production of thromboxanes and plasminogen activator inhibitor-1
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(PAI-1) [36]. These and other factors may be involved in the recruitment of leukocytes from
the blood, causing a prolonged pro-inflammatory and thrombophilic state [12]. Inflamma-
tory mediators released by marginated blood cells and the endothelium and activated in
plasma (not only cytokines, but also components of the complement, kinin, coagulation, and
fibrinolytic systems and eicosanoids) are the key factors that contribute to the disruption of
endothelial function [37]. Thus, proteomic analysis of 185 biomarkers of inflammation and
endothelial dysfunction in the systemic circulation showed that the presence of a cytokine
storm in COVID-19 was combined with diffuse damage to the vascular endothelium [38].
An increase in the content of pro-inflammatory cytokines in the systemic circulation in
patients with COVID-19 directly correlates with an increase in serum concentrations of
markers that reflect the development of systemic vasculitis and vascular bed remodeling
processes [39]. In addition, there is a relationship between the clinical severity of COVID-19
on the one hand and the risk of development and severity of endothelial dysfunction on the
other [40]. In COVID-19, there is a procoagulant shift, which manifests itself in the increase
in serum levels of fibrinogen, fibrin breakdown products, D-dimer and von Willebrand fac-
tor, which correlates with the severity of the disease and the risk of thrombosis [41]. When
activated during COVID-19 by pro-inflammatory cytokines, endothelial and blood cells
generate free oxygen and halogen-containing radicals, contributing to the development
of oxidative stress. However, the latter is also a recognized factor in the progression of
atherosclerosis [7,36]. The fact is that ROS, as well as halogen-containing radicals of leuko-
cytes, modify low-density lipoproteins (LDL) into their oxidized form (oxLDL). Moreover,
such LDL serve as neoantigens and trigger autoimmune processes in atheromas. In addi-
tion, they activate Toll-like receptors on vascular wall cells, which leads to the self-assembly
of inflammasomes and the generation of new pro-inflammatory cytokines from inactive
precursors. Finally, modified LDL are characterized by interaction with scavenger receptors
of macrophages and unregulated uptake by these cells, which increases the cholesterol
load on macrophages without adequate compensation mechanisms that are triggered only
when LDL are absorbed through a specialized apoB receptor [7]. Chronic inflammation
in the intima can increase the rate of LDL deposition in the subendothelial layer of blood
vessels, thereby enhancing atherogenesis [7,33]. OxLDL, as already noted, serve as ligands
for the Toll-like type 4 receptor (TLR4), which is expressed by various cell types in the
walls of vessels affected by atherosclerosis. Activated TLR4 on macrophages can trigger
signaling cascades that induce the release not only of proinflammatory cytokines, but also
of proteases [42]. TLR4 and TLR2, in response to components of dying cells (alarmins),
as well as to the SARS-CoV-2 virus, can initiate the expression of MyD88, a key protein in
pro-inflammatory signaling. Analysis of differentially expressed genes in cardiomyocytes
has shown that this protein is the most important “coupler” of atherogenesis and pathogen-
esis of COVID-19. Protein MyD88, either by activating the transcription factor NF-κB or
by itself, initiates the expression of pro-inflammatory cytokines and chemokines, CXCL1,
CXCL2, CXCL3, CXCL8 and IL-1β, which promotes local inflammation in the myocardium
and in the vascular wall, as well as excessive systemic hypercytokinemia, up to its extreme
degree, “cytokine storm”, sometimes resulting in the hemodynamic shock [1,34].

For more than 110 years, since the biochemical studies of atheromas by A. Windaus
(1910) and the first rabbit model of atherosclerosis created by S.S. Khalatov and N.N.
Anichkov (1912), atherosclerosis has been associated with cholesterol and the response
of arterial wall cells to its chronic excess [7]. However, cholesterol, as a modulator of the
fluidity of cell membranes, can directly affect the penetration of viruses into cells.

Many viruses use cholesterol-rich regions of the host cell’s membrane (the so-called
“lipid rafts”) for internalization and self-assembly. In vitro studies have shown that the
number and location of ACE2 receptors used by SARS-CoV-2 as gates for intracellular
entry correlated with the content of cholesterol and such “rafts” in the cell membrane.
Viruses have cholesterol receptor proteins. Scavenger class B receptor type 1 (SR-B1) can
provide the S1 subunit of the spike protein of coronaviruses with binding to high-density
lipoproteins and promote the spread and entry of SARS-CoV-2 into cells along with these
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metabolites. Intracellular cholesterol in macrophages of CVD patients activates the NLRP3
inflammasome, which contributes to the development of both atherosclerosis and cytokine
storm in COVID-19 [43].

Another pathogenetic mechanism for endothelial dysfunction in COVID-19 may be
SARS-CoV-2-mediated damage to the vascular endothelial glycocalyx (VEGLX)—glycosylated
lipid-protein molecules that coat the vascular endothelium and play an important role in
vascular homeostasis (in particular, maintaining the physiological negative charge of the
endothelium) [36].

5. The Role of Dysfunction of the Renin–Angiotensin–Aldosterone System

It is known that SARS-CoV-2 uses ACE2, a negative regulator of the renin–angiotensin–
aldosterone system (RAAS), as a receptor for entry into cells, including almost all cell types
in the heart and blood vessel wall. ACE-2 is a type I transmembrane protein that is
expressed in the lungs (high level of expression on the surface of type II alveolar cells). The
physiological role of ACE-2 is primarily associated with the breakdown of angiotensin I
(Ang-II) to the inactive Ang-(1-9) peptide, which is further converted into Ang-(1-7), using
ACE or other peptidases, which binds to Mas receptors. Ang-(1-7) provides vaso- and
cardioprotection, antiproliferative, anti-inflammatory and natriuretic effects, and also
has protective effects against heart failure, thrombosis, myocardial hypertrophy, fibrosis,
arrhythmia and atherogenesis [13,44].

In COVID-19 with a high viral load, the expression of this protein decreases. As a
result, the activity of Ang-(1-7), which is a product of the ACE2-dependent proteolytic
pathway, decreases. A decrease in the level of Ang-(1-7) and an increase in the concentra-
tion of angiotensin II (Ang-II) implies dysregulation of the RAAS with hypernatriemia,
hypokalemia, increased vasoconstriction, acceleration of tissue fibrosis, smooth muscle
cells proliferation and pro-inflammatory events in the vessel wall. Most of these events are
mediated by the hormones of the mineralocorticoid zone of the adrenal cortex (primarily,
aldosterone) [2,17,18,44,45]. Effects of the increased aldosterone activity contribute to the
development of both heart failure and arterial hypertension, as well as to the acceleration
of atherogenesis, with an increased risk of its complications [2,17,18,44,45]. Moreover,
hypokalemia leads to tachyarrhythmias [7]. Ang-II is closely associated with atherosclero-
sis, e.g., it induces the formation of abdominal aortic aneurysms (atypical complications of
atherosclerosis) in mice with dyslipidaemias [34]. Thus, RAAS dysfunction is a common
link in the pathogenesis of COVID-19, atherosclerosis and their complications.

