
Review

Preceding infection and risk of
stroke: An old concept revived
by the COVID-19 pandemic

Kieron South1 , Laura McCulloch2 , Barry W McColl2,
Mitchell SV Elkind3, Stuart M Allan1 and Craig J Smith4,5

Abstract

Anecdotal reports and clinical observations have recently emerged suggesting a relationship between COVID-19 disease

and stroke, highlighting the possibility that infected individuals may be more susceptible to cerebrovascular events. In this

review we draw on emerging studies of the current pandemic and data from earlier, viral epidemics, to describe possible

mechanisms by which SARS-CoV-2 may influence the prevalence of stroke, with a focus on the thromboinflammatory

pathways, which may be perturbed. Some of these potential mechanisms are not novel but are, in fact, long-standing

hypotheses linking stroke with preceding infection that are yet to be confirmed. The current pandemic may present a

renewed opportunity to better understand the relationship between infection and stroke and possible underlying

mechanisms.

Keywords

COVID-19, infection, ischemic stroke, risk factors, SARS-CoV-2, stroke prevalence, vascular events

Received: 10 June 2020; accepted: 26 June 2020

Introduction

The SARS-CoV-2 global pandemic

At the time of writing, the global number of confirmed
severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2) cases is approaching 9 million, with
over 470,000 reported fatalities. The current novel cor-
onavirus outbreak began to receive worldwide media
attention in early January 2020 with the earliest cluster
of cases traced back to December 2019 in the city of
Wuhan in China. By 30 January the World Health
Organization (WHO) declared the outbreak a ‘‘public
health emergency of international concern’’ and, after
cases were reported in 210 countries, the outbreak was
recognized by WHO as a pandemic on 11 March 2020.

SARS-CoV-2 is a member of the betacoronavirus
genus of the coronaviridae family of enveloped, single-
stranded RNA viruses, several of which are known to
cause mild respiratory disease in humans. It was named
because of its similarity to SARS-CoV, the virus
responsible for an epidemic in 2002–2003 that infected
approximately 8000 people with almost 800 fatalities.
Both SARS-CoV and SARS-CoV-2 cause acute
respiratory symptoms but due to enhanced rates of
transmission derived from transmission from asymp-
tomatic individuals1 and a high level of early viral

shedding in the upper respiratory tract,2 this recent
pandemic has attained a large global impact.

Angiotensin-converting enzyme 2 (ACE2), the
‘‘receptor’’ for host cell entry of SARS-CoV-2,3 is
most prominently expressed on the surface of lung
alveolar epithelial cells, venous and arterial endothelial
cells, arterial smooth muscle cells and enterocytes of the
small intestine.4 Notably, considering the possible
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neurotropism of SARS-CoV-2 discussed later, ACE2 is
also found on cardio-respiratory neurons of the brain-
stem, in the hypothalamus and the motor cortex.5

There is evidence that SARS-CoV (and possibly
SARS-CoV-2) is able to infect lymphocytes, monocytes
and lymphoid tissues.6 This tissue distribution is a crit-
ical determinant of the COVID-19 disease course and
may drive some of the thromboinflammatory alter-
ations that might influence stroke pathophysiology, as
discussed in this review.

Clinical presentation of COVID-19

Unlike its predecessor SARS, COVID-19 manifests as a
broad spectrum of disease severity from a completely
asymptomatic state of infection, through mild flu-like
symptoms, to the life-threatening acute respiratory dis-
tress syndrome (ARDS). It has been estimated that as
many as 86% of cases in China were asymptomatic or
mildly symptomatic and were, therefore, undocu-
mented.1 The multitude of factors contributing to this
disparity in disease severity are not yet fully understood
and are likely to include genetic, environmental and
host response factors and would, therefore, be outside
the scope of this review. However, it is already clear
that disease progression is, to some extent, linked to
viral load,7 age, sex, ethnicity and comorbidity.8,9

At onset of illness the most common symptoms are
fever, cough, myalgia, anosmia and fatigue. Common
chest radiological findings are bilateral ground–glass
opacity, interlobular septal thickening, and thickening
of the pleura.10 In patients who went on to develop
ARDS, pleural effusion, lymphadenopathy and round
cystic changes were also observed, similar to those seen
previously in SARS,11 Middle East respiratory
Syndrome (MERS)12 and H5N1 influenza.13 Patients
who develop ARDS experience severe hypoxemia,
and the leading causes of mortality are respiratory fail-
ure, heart failure, fulminant myocarditis and multiple
organ failure.

Cerebrovascular complications in
COVID-19 patients

The possible relationship between respiratory tract
infection and the incidence of stroke, particularly ische-
mic stroke, is not a new concept. Early case–control
studies identified respiratory tract infections as a signifi-
cant risk factor across all age groups despite adjusting
for other known vascular risk factors.14 A large case-
series analysis of UK medical records identified a sig-
nificant risk of either first stroke or recurrent stroke
associated with a diagnosis of acute respiratory tract
infection.15 This risk was highest in the first few days
after infection, steadily declining thereafter but

remaining elevated over baseline for some time. The
incidence ratio of first stroke was found to be 3.19
(95% CI 2.81 to 3.62) within three days of infection
and 2.09 (95% CI 1.89 to 2.32) within 14 days.
A later retrospective case-crossover study of adminis-
trative data in the US, focusing on respiratory
tract infections defined using Centers for Disease
Control and Prevention criteria as ‘‘influenza-like
illness’’, identified a similar risk of ischemic stroke
within 15 days of infection (odds ratio 2.88, 95% CI
1.86 to 4.47).16

Large, systematically collated datasets are not yet
available for the current SARS-CoV-2 pandemic and,
as such reliable estimates of the associated risk of
stroke have not yet been published. This is also true
of the previous SARS pandemic that only affected
8000 individuals. Although, an approximate stroke
incidence rate of 1 per 42 SARS patients was deter-
mined from a small, retrospective single-center ana-
lysis.17 For now, assumptions on the prevalence of
stroke among COVID-19 patients are based on small,
single center observational studies,18 which estimate an
incidence rate of approximately 5% among the most
severe cases. In a larger single center study of 3556
COVID-19 patients the estimated stroke incidence
rate was much lower at 0.9%.19

It is likely that any estimation of stroke incidence
will be confounded by under-reporting; both in severe
infection with competing risk of mortality and milder
infections (and strokes) not presenting to hospital or
primary care.

