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Evidence based medicine has shown an increased morbidity and
mortality in patients with coronavirus disease 2019 (COVID-19) associ-
ated cardiac injury and coagulopathy [1–4]. There is massive thrombin
formation with micro- and macro-angiopathic thromboembolic compli-
cations in symptomatic patients with COVID-19 associated coagulopathy
(CAC) [5,6]. The typical laboratory findings are elevated plasma levels of
D-dimer and fibrinogen, as well as, increased clot strength measured by
rotational thromboelastometry tests in these CAC patients [7]. This
COVID-19 pandemic is caused by the severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2). According to the data from the World
Health Organization (WHO; https://covid19.who.int/), globally, as of 4th

February 2022, there have been 386,548,962 confirmed cases of
COVID-19, including 5,705,754 deaths, reported to WHO. As of 2nd

February 2022, a total of 10,040,768,270 vaccine doses have been
administered.

The COVID-19 infection begins when the S-protein of SARS-CoV-2
binds with the patient receptor angiotensin-converting enzyme 2
(ACE2) from the upper respiratory mucous membrane cells [8]. ACE-2
transforms angiotensin (ANG) I and II to cardioprotective peptides,
ANG 1–9 and ANG 1–7, hence, its downregulation may increase heart
and vascular damage. The ACE-2 deprivation may aggravate endothe-
lial dysfunction, and clot formation [9]. The fact that ACE-2 is already
reduced in vessels with established atherosclerotic plaques and in dia-
betes mellitus, may explain, in part, the deleterious outcome in the
patients with COVID-19 [10]. The resultant decreased ACE-2 generates
cytokine release with exacerbation of cardiac symptoms and underlying
cardiovascular diseases [11]. Therefore, it seems rational to assume that
endothelial dysfunction contributes to COVID-19-associated vascular
inflammation and coagulopathy. Endothelial dysfunction activation
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results in the loss of anticoagulant molecules which leads to further
synthesis of procoagulant molecules, namely, thrombin, von Willebrand
factor (vWF), plasminogen activator inhibitor-1 (PAI-1), tissue factor
(TF) and platelet activating factor [1]. The anticoagulant and antith-
rombotic molecules consist of thrombomodulin, tissue plasminogen
activator, heparin sulfate, and antithrombin. The pro- and
anti-coagulant molecules are present in activated endothelial cells,
platelets, and megakaryocytes. Therefore, the endothelial dysfunction
with deprivation of anticoagulant molecules on one hand, and increased
procoagulant molecules on the other hand, favors thrombosis and CAC
[1].

In the present issue of Advances in Medical Sciences, Capone et al.
[12] present a study on traditional coagulation and whole blood rota-
tional thromboelastometry tests in COVID-19 patients with and without
cardiac injury. The authors should be commended for their efforts
analyzing possible mechanisms of coagulopathy in patients with
COVID-19-associated cardiac injury. They studied in their retrospec-
tive, single center, cross-sectional research, 104 consecutive hospital-
ized patients with laboratory-confirmed COVID-19. A total of 40 (38%)
patients developed cardiac injury defined as having increased levels of
high-sensitivity cardiac troponin I (hs-cTnI). The authors found no
significant differences in coagulation parameters between patients with
and without cardiac injury. In addition, they found abnormal maximum
clot firmness (MCF) levels in 80 (77%) patients. When patients with and
without cardiac injury were compared, no significant differences in
MCF values, and percentage of abnormal MCF were detected. They
observed that cardiac injury, but not hypercoagulability, was signifi-
cantly associated with mortality. Therefore, the authors concluded that
there are no differences in traditional coagulation and rotational
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thromboelastometry parameters among hospitalized COVID-19 pa-
tients with and without cardiac injury.