Thus, thrombogenic events reported in COVID-19—whether thromboembolism and
disseminated intravascular coagulation or atherosclerotic plaque progression—serve as
promoters of both COVID-19 and atherosclerosis as well as their complications.

6. Miscellaneous Mechanisms SARS-CoV-2-Dependent Vasculopathy

It was found that SARS-CoV-2 effectively infects cells of the immune system even
with a low level of ACE2 expression, such as macrophages (including macrophages in
the vascular wall) and T-lymphocytes (which infiltrate the vascular wall in atherogenesis).
SARS-CoV-2 can potentially bind to the transmembrane glycoprotein CD147, which belongs
to the immunoglobulin superfamily and can provide an additional route of infection [46].

It has been recently hypothesized that the dipeptidyl peptidase-4 (DPP-4) receptor
facilitates SARS-CoV-2 entry into cells as it has similar spike glycoprotein to Middle East
respiratory syndrome (MERS-CoV), which invades human cells using this receptor. The
same DPP-4 is also known for its role in atherogenesis, since it influences migration of the
macrophage lineage cells, in particular, monocytes, and suppresses the production of the
antiatherogenic lipokine adiponectin [12].

Brain-derived neurotrophic factor (BDNF) serves as a proatherogenic mediator and
is overexpressed in atheromas [47]. The same cytokine is a predictive marker of severe
COVID-19 [48], but at the same time negatively correlates with severe post-COVID cogni-
tive impairment [49].
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7. Excessive Systemic Action of Pro-Inflammatory Autacoids

Severe COVID-19 is often associated with acute circulatory failure with blood flow
centralization. However, in terms of critical care medicine and general pathology, this is
nothing more than a special case of hemodynamic shock. Pro-inflammatory mediators,
in relation to COVID-19, are referred to as a “cytokine storm” [11]. Moreover, in shock
associated with polytrauma, infectious-septic or immunopathological factors, excessive
systemic action of pro-inflammatory mediators is a very early link of the pathogenesis [30].

Similar processes also occur in shock-like states (in particular, those associated with
hyperstimulation of immune-inflammatory mechanisms—hemophagocytic syndrome, hy-
perferritinemic syndrome and side effects of immunotherapy for oncological diseases, for
example, chimeric antigen receptor of T-cells) [26,27,50]. At the same time, some studies
of atherogenesis reported transformation of regulatory T-lymphocytes of the arterial wall
from the initial protective phenotype (FoxP3+), which restrains autoimmune inflammatory
processes, into the pathogenic one (RORyt, T-bet, Bcl-6), which contributes to the progres-
sion of the atherosclerotic plaque formation [51]. Such transformation is facilitated by high
concentrations of pro-inflammatory autacoids, and COVID-19, obviously, can contribute
to this process. Elevated serum levels of the C5a serine protease, which is important for
the complement-mediated pro-inflammatory response, is a potential biomarker of disease
severity in patients with COVID-19. The deposition of the terminal complement complex
C5b-9 on endothelial cells promotes the release of thrombotic factors, triggering the pro-
duction of pro-inflammatory cytokines [52]. Thrombus formation with recruitment and
activation of neutrophils serves as a source of neutrophil extracellular traps (NETs). Like
the serum level of circulating components of the complement system, serum levels of NETs
positively correlate with the severity of both COVID-19 and atherosclerosis due to their
cytotoxic effect on endothelial cells [53].

The clinical course of severe COVID-19 is characterized by an aberrant inflammatory
response, in which the barrier function of inflammation is not observed:

• The systemic concentrations of pro-inflammatory mediators increase several times.
Bioregulators begin to interfere with the regulation of systemic vital processes, con-
flicting with their central neuroendocrine regulation [50,54,55];

• Breathing, blood circulation and rheology are disturbed. The microcirculatory bed,
even in organs without primary local lesions, acquires features of inflammatory foci
(sticky endothelium, marginal standing of leukocytes, microthrombosis, erythrocyte
sludge, disseminated intravascular coagulation);

• Stasis, increased vascular permeability and extravasation of plasma into the “third
space”, decreased venous return to the heart, organ hypoperfusion and, ultimately,
hemodynamic shock, i.e., hypoxic multiple organ failure [55];

• Self-sustaining process of a drastic increase in the production of cytokines initiated
by IL-1;

• Systemic concentrations of pro-inflammatory autacoids (IL-1, IL-6, IL-10, IFNγ, G-
CSF, MCP1, MIP -1α, PDGF, VEGF, ferritin, C-reactive protein, components of the
complement, kinin, coagulation and fibrinolytic systems) in the blood increase dra-
matically [12,36,46].

The pathogenic role of hypercytokinemia, also regarding the cardiovascular system,
has been repeatedly proven in COVID-19. Thus, the results of a retrospective, multicenter
study confirmed that elevated systemic concentrations of pro-inflammatory bioregulators,
including ferritin and IL-6, were associated with a more severe course of COVID-19 and
multiple organ damage [56,57]. Another group of researchers confirmed that patients with
severe COVID-19 have elevated serum levels of IL-2, IL-6, IL-10 and TNF-α [58]. The place
of pro-inflammatory autacoids in COVID-19-associated acute cardiac injury is determined
in Figure 1.
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the focus on pro-inflammatory autacoids.

Hypercytokinemia is a well-known link in the pathogenesis of arterial hypertension,
which in turn is a known risk factor for atherogenesis [59]. Cardiomyocytes death as a
possible consequence of hypercytokinemia has already been discussed above. The degree
of myocardial dysfunction in arterial hypertension also depends on the serum levels
of pro-inflammatory cytokines [60], and therefore may increase in COVID-19 patients
and survivors.

It is important that many of the pro-inflammatory mediators mentioned above are the
key signals in atherogenesis and its thrombotic complications [7]. They contribute to the
destabilization of atheromas, occlusive thrombus formation and vasoconstriction, which
can lead to myocardial infarction in acute COVID-19 and the post-COVID period [3,17].

From the standpoint of general pathology, one should not forget that in case of hemo-
dynamic shock of any etiology (for example, in multiple trauma), the hyperinflammatory
phase is naturally replaced by the phase of immunosuppression and the production of anti-
inflammatory signals. During this period, antimicrobial resistance declines and the risk of
septic processes increases [61]. Atherogenesis, unlike COVID-19, is not a systemic process
but is a local process affecting loca minimorum resistentia in the arteries against a systemic
background of hyperlipidemia. Atheromas, however, are the inflammatory foci, because if
they contain significant amounts of extracellular lipids and active macrophages, the plaques
become destabilized; that means they become a source of vasospastic, thrombogenic and
pro-inflammatory mediators. These mediators can act outside the focus itself, exactly what
occurs in COVID-19, and provoke complications [7]. In atherogenesis, however, as in the
course of shock and shock-like conditions, there is an anti-regulatory phase, when not
only atherogenic, but also anti-atherogenic bioregulators increase in atherosclerotic lesions.
The main anti-atherogenic cytokines are TGF-β and several interleukins (IL-5, IL-10, IL-13,
IL-19, IL-27, IL-33, IL-35, IL-37), which enhance the activity of Treg cells and reduce the
production of proatherogenic TNFα [62]. Whether they also serve as factors of sanogenesis
in COVID-19 remains to be seen, but already there are some studies on this subject. Thus,
IL-32 provides sanogenic effects during atherogenesis through differential regulation of
macrophage polarization at its different stages, possibly depending on various stimuli
that occur inside the plaque at different stages of its development. IL-32 suppresses the
activity of CCL-2 and MMP, and its expression is increased in unstable plaques. It has
been speculated that changes in its production may explain the tendency towards destabi-
lization of atheromas observed during and after COVID-19 [45]. IL-34 may contribute to
atherosclerosis, but its role in COVID-19 remains unclear. It is believed that IL-34 can be
upregulated in tissues during their infiltration by leukocytes, especially mononuclear cells,
during cytokine storm in patients with COVID-19 and contribute to the destabilization
of atherosclerotic plaques [45]. Circulating IL-37 level has been reported to increase in
patients infected with COVID-19. However, patients with higher serum levels of IL-37 had
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a shorter hospital stay, suggesting a sanogenic effect of this cytokine during COVID-19
infection. Interestingly, it also exhibits a stabilizing effect on atherosclerotic plaques [45].

8. Microvascular Dysfunction

It is suggested that vasculitis and thrombosis of the aortic vasa vasorum may represent
key factors linking severe forms of SARS-CoV-2 infection with transformation of a stable
plaque into an unstable lesion with thromboembolic consequences [63]. The impact of
SARS-CoV-2 on large vessels such as the aorta is more complex than has been previously
considered. We can assume that the virus targets not only on the intima of the artery, where
it can cause inflammatory processes and endothelial dysfunction, but also the adventitia,
where it triggers inflammation of the vasa vasorum (vasa vasoritis). This process can reduce
the amount of blood, oxygen and nutrients supplying the media, and thereby promote
atherogenesis [64].

Pro-inflammatory factors such as macrophages and granulocytes can infiltrate atheroma
via intraplaque newly formed vessels originating from the vasa vasorum. These new
vessels within plaques are often immature and therefore more permeable. These pecu-
liarities of plaque neovascularization, in turn, predispose to the formation of intraplaque
hemorrhage, which accelerates the progression of atherosclerotic lesions and creates the
risk of thrombogenic complications. Intraplaque hemorrhage can enhance not only the
inflammatory process but also the further development of neovascularization from the
vasa vasorum due to the release of platelet growth factors, pro-inflammatory cytokines and
other angiogenic stimuli, resulting in the pathogenetic vicious circle. Inflammatory cells are
also an important source of matrix metalloproteinases (MMPs). The latter degrade the ex-
tracellular matrix to facilitate cell migration and recruitment. However, such degeneration
weakens the fibrous elements of atheromas, which leads to the risk of their rupture [65].

The systemic action of inflammatory mediators against the background of blood flow
centralization, as in severe COVID-19, favors coronary blood flow. However, if there
are atherosclerotic plaques in the coronary bed, this is associated with the risk of their
destabilization and rupture, paradoxically leading to myocardial ischemia and myocardial
infarction. In addition, against the background of sepsis-induced hemodynamic shock,
which results from a cytokine storm [55], the total reserves of coronary blood flow are
reduced, and microvascular resistance indices increase in patients with acute coronary
syndrome [52]. In atherosclerosis, as in COVID-19, extracellular vesicles can contribute to
thrombosis or dissemination of the underlying process, depending on their composition
and microenvironment [66].

Dozens of cases of a Kawasaki-like disease with arteritis, coronaritis and thrombosis
have already been described during acute COVID-19 or in the post-COVID period. This is
one of the typical autoimmune complications of COVID-19. However, the Kawasaki syn-
drome itself is a disease that de facto affects the vessels of the same caliber as atherosclerosis,
for example, the coronary arteries, and is associated with the acceleration of atherogenesis.
The same is probably true for COVID-19 [67]. In any case, lymphocytic perimyocarditis with
coronary arteries vasculitis has been described in patients who died from COVID-19 [68,69].

9. Therapy Perspectives

Interestingly, pharmacological agents commonly used in the treatment of atherosclero-
sis, such as statins and acetylsalicylic acid, seem to reduce both the incidence of serious
complications of COVID-19 and the death rate from this infection. The possible effects of
chronic therapy with acetylsalicylic acid have not been fully studied. However, it has only
a very limited anti-inflammatory effect at the low doses used in CVD. Therefore, patients
with CVD should not stop taking these drugs for secondary prevention. In patients with
COVID-19, statin therapy has been reported to be more likely to be complicated by side
effects such as hepatic cytolysis or even severe rhabdomyolysis, and therefore it may be
appropriate to temporarily suspend statin therapy during the acute infection [70]. Despite
the understanding of the key role of endothelial dysfunction in the early stages of both
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diseases compared here, radical endothelial-related treatments have not been proposed
for either COVID-19 or atherosclerosis [62]. There are also significant differences in the
practice of using drugs in these two diseases. In severe COVID-19, when the adrenal glands
are affected in a large percentage of cases by the virus, glucocorticoids (due to their anti-
inflammatory, immunosuppressive and anti-shock antihypoxic effects) have an effective
therapeutic effect, curbing the excessive systemic effect of inflammatory autacoids [55].
However, atherosclerosis is not treated with glucocorticoids, because their excess has a
rather proatherogenic effect on lipid metabolism, and chronic stress and hypercorticism
are considered risk factors for atherosclerosis [7,71]. Cardiotoxicity of some antiviral drugs
used to treat COVID-19 should be also mentioned [72].

Despite the short experience of the COVID-19 pandemic, significant progress has been
made in understanding the complex, mutually potentiating pathogenesis of cardiovascu-
lar injury in novel coronavirus infection. The identified main pathogenetic mechanisms
represent therapeutic goals. Knowledge of the mechanisms of pathogenesis and their
relationships allows them to be used as the main targets for protecting the cardiovascular
system from the damaging effects of COVID-19. First of all, this refers to the need to stabi-
lize the RAAS, prevent the penetration of the virus into cells, minimize the manifestations
of endothelial dysfunction, normalize microcirculation and prevent thrombosis, combat
hypoxia as a multicomponent process of mixed etiology and regulate immune and autoim-
mune processes. Currently, there are no clinical guidelines for cardio- and vasoprotection
in the treatment of COVID-19. Additionally, in view of the relatively recent onset of the
pandemic, it is not clear how the coronavirus infection will affect the population with
atherosclerosis and its complications in the long term, although there is already reason to
include COVID-19 in the list of infectious and immunopathological triggers of CVD.