A hypercoagulable state is seen due to several coagulation abnor-
malities [13]. Although, hypercoagulation is a relatively frequent
alteration in COVID-19, there were no significant differences in coag-
ulation parameters between COVID-19 patients with and without car-
diac injury in the study by Capone et al. [12]. The complex process of
coagulation is influenced by multiple factors - which are interrelated
pathophysiological elements, namely, diffuse cytokine release, elevated
ANG II, endothelin-1, vWF, PAI-1, TF, reactive oxygen species (ROS),
and extrinsic clotting cascade [14]. The diffuse cytokine storm, ROS and
proteases from activated neutrophils in COVID-19 patients may damage
the endothelial cells gap junctional proteins of the vasculature, result-
ing in further trans-endothelial migration of neutrophils. Degranulated
neutrophils release damage-associated molecular proteins, which
continue altering the junctional proteins and endothelial layer. This
ongoing vascular damage leads to greater serum contact with sub-
endothelial tissue and thrombus formation through activation of vWF,
the coagulation cascade, and platelet adhesion [15]. Moreover, the
systemic inflammation leads to increased levels of PAI-1, which en-
hances endothelial fibrin deposition and reduced thrombolysis leading
to the hypercoagulable state and clot formation observed in patients
with COVID-19. As observed by Capone et al. [12], the coagulation
profile denotes thrombocytopenia, elevated D-dimer, prolonged pro-
thrombin time, and short activated partial thromboplastin time in
COVID-19 patients. Tang et al. [16] demonstrated in their study that
elevated levels of D-dimer was observed in more than two thirds of
patients with COVID-19, and was associated with illness severity and
mortality. These alterations in the coagulation status predispose pa-
tients to hypercoagulability states, thromboembolic complications, and
increased risk of disseminated intravascular coagulation, and
multi-organ failure.

The authors of the Capone et al. study [12] did not explore all aspects
of the complex and diverse coagulation processes. Platelets play an
important role in this context in patients with COVID-19. Hypercoagu-
lability may lead to coronary microvascular thrombosis with increased
plasma troponin levels pointing out to microthrombi as the most likely
motive of myocyte necrosis in patients with COVID-19 [17–19]. Fox et al.
[20] have shown platelet–fibrin thrombi and intravascular megakaryo-
cytes in the small vessels of all major organs. They observed, in the
microscopic findings, inflammatory damage, congestion with luminal
platelet rich fibrin deposition and angiogenesis in the capillary vessels
[20]. However, the authors of the Capone et al. study [12] did not
perform viscoelastic tests to evaluate platelet function and thrombin
mediated platelet activation to shed more light on the complex in-
teractions between endothelium and platelets that finally terminates
with the development of the platelet rich thrombi. Although whole blood
rotational thromboelastometry tests performed in the Capone et al. study
[12] is a reliable tool to analyze coagulation disorders, some unknown
pro-coagulable mechanisms involved in the COVID-19 pathophysiology
may have gone undetected. As the authors pointed out, other useful tests
such as thrombin generation or platelet reactivity tests were not
performed.

On the contrary, the mechanisms for the cardiac injury observed in
38% of the patients studied by Capone et al. [12] may have several
explanations other than hypercoagulability. Indeed, several mecha-
nisms may be implicated in the development of cardiac injury in pa-
tients with COVID-19. The presence of several cardiovascular risk
factors and the elevation of plasma myocardial biomarkers make the
possibility of myocardial ischemia paramount. Another possible cause is
type 2 myocardial infarction secondary to severe hypoxia and hypo-
tension increasing the cardiometabolic demand and intracellular cal-
cium levels which may develop myocardial damage in severely ill
COVID-19 patients. Moreover, the elevation of plasma myocardial
biomarkers may result from acute myocarditis induced by SARS-CoV-2
direct impact on the myocardial cells leading to inflammation and
140
apoptosis-induced cellular damage [17–19]. Varga et al. [21] have
shown viral elements found inside the endothelial cells suggesting
direct invasion by SARS-CoV-2. This fact is facilitated by the high
number of ACE-2 receptors found in the endothelial cells favoring cell
invasion. In addition, increased level of catecholamines, due to
COVID-19-associated emotional or physical stress, further worsens
myocardial damage and microvascular dysfunction [17]. There is more
than 6-fold higher mortality in hospitalized patients with COVID-19
who have elevated cardiac Troponin T levels which persisted after
adjustment for baseline characteristics and medical comorbidities [22].
Therefore, it is a plausible initiative to performmeasurements of plasma
myocardial biomarkers immediately after hospitalization for
SARS-CoV-2 infection in order to identify a subset of COVID-19 patients
with possible cardiac injury and CAC that may progress towards a worse
clinical outcome.