The pathogenetic links discussed above are intermingled and reinforce each other
(Figure 2).
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Thus, the severe consequences of COVID-19 for the cardiovascular system can be
explained by progressive multilevel equifinal damage, rather than dependence on alteration
of a unique therapeutic target. Similarly, in atherogenesis, there is a whole continuum of
risk factors [7], so it is impossible to stop atherogenesis by affecting one of them, even such
a significant one as hyperlipidemia [64].
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10. Conclusions

In any case, a group of experts from the European Society of Cardiology has recently
recognized the long-term increased risk of cardiovascular disease after COVID-19, in
particular due to the endotheliotropism of SARS-CoV-2 [69], but, as can be seen from the
above, is supported by other mechanisms. Table 2 presents the various mechanisms by
which COVID-19 contributes to atherogenesis and destabilization of atherosclerotic plaque.

Table 2. Mechanisms of COVID-19’s contribution to atheroma formation and development.

Mechanisms References

Reduction of the level of ACE2 which prevents the degradation of
pro-atherosclerotic angiotensin II and generation of

antiatherosclerotic angiotensin 1–7.
[45]

Direct cytopathic effect of the virus on endothelial cells [69]

Protease activation, causing a transition from a stable to a
pathological atherosclerotic injury and the degradation of the plaque

protective fibrous cap.
[9,42]

Leucocyte recruitment and adhesion to the vascular wall [12]

Expression of pro-inflammatory chemokines and cytokines (CXCL1,
CXCL2, CXCL3, CXCL8, IL-1β) in the vascular wall resulted from the

activation of MyD88-dependent pathways
[1,34]

VEGLX damage [36]

Mitochondrial dysfunction leading to the increased production of
reactive oxygen species [33]

Endothelial damage caused by neutrophil extracellular traps (NETs) [53]

Endothelial damage caused by the components of the activated
complement system [52]

Vasa vasorum vasculitis and/or thrombosis [63]

Some practically significant aspects of the interaction between COVID-19 and the
clinical manifestations of atherosclerosis in healthcare are not biological but are social in
nature. Thus, a meta-analysis of 27 international studies showed that against the backdrop
of a pandemic, there was a 40–50% decrease in the number of hospitalizations for acute
coronary syndrome and an increase in the time “from door to device” for cardiac patients.
The observed increase in pre-hospital mortality and out-of-hospital cardiac arrests indicates
the negative impact of the pandemic on overall mortality rates from acute myocardial
infarction, associated with a decrease in the availability of qualified inpatient cardiac care
for somatic patients in the COVID-19 pandemic. In other words, one disease interfered
with the control of another not only at the pathophysiological level but also at the medical
and social levels [70].

This review aims to generalize the pathophysiology of COVID-19, an unexplored field
that we have encountered recently, to the circulatory system. It reflects the relationship,
in particular, with atherosclerosis, such a common and aggravating disease, while the
respiratory system was previously the focus of treatment. In the future, we will have to
live with this viral disease as seasonal. Thus, for public health, the literature sources of the
most effective therapeutic prophylaxis are:

(1) early appointment of an IL-6 inhibitor in case of damage to cardiomyocytes by hyper-
cytokinemia;

(2) complex treatment of any type of hypoxia (from respiratory to histological);
(3) search for methods to eliminate endothelial dysfunction;
(4) study of the effect of RAAS blockers on the prevention of thrombosis;
(5) monitoring the level of circulating IL-32 and IL-37 as biological markers that exhibit

sanogenic effects and stabilize atherosclerotic plaques;
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(6) normalization of microcirculation to prevent the transformation of a stable plaque
into an unstable one.

Author Contributions: Conceptualization, Y.A.M., L.P.C. and A.E.K.; methodology, Y.A.M.; writing—o-
riginal draft preparation, Y.A.M., V.V.S., B.V.S.; writing—review and editing, L.P.C., V.A.R.; visual-
ization, L.P.C., V.V.S., B.V.S.; supervision, L.P.C.; project administration, L.P.C.; funding acquisition,
L.P.C. All authors have read and agreed to the published version of the manuscript.

Funding: This work was supported by the grant of the Government of the Russian Federation for
state support of scientific research carried out under the supervision of leading scientists, agreement
No. 075-15-2022-1110 dated 30 June 2022. The contribution of V.A.R. was supported by Russian
Science Foundation, grant number 22-15-00113, https://rscf.ru/project/22-15-00113/ (accessed on
14 October 2022).

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki and approved by the Local Committee in Bioethics of the L.G. Sokolov North
West Regional Research and Clinical Center (protocol code No 7, of 8 December 2022).

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design
of the study; in the collection, analyses, or interpretation of data; in the writing of the manuscript; or
in the decision to publish the results.

References
1. Das, D.; Podder, S. Unraveling the molecular crosstalk between Atherosclerosis and COVID-19 comorbidity. Comput. Biol. Med.

2021, 134, 104459. [CrossRef]
2. Mareev, V.Y. COVID-19 and Cardiovascular Diseases. Available online: https://www.youtube.com/watch?v=Fe8MN_P_yCQ&

feature=youtu.be (accessed on 14 April 2020).
3. Ministry of Health of Russian Federation. Temporary Methodological Recommendation on Prevention, Treatment and Diagnosis

of COVID-19. Version 15. Available online: https://edu-rosminzdrav.ru.com/ (accessed on 22 February 2022).
4. Chen, C.; Zhou, Y.; Wang, D.W. SARS-CoV-2: A potential novel etiology of fulminant myocarditis. Herz 2020, 45, 230–232.

[CrossRef]
5. Puntmann, V.O.; Carerj, M.L.; Wieters, I.; Fahim, M.; Arendt, C.; Hoffmann, J.; Shchendrygina, A.; Escher, F.; Vasa-Nicotera, M.;

Zeiher, A.M.; et al. Outcomes of cardiovascular magnetic resonance imaging in patients recently recovered from coronavirus
disease 2019 (COVID-19). JAMA Cardiol. 2020, 5, 1265–1273. [CrossRef]

6. Rubens, M.; Ramamoorthy, V.; Saxena, A.; Zevallos, J.C.; Ruiz-Pelaez, J.G.; Ahmed, M.A.; Zhang, Z.; McGranaghan, P.; Veledar, E.;
Jimenez, J.; et al. Hospital Outcomes Among COVID-19 Hospitalizations with Myocarditis from the California State Inpatient
Database. Am. J. Cardiol. 2022, 183, 109–114. [CrossRef]

7. Churilov, L.P.; Zaichik, A.S. Patochemistry (Endocrine-Metabolic Disturbances), 3rd ed.; ElBi: St Petersburg, Russia, 2007; pp. 175–197,
ISBN 978-5-93979-032-1.

8. Scherbak, S.G. COVID-19: Review on Key Aspects; Ochta Publisher: St Petersburg, Russia, 2022; pp. 28–34.
9. Vinciguerra, M.; Romiti, S.; Sangiorgi, G.M.; Rose, D.; Miraldi, F.; Greco, E. SARS-CoV-2 and Atherosclerosis: Should COVID-19

Be Recognized as a New Predisposing Cardiovascular Risk Factor? J. Cardiovasc. Dev. Dis. 2021, 8, 130. [CrossRef] [PubMed]
10. Ghamar Talepoor, A.; Doroudchi, M. Immunosenescence in atherosclerosis: A role for chronic viral infections. Front. Immunol.

2022, 13, 945016. [CrossRef]
11. ACC Clinical Bulletin COVID-19. Clinical Guidance for the Cardiovascular Care Team. Available online: https://www.S20028

-ACC-Clinical-BulletinCoronavirus.pdf (accessed on 6 March 2020).
12. Grzegorowska, O.; Lorkowski, J. Possible Correlations between Atherosclerosis, Acute Coronary Syndromes and COVID-19.

J. Clin. Med. 2020, 9, 3746. [CrossRef]
13. Vaarala, M.H.; Porvari, K.S.; Kellokumpu, S.; Kyllönen, A.P.; Vihko, P.T. Expression of transmembrane serine protease TMPRSS2

in mouse and human tissues. J. Pathol. 2001, 193, 134–140. [CrossRef]
14. Fisun, A.Y.; Cherkashin, D.V.; Tyrenko, V.V.; Zhdanov, C.V.; Kozlov, C.V. Role of renin-angiotensin-aldosterone system in the

interaction with coronavirus SARS-CoV-2 and in the development of strategies for prevention and treatment of new coronavirus
infection (COVID-19). Arter. Gipertenz. (Arter. Hypertens.) 2020, 26, 248–262. (In Russian) [CrossRef]

15. Nagashima, S.; Mendes, M.C.; Camargo Martins, A.P.; Borges, N.H.; Godoy, T.M.; Miggiolaro, A.F.R.D.S.; da Silva Dezidério,
F.; Machado-Souza, C.; de Noronha, L. Endothelial dysfunction and thrombosis in patients with COVID-19 brief report. Arter.
Thromb Vasc. Biol. 2020, 40, 2404–2407. [CrossRef]

https://rscf.ru/project/22-15-00113/
http://doi.org/10.1016/j.compbiomed.2021.104459
https://www.youtube.com/watch?v=Fe8MN_P_yCQ&feature=youtu.be
https://www.youtube.com/watch?v=Fe8MN_P_yCQ&feature=youtu.be
https://edu-rosminzdrav.ru.com/
http://doi.org/10.1007/s00059-020-04909-z
http://doi.org/10.1001/jamacardio.2020.3557
http://doi.org/10.1016/j.amjcard.2022.08.009
http://doi.org/10.3390/jcdd8100130
http://www.ncbi.nlm.nih.gov/pubmed/34677199
http://doi.org/10.3389/fimmu.2022.945016
https://www.S20028-ACC-Clinical-BulletinCoronavirus.pdf
https://www.S20028-ACC-Clinical-BulletinCoronavirus.pdf
http://doi.org/10.3390/jcm9113746
http://doi.org/10.1002/1096-9896(2000)9999:9999&lt;::AID-PATH743&gt;3.0.CO;2-T
http://doi.org/10.18705/1607-419X-2020-26-3-248-262
http://doi.org/10.1161/ATVBAHA.120.314860


Diagnostics 2023, 13, 478 13 of 15

16. Zhu, H.; Rhee, J.W.; Cheng, P.; Waliany, S.; Chang, A.; Witteles, R.M.; Maecker, H.; Davis, M.M.; Nguyen, P.K.; Wu, S.M.
Cardiovascular Complications in Patients with COVID-19: Consequences of Viral Toxicities and Host Immune Response. Curr.
Cardiol. Rep. 2020, 22, 32. [CrossRef] [PubMed]

17. Shlyakho, E.V.; Konradi, A.O.; Villevalde, S.V.; Zvartau, N.E.; Yakovlev, A.N.; Solovyova, A.E.; Medvedeva, E.A.; Sitnikova, M.Y.;
Trushkina, M.A.; Fedotov, P.A.; et al. Guidelines for the diagnosis and treatment of circulatory diseases in the context of the
COVID-19 pandemic. Russ. J. Cardiol. 2020, 25, 3801. (In Russian) [CrossRef]

18. Zheng, Y.Y.; Ma, Y.T.; Zhang, J.Y.; Xie, X. COVID-19 and the cardiovascular system. Nat. Rev. Cardiol. 2020, 17, 259–260. [CrossRef]
[PubMed]

19. Andersen, K.G.; Rambaut, A.; Lipkin, W.I.; Holmes, E.C.; Garry, R.F. The proximal origin of SARS-CoV-2. Nat. Med. 2020, 26,
450–452. [CrossRef]

20. Aleksova, A.; Fluca, A.L.; Gagno, G.; Pierri, A.; Padoan, L.; Derin, A.; Moretti, R.; Noveska, E.A.; Azzalini, E.; D’Errico, S.; et al.
Long-term effect of SARS-CoV-2 infection on cardiovascular outcomes and all-cause mortality. Life Sci. 2022, 310, 121018.
[CrossRef] [PubMed]

21. Lasrado, N.; Reddy, J. An overview of the immune mechanisms of viral myocarditis. Rev. Med. Virol. 2020, 30, 1–14. [CrossRef]
[PubMed]

22. Blagova, O.; Varionchik, N.; Zaidenov, V.; Savina, P.; Sarkisova, N. Anti-heart antibodies levels and their correlation with clinical
symptoms and outcomes in patients with confirmed or suspected diagnosis COVID-19. Eur. J. Immunol. 2021, 51, 893–902.
[CrossRef]

23. Wang, E.Y.; Mao, T.; Klein, J.; Dai, Y.; Huck, J.D.; Liu, F.; Zheng, N.S.; Zhou, T.; Israelow, B.; Wong, P.; et al. Diverse functional
autoantibodies in patients with COVID-19. Nature 2021, 595, 283–288. [CrossRef]

24. Xu, Z.; Shi, L.; Wang, Y.; Zhang, J.; Huang, L.; Zhang, C.; Liu, S.; Zhao, P.; Liu, H.; Zhu, L.; et al. Pathological findings of COVID-19
associated with acute respiratory distress syndrome. Lancet Respir. Med. 2020, 2600, 19–21. [CrossRef]