As the authors of the Capone et al. study [12] mentioned, some
coagulation tests were not available in all patients in their retrospec-
tive study. In addition, studies with retrospective design and uncon-
trolled confounders might bias the real impact, and the influence of
hypercoagulability parameters in COVID-19 patients with associated
cardiac injury. Therefore, large-scale, prospective studies are needed
to clearly define its influence. Further clinical investigations should be
designed to prospectively study all components of the coagulation
process, and to define in detail the role and true influence of hyper-
coagulability in COVID-19 patients with cardiac injury. This endeavor
is a wanted necessity not only to keep on searching, but to find the
right path.

References

[1] Zhang J, Tecson KM, McCullough PA. Endothelial dysfunction contributes to
COVID-19-associated vascular inflammation and coagulopathy. Rev Cardiovasc
Med 2020;21(3):315–9.

[2] Singhania N, Bansal S, Nimmatoori DP, Ejaz AA, McCullough PA, Singhania G.
Current overview on hypercoagulability in COVID-19. Am J Cardiovasc Drugs 2020.
https://doi.org/10.1007/s40256-020-00431-z.

[3] Siripanthong B, Nazarian S, Muser D, et al. Recognizing COVID-19–related
myocarditis: the possible pathophysiology and proposed guideline for diagnosis and
management. Heart Rhythm 2020;17:1463–71.

[4] Huang C, Wang Y, Li X, et al. Clinical features of patients infected with 2019 novel
coronavirus in Wuhan, China. Lancet 2020;395(10223):497–506.

[5] Iba T, Levy JH, Levi M, Connors JM, Thachil J. Coagulopathy of coronavirus disease
2019. Crit Care Med 2020:1358–64.

[6] Marietta M, Ageno W, Artoni A, De Candia E, Gresele P, Marchetti M, et al. COVID-
19 and haemostasis: a position paper from Italian Society on Thrombosis and
Haemostasis (SISET). Blood Transfus 2020;18:167–9.

[7] Spiezia L, Boscolo A, Poletto F, Cerruti L, Tiberio I, Campello E, et al. COVID-19-
Related severe hypercoagulability in patients admitted to intensive care unit for
acute respiratory failure. Thromb Haemostasis 2020;16:419–27.

[8] Sanders JM, Monogue ML, Jodlowski TZ, Cutrell JB. Pharmacologic treatments for
coronavirus disease 2019 (COVID-19): a review. JAMA 2020;323:1824–36.

[9] South AM, Diz DI, Chappell MC. COVID-19, ACE2, and the cardiovascular conse-
quences. Am J Physiol Heart Circ Physiol 2020;318:H1084–90.

[10] Brufsky A. Hyperglycemia, hydroxychloroquine, and the COVID-19 pandemic.
J Med Virol 2020;92(7):770–5.

[11] Kalra SP, Chen CL, Kumar MS. Differential response to methionineenkephalin in
basal hypothalamus and preoptic area following hypothalamic deafferentation.
Brain Res 1981;215:410–3.

[12] Capone F, Cipriani A, Molinari L, Poretto A, Sella N, Boscolo A, Campello E,
Saller A, Vettor R, Navalesi P, Cattelan AM, Simioni P, Spiezia L. Cardiac injury and
COVID-19 associated coagulopathy in patients with acute SARS-CoV-2 pneumonia:
a rotational thromboelastometry study. Adv Med Sci 2021 Dec 11;67(1):39–44.
https://doi.org/10.1016/j.advms.2021.12.001.

[13] Ranucci M, Ballotta A, Di Dedda U, Bayshnikova E, Dei Poli M, Resta M, et al. The
procoagulant pattern of patients with COVID-19 acute respiratory distress syn-
drome. J Thromb Haemostasis 2020;18(7):1747–51.

[14] Connors JM, Levy JH. Thromboinflammation and the hypercoagulability of COVID-
19. J Thromb Haemostasis 2020;18(7):1559–61.