25. Chou, O.H.I.; Mui, J.; Chung, C.T.; Radford, D.; Ranjithkumar, S.; Evbayekha, E.; Nam, R.; Pay, L.; Satti, D.I.; Garcia-Zamora,
S.; et al. COVID-19 vaccination and carditis in children and adolescents: A systematic review and meta-analysis. Clin. Res. Cardiol.
2022, 111, 1161–1173. [CrossRef]

26. Alvi, R.M.; Frigault, M.J.; Fradley, M.G.; Jain, M.D.; Mahmood, S.S.; Awadalla, M.; Lee, D.H.; Zlotoff, D.A.; Zhang, L.; Drobni,
Z.D.; et al. Cardiovascular events among adults treated with chimeric antigen receptor T-cells (CAR-T). J. Am. Coll. Cardiol. 2019,
74, 3099–3108. [CrossRef] [PubMed]

27. Hoffmann, M.; Kleine-Weber, H.; Schroeder, S.; Krüger, N.; Herrler, T.; Erichsen, S.; Schiergens, T.S.; Herrler, G.; Wu, N.H.; Nitsche,
A.; et al. SARS-CoV-2 Cell Entry Depends on AFP-2 and TMPRSS2 and Is Blocked by a Clinically Proven Protease Inhibitor. Cell
2020, 181, 271–280.e8. [CrossRef] [PubMed]

28. Kreutz, R.; Algharably, E.A.; Azizi, M.; Dobrowolski, P.; Guzik, T.; Januszewicz, A.; Persu, A.; Prejbisz, A.; Riemer, T.G.; Wang,
J.G.; et al. Hypertension, the renin–angiotensin system, and the risk of lower respiratory tract infections and lung injury:
Implications for COVID-19. Cardiovasc. Res. 2020, 116, 1688–1699. [CrossRef] [PubMed]

29. Liu, W.; Li, H. COVID-19: Attacks the 1-Beta Chain of Hemoglobin and Captures the Porphyrin to Inhibit Human Heme
Metabolism. Available online: https://chemrxiv.11938173.v8 (accessed on 14 April 2020).

30. Churilov, L.P. General Pathophysiology with the Fundamentals of Immunopathology, 5th ed.; ElBi: St Petersburg, Russia, 2021;
pp. 283–290, ISBN 978-5-91322-073-8.

31. Korchivaia, E.; Silaeva, Y.; Mazunin, I.; Volodyaev, I. The mitochondrial challenge: Disorders and prevention strategies. Biosystems
2022, 223, 104819. [CrossRef] [PubMed]

32. Tektonidou, M.G. Cardiovascular disease risk in antiphospholipid syndrome: Thrombo-inflammation and atherothrombosis.
J. Autoimmun. 2022, 128, 102813. [CrossRef] [PubMed]

33. Chang, R.; Mamun, A.; Dominic, A.; Le, N.T. SARS-CoV-2 Mediated Endothelial Dysfunction: The Potential Role of Chronic
Oxidative Stress. Front. Physiol. 2021, 11, 605908. [CrossRef]

34. Ren, J.; Wu, L.; Wu, J.; Tang, X.; Lv, Y.; Wang, W.; Li, F.; Yang, D.; Liu, C.; Zheng, Y. The molecular mechanism of Ang II
induced-AAA models based on proteomics analysis in ApoE-/- and CD57BL/6J mice. J. Proteom. 2022, 268, 104702. [CrossRef]

35. Szwed, P.; Gasecka, A.; Zawadka, M.; Eyileten, C.; Postuła, M.; Mazurek, T.; Szarpak, Ł.; Filipiak, K.J. Infections as novel risk
factors of atherosclerotic cardiovascular diseases: Pathophysiological links and therapeutic implications. J. Clin. Med. 2021,
10, 2539. [CrossRef]

36. Esposito, L.; Cancro, F.P.; Silverio, A.; Di Maio, M.; Iannece, P.; Damato, A.; Alfano, C.; De Luca, G.; Vecchione, C.; Galasso,
G. COVID-19 and Acute Coronary Syndromes: From Pathophysiology to Clinical Perspectives. Oxid. Med. Cell Longev. 2021,
2021, 4936571. [CrossRef]

37. Libby, P.; Lüscher, T. COVID-19 is, in the end, an endothelial disease. Eur. Heart J. 2020, 41, 3038–3044. [CrossRef]
38. Siedlinski, M.; Jozefczuk, E.; Xu, X.; Teumer, A.; Evangelou, E.; Schnabel, R.B.; Welsh, P.; Maffia, P.; Erdmann, J.; Tomaszewski,

M.; et al. White blood cells and blood pressure: A mendelian randomization study. Circulation 2020, 141, 1307–1317. [CrossRef]
39. Petrey, A.C.; Qeadan, F.; Middleton, E.A.; Pinchuk, I.V.; Campbell, R.A.; Beswick, E.J. Cytokine release syndrome in COVID-19:

Innate immune, vascular, and platelet pathogenic factors differ in severity of disease and sex. J. Leukoc. Biol. 2021, 109, 55–66.
[CrossRef] [PubMed]

http://doi.org/10.1007/s11886-020-01292-3
http://www.ncbi.nlm.nih.gov/pubmed/32318865
http://doi.org/10.15829/1560-4071-2020-3-3801
http://doi.org/10.1038/s41569-020-0360-5
http://www.ncbi.nlm.nih.gov/pubmed/32139904
http://doi.org/10.1038/s41591-020-0820-9
http://doi.org/10.1016/j.lfs.2022.121018
http://www.ncbi.nlm.nih.gov/pubmed/36183780
http://doi.org/10.1002/rmv.2131
http://www.ncbi.nlm.nih.gov/pubmed/32720461
http://doi.org/10.1002/eji.202048930
http://doi.org/10.1038/s41586-021-03631-y
http://doi.org/10.1016/S2213-2600(20)30076-X
http://doi.org/10.1007/s00392-022-02070-7
http://doi.org/10.1016/j.jacc.2019.10.038
http://www.ncbi.nlm.nih.gov/pubmed/31856966
http://doi.org/10.1016/j.cell.2020.02.052
http://www.ncbi.nlm.nih.gov/pubmed/32142651
http://doi.org/10.1093/cvr/cvaa097
http://www.ncbi.nlm.nih.gov/pubmed/32293003
https://chemrxiv.11938173.v8
http://doi.org/10.1016/j.biosystems.2022.104819
http://www.ncbi.nlm.nih.gov/pubmed/36450320
http://doi.org/10.1016/j.jaut.2022.102813
http://www.ncbi.nlm.nih.gov/pubmed/35247655
http://doi.org/10.3389/fphys.2020.605908
http://doi.org/10.1016/j.jprot.2022.104702
http://doi.org/10.3390/jcm10122539
http://doi.org/10.1155/2021/4936571
http://doi.org/10.1093/eurheartj/ehaa623
http://doi.org/10.1161/CIRCULATIONAHA.119.045102
http://doi.org/10.1002/JLB.3COVA0820-410RRR
http://www.ncbi.nlm.nih.gov/pubmed/32930456


Diagnostics 2023, 13, 478 14 of 15

40. Martynov, M.Y.; Bogolepova, A.N.; Yasamanova, A.N. Endothelial dysfunction in COVID- 19 and cognitive impairment. Zhurnal.
Nevrol. Psikhiatrii. Im. S.S. Korsakova 2021, 121, 93–99. [CrossRef]

41. Helms, J.; Tacquard, C.; Severac, F.; Leonard-Lorant, I.; Ohana, M.; Delabranche, X.; Merdji, H.; Clere-Jehl, R.; Schenck, M.;
Gandet, F.F.; et al. CRICS TRIGGERSEP Group (Clinical Research in Intensive Care and Sepsis Trial Group for Global Evaluation
and Research in Sepsis). High risk of thrombosis in patients with severe SARS-CoV-2 infection: A multicenter prospective cohort
study. Intensive Care Med. 2020, 46, 1089–1098. [CrossRef] [PubMed]

42. Brandão, S.C.S.; Ramos, J.O.X.; Dompieri, L.T.; Godoi, E.T.A.M.; Figueiredo, J.L.; Sarinho, E.S.C.; Chelvanambi, S.; Aikawa, M. Is
Toll-like receptor 4 involved in the severity of COVID-19 pathology in patients with cardiometabolic comorbidities? Cytokine.
Growth Factor Rev. 2021, 58, 102–110. [CrossRef] [PubMed]

43. Tang, Y.; Hu, L.; Liu, Y.; Zhou, B.; Qin, X.; Ye, J.; Shen, M.; Wu, Z.; Zhang, P. Possible mechanisms of cholesterol elevation
aggravating COVID-19. Int. J. Med. Sci. 2021, 18, 3533–3543. [CrossRef] [PubMed]

44. Guo, J.; Huang, Z.; Lin, L.; Lv, J. Coronavirus Disease 2019 (COVID-19) and Cardiovascular Disease: A Viewpoint on the Potential
Influence of Angiotensin-Converting Enzyme Inhibitors/Angiotensin Receptor Blockers on Onset and Severity of Severe Acute
Respiratory Syndrome Coronavirus 2 Infection. J. Am. Heart Assoc. 2020, 9, e016219. [CrossRef]

45. Law, C.C.; Puranik, R.; Fan, J.; Fei, J.; Hambly, B.D.; Bao, S. Clinical Implications of IL-32, IL-34 and IL-37 in Atherosclerosis:
Speculative Role in Cardiovascular Manifestations of COVID-19. Front. Cardiovasc. Med. 2021, 8, 630767. [CrossRef]

46. Liu, Y.; Zhang, H.G. Vigilance on New-Onset Atherosclerosis Following SARS-CoV-2 Infection. Front. Med. 2021, 7, 629413.
[CrossRef]

47. Amadio, P.; Cosentino, N.; Eligini, S.; Barbieri, S.; Tedesco, C.C.; Sandrini, L.; Zarà, M.; Fabiocchi, F.; Niccoli, G.; Magnani, G.; et al.
Potential Relation between Plasma BDNF Levels and Human Coronary Plaque Morphology. Diagnostics 2021, 11, 1010. [CrossRef]

48. Savic, G.; Stevanovic, I.; Mihajlovic, D.; Jurisevic, M.; Gajovic, N.; Jovanovic, I.; Ninkovic, M. MMP-9/BDNF ratio predicts more
severe COVID-19 outcomes. Int. J. Med. Sci. 2022, 19, 1903–1911. [CrossRef] [PubMed]

49. Demir, B.; Beyazyüz, E.; Beyazyüz, M.; Çelikkol, A.; Albayrak, Y. Long-lasting cognitive effects of COVID-19: Is there a role of
BDNF? Eur. Arch. Psychiatry Clin. Neurosci. 2022, Nov 10, 1–9. [CrossRef]

50. Moore, J.B.; June, C.H. Cytokine release syndrome in severe COVID-19. Science 2020, 368, 473–474. [CrossRef] [PubMed]
51. Poznyak, A.V.; Bezsonov, E.E.; Eid, A.H.; Popkova, T.V.; Nedosugova, L.V.; Starodubova, A.V.; Orekhov, A.N. ACE2 Is an Adjacent

Element of Atherosclerosis and COVID-19 Pathogenesis. Int. J. Mol. Sci. 2021, 22, 4691. [CrossRef] [PubMed]
52. Yin, J.; Wang, S.; Liu, Y.; Chen, J.; Li, D.; Xu, T. Coronary microvascular dysfunction pathophysiology in COVID-19. Microcirculation

2021, 28, e12718. [CrossRef] [PubMed]
53. Siddiqi, H.K.; Libby, P.; Ridker, P.M. COVID-19—A vascular disease. Trends Cardiovasc. Med. 2021, 31, 1–5. [CrossRef]
54. Churilov, L.P. On the Systemic Approach in General Pathology: The Necessity and Principles of Pathoinformatics. Vestn. St.

Petersburg Univ. Ser. 11. Med. 2009, 3, 5–23. Available online: https://www.elibrary.ru/item.asp?id=12966620 (accessed on
14 October 2022).

55. Ryabkova, V.A.; Churilov, L.P.; Shoenfeld, Y. Influenza infection, SARS, MERS and COVID-19: Cytokine storm—The common
denominator and the lessons to be learned. Clin. Immunol. 2021, 223, 108652. [CrossRef]

56. Mehta, P.; Mcauley, D.F.; Brown, M.; Sanchez, E.; Tattersall, R.S.; Manson, J.J. Correspondence COVID-19: Consider cytokine
storm syndromes and immunosuppression. Lancet 2020, 6736, 19–20. [CrossRef]

57. Qin, C.; Zhou, L.; Hu, Z.; Zhang, S.; Yang, S.; Tao, Y.; Xie, C.; Ma, K.; Shang, K.; Wang, W.; et al. Dysregulation of immune
response in patients with COVID-19 in Wuhan. China Chuan J. Chem. Inf. Model. 2013, 53, 1689–1699. [CrossRef]

58. Chen, G.; Wu, D.; Guo, W.; Cao, Y.; Huang, D.; Wang, H.; Wang, T.; Zhang, X.; Chen, H.; Yu, H.; et al. Clinical and immunological
features in severe and moderate forms of coronavirus disease 2019. medRxiv 2020, medRxiv:2020.02.16.20023903. [CrossRef]