[15] Tomar B, Anders HJ, Desai J, Mulay SR. Neutrophils and neutrophil extracellular
traps drive necroinflammation in COVID-19. Cells 2020;9(6):1383. https://doi.org/
10.3390/cells9061383.

[16] Tang N, Bai H, Chen X, Gong J, Li D, Sun Z. Anticoagulant treatment is associated
with decreased mortality in severe coronavirus disease 2019 patients with coa-
gulopathy. J Thromb Haemostasis 2020;18(5):1094–9.

[17] Siripanthong B, Nazarian S, Muser D, et al. Recognizing COVID-19–related
myocarditis: the possible pathophysiology and proposed guideline for diagnosis and
management. Heart Rhythm 2020;17:1463–71.

http://refhub.elsevier.com/S1896-1126(22)00005-0/sref1
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref1
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref1
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref1
https://doi.org/10.1007/s40256-020-00431-z
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref3
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref3
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref3
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref3
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref3
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref4
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref4
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref4
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref5
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref5
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref5
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref6
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref6
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref6
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref6
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref7
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref7
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref7
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref7
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref8
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref8
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref8
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref9
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref9
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref9
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref10
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref10
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref10
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref11
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref11
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref11
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref11
https://doi.org/10.1016/j.advms.2021.12.001
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref13
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref13
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref13
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref13
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref14
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref14
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref14
https://doi.org/10.3390/cells9061383
https://doi.org/10.3390/cells9061383
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref16
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref16
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref16
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref16
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref17
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref17
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref17
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref17
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref17


Editorial Advances in Medical Sciences 67 (2022) 139–141
[18] Centuri�on OA, Scavenius KE, García LB, Torales JM, Mi~no LM. Potential mecha-
nisms of cardiac injury and common pathways of inflammation in patients with
COVID-19. Crit Pathw Cardiol 2021;20(1):44–52.

[19] Centuri�on OA. Wide QRS complex and left ventricular lateral repolarization ab-
normality: the importance of ECG markers on outcome prediction in patients with
COVID-19. Am J Med Sci 2021;362(1):1–2.

[20] Fox SE, Akmatbekov A, Harbert JL, Li GM, Quincy Brown J, Vander Heide RS.
Pulmonary and cardiac pathology in African American patients with COVID-19: an
autopsy series from New Orleans. Lancet Respir 2020;8(7):681–6.

[21] Varga Z, Flammer AJ, Steiger P, Haberecker M, Andermatt R, Zinkernagel AS, et al.
Endothelial cell infection and endotheliitis in COVID-19. Lancet 2020;395:1417–8.

[22] Shi S, Qin M, Shen B, Cai Y, Liu T, Yang F. Association of cardiac injury with
mortality in hospitalized patients with COVID-19 in Wuhan, China. JAMA Cardiol
March 25, 2020. https://doi.org/10.1001/jamacardio.2020.0950.
141
Osmar Antonio Centuri�on*

Department of Health Sciences Investigation, Sanatorio Metropolitano,
Fernando de la Mora, Paraguay

Division of Cardiovascular Medicine, Clinical Hospital, Asunci�on National
University (UNA), San Lorenzo, Paraguay

* Department of Health Sciences Investigation, Asunci�on National
University (UNA), Sanatorio Metropolitano, Teniente Ettiene 215 c/

Ruta Mariscal Estigarribia, Fernando de la Mora, Paraguay.
E-mail address: osmarcenturion@hotmail.com.

http://refhub.elsevier.com/S1896-1126(22)00005-0/sref18
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref18
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref18
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref18
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref18
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref18
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref19
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref19
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref19
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref19
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref19
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref20
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref20
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref20
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref20
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref21
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref21
http://refhub.elsevier.com/S1896-1126(22)00005-0/sref21
https://doi.org/10.1001/jamacardio.2020.0950
mailto:osmarcenturion@hotmail.com

	Cardiac injury and COVID-19 associated coagulopathy assessed by rotational thromboelastometry tests: Keep on searching for  ...
	References