59. Barsukov, A.V.; Seidova, A.Y.; Shcherbakova, K.A.; Black, M.S.; Korovin, A.E.; Churilov, L.P.; Tovpeko, D.V. Systemic Action of In-
flammatory Mediators in Patients with Essential Hypertension and Diastolic Chronic Heart Failure: A Clinical Pathophysiological
Study. Pathophysiology 2020, 27, 30–43. [CrossRef] [PubMed]

60. Barsukov, A.V.; Korovin, A.E.; Churilov, L.P.; Borisova, E.V.; Tovpeko, D.V. Heart Dysfunction in Essential Hypertension Depends
on Systemic Proinflammatory Influences: A Retrospective Clinical Pathophysiological Study. Pathophysiology 2022, 29, 453–468.
[CrossRef]

61. Hietbrink, F.; Koenderman, L.; Rijkers, G.; Leenen, L. Trauma: The role of the innate immune system. World J. Emerg. Surg. 2006,
1, 15. [CrossRef]

62. Sagris, M.; Theofilis, P.; Antonopoulos, A.S.; Tsioufis, C.; Oikonomou, E.; Antoniades, C.; Crea, F.; Kaski, J.C.; Tousoulis, D.
Inflammatory Mechanisms in COVID-19 and Atherosclerosis: Current Pharmaceutical Perspectives. Int. J. Mol. Sci. 2021, 22, 6607.
[CrossRef] [PubMed]

63. Munjral, S.; Ahluwalia, P.; Jamthikar, A.D.; Puvvula, A.; Saba, L.; Faa, G.; Singh, I.M.; Chadha, P.S.; Turk, M.; Johri, A.M.; et al.
Nutrition, atherosclerosis, arterial imaging, cardiovascular risk stratification, and manifestations in COVID-19 framework: A
narrative review. Front. Biosci. 2021, 26, 1312–1339. [CrossRef]

64. Faa, G.; Gerosa, C.; Fanni, D.; Barcellona, D.; Cerrone, G.; Orrù, G.; Scano, A.; Marongiu, F.; Suri, J.S.; Demontis, R.; et al. Aortic
vulnerability to COVID-19: Is the microvasculature of vasa vasorum a key factor? A case report and a review of the literature.
Eur. Rev. Med. Pharmacol. Sci. 2021, 25, 6439–6442. [CrossRef]

http://doi.org/10.17116/jnevro202112106193
http://doi.org/10.1007/s00134-020-06062-x
http://www.ncbi.nlm.nih.gov/pubmed/32367170
http://doi.org/10.1016/j.cytogfr.2020.09.002
http://www.ncbi.nlm.nih.gov/pubmed/32988728
http://doi.org/10.7150/ijms.62021
http://www.ncbi.nlm.nih.gov/pubmed/34522180
http://doi.org/10.1161/JAHA.120.016219
http://doi.org/10.3389/fcvm.2021.630767
http://doi.org/10.3389/fmed.2020.629413
http://doi.org/10.3390/diagnostics11061010
http://doi.org/10.7150/ijms.75337
http://www.ncbi.nlm.nih.gov/pubmed/36438922
http://doi.org/10.1007/s00406-022-01514-5
http://doi.org/10.1126/science.abb8925
http://www.ncbi.nlm.nih.gov/pubmed/32303591
http://doi.org/10.3390/ijms22094691
http://www.ncbi.nlm.nih.gov/pubmed/33946649
http://doi.org/10.1111/micc.12718
http://www.ncbi.nlm.nih.gov/pubmed/34013612
http://doi.org/10.1016/j.tcm.2020.10.005
https://www.elibrary.ru/item.asp?id=12966620
http://doi.org/10.1016/j.clim.2020.108652
http://doi.org/10.1016/S0140-673630628-0
http://doi.org/10.2139/ssrn.3541136
http://doi.org/10.1172/JCI137244
http://doi.org/10.3390/pathophysiology27010005
http://www.ncbi.nlm.nih.gov/pubmed/35366254
http://doi.org/10.3390/pathophysiology29030036
http://doi.org/10.1186/1749-7922-1-15
http://doi.org/10.3390/ijms22126607
http://www.ncbi.nlm.nih.gov/pubmed/34205487
http://doi.org/10.52586/5026
http://doi.org/10.26355/eurrev_202110_27018


Diagnostics 2023, 13, 478 15 of 15

65. Shi, Z.; Jiang, Y.; Weir-McCall, J.; Wang, X.; Teng, Z. COVID-19 and atherosclerosis: Looking beyond the acute crisis. Emerg. Crit.
Care Med. 2022, 2, 1–4. [CrossRef]

66. Georgescu, A.; Simionescu, M. Extracellular Vesicles: Versatile Nanomediators, Potential Biomarkers and Therapeutic Agents in
Atherosclerosis and COVID-19-Related Thrombosis. Int. J. Mol. Sci. 2021, 22, 5967. [CrossRef]

67. Goyal, A.; Maheshwari, A.; Shakeel, A.; Saneja, V.; Kumar, S.; Mahto, D. Kawasaki Disease During the SARS-CoV-2 Pandemic.
Indian J. Pediatr. 2022, 89, 1157. [CrossRef]

68. Kogan, E.; Berezovskiy, Y.; Blagova, O.; Kukleva, A.; Semyonova, L.; Gretsov, E.; Ergeshov, A. Morphologically, immunohisto-
chemically and PCR proven lymphocytic viral peri-, endo-, myocarditis in patients with fatal COVID-19. Diagn. Pathol. 2022,
17, 31. [CrossRef] [PubMed]

69. Evans, P.C.; Rainger, G.E.; Mason, J.C.; Guzik, T.J.; Osto, E.; Stamataki, Z.; Neil, D.; Hoefer, I.E.; Fragiadaki, M.; Waltenberger,
J.; et al. Endothelial dysfunction in COVID-19: A position paper of the ESC Working Group for Atherosclerosis and Vascular
Biology, and the ESC Council of Basic Cardiovascular Science. Cardiovasc. Res. 2020, 116, 2177–2184. [CrossRef] [PubMed]

70. Vidal-Perez, R.; Brandão, M.; Pazdernik, M.; Kresoja, K.P.; Carpenito, M.; Maeda, S.; Casado-Arroyo, R.; Muscoli, S.; Pöss, J.;
Fontes-Carvalho, R.; et al. Cardiovascular disease and COVID-19, a deadly combination: A review about direct and indirect
impact of a pandemic. World J. Clin. Cases 2022, 10, 9556–9572. [CrossRef] [PubMed]

71. Bułdak, Ł.; Marek, B.; Kajdaniuk, D.; Urbanek, A.; Janyga, S.; Bołdys, A.; Basiak, M.; Maligłówka, M.; Okopień, B. Endocrine
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