Common features of COVID-19
pathogenesis and early pathology
of ischemic stroke

As we begin to better understand COVID-19 there are
clearly aspects of its pathogenesis and disease course
that are implicated in the initiation, or in the very
early pathophysiology, of ischemic stroke. What fol-
lows herein is a detailed summary of the current litera-
ture surrounding COVID-19, encompassing the
immune and inflammatory responses to infection,
thrombotic manifestations and vascular consequences
of infection with a focus on possible mechanisms by
which these elements may contribute to acute stroke
events.

The immune response to SARS-CoV-2 infection

We know, from extensive research on SARS-CoV and
other RNA viruses, that initial virus recognition occurs
in the ciliated epithelial cells of the upper respiratory
tract. This leads to activation of type II alveolar pneu-
mocytes and innate immune cells, culminating in the
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activation of type I interferon (IFN), production of
pro-inflammatory cytokines (interleukin-6 (IL-6),
tumor necrosis factor (TNF)) and the induction of
IFN-stimulated genes20 (Figure 1(1)).

The immediate immunomodulatory impact of type 1
IFN (and the subsequent type 2 IFN (IFN-c) response)
manifests as an accumulation of pro-inflammatory
monocytes and macrophages in the alveoli.21

Recruited macrophages are themselves prominent
sources of IL-6, monocyte chemoattractant protein-1
(CCL2), IL-8 and IFN,22 thereby contributing to fur-
ther influx of myeloid cells (Figure 1(1)), including neu-
trophils, which are an indispensable component of the
inflammatory response to infection but also a major
contributor to lung pathology.23 Extensive neutrophil
extravasation into the alveolar space has been identified
in post-mortem tissue of COVID-19 patients24 and

neutrophil activation has long been associated with dis-
ease pathologies involving ARDS, and correlates with
the extent of lung damage and with cytokine levels
(TNFa, IL-6 and IL-8).25

The release of pro-inflammatory cytokines (type I
IFN and IL-6) also aids the initiation of the adaptive
immune response to viral infection, through the matur-
ation of lung resident conventional or monocyte-
derived dendritic cells (DCs).26 These DCs migrate
to draining lymph nodes and elicit a robust activation
and proliferation of naı̈ve, antigen-specific CD8þ

(‘‘cytotoxic’’) T cells and naive CD4þ (‘‘helper’’) T
cells.27 In a cohort of 128 SARS patient samples, a
high frequency of CD8þT cells, Th1 and Th2 CD4þT
cells and polyfunctional CD4þT cells were identified in
blood from patients with severe disease.28 Early indica-
tions from COVID-19 patients suggest a similar clonal

Figure 1. Thromboinflammatory pathways implicated in the pathophysiology of COVID-19 and complicating ischemic stroke.

Infection of the lower respiratory tract begins with the binding of SARS-CoV-2 to ACE2 on the surface of type II alveolar

pneumocytes (1). The immediate type I interferon response recruits macrophages, monocytes, and neutrophils to the alveoli.

Propagation of the innate immune response is directed by Th1 and Th17 CD4þ T cells (2) as neutrophils and pro-inflammatory

monocytes are targeted to the site of infection (3). Endothelial activation, by either the inflammatory environment or by direct

viral infection, upregulates key cell adhesion molecules allowing further infiltration of pro-inflammatory monocytes, cytotoxic T

cells and activated neutrophils (4). Endothelial activation also elicits tissue factor release, endovascular recruitment of neutrophils

releasing neutrophil extracellular traps (NETs) (4) and von Willebrand factor (VWF) exocytosis from Weibel Palade bodies (5) all

of which contribute to the development of microvascular thrombosis. These local immune and pro-coagulant responses may

result in systemic release of multiple cytokines and chemokines and ultra large VWF multimers, hyper-activation of circulating

platelets and the embolization of VWF/platelet-rich thrombi (6). Increased pro-inflammatory and pro-coagulant factors in the

plasma could be sufficient for in situ thrombus formation in the cerebral vasculature (7) and this may be exacerbated by infection

and/or activation of the cerebral endothelium and local release of VWF and tissue factor (8). Endothelial activation would be

expected to facilitate recruitment of neutrophils, monocytes and macrophages to the vessel lumen and induce a local inflammatory

response in the surrounding brain parenchyma thereby polarizing microglia (9). Small vessel occlusion, by thromboemboli or by

in situ thrombosis due to endothelial dysfunction, causes hypoperfusion of brain tissue (10). Ultimately, this combination of tissue

hypoperfusion and the pro-inflammatory action of infiltrating and brain resident immune cells is the origin of stroke brain

injury (11).
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expansion of CD4þ and CD8þ T cells,29 and differen-
tiation of Th130 and Th17 cells.31

A paradoxical, but common, characteristic of
SARS-CoV-2 infection is the development of lympho-
penia, observed also in the SARS-CoV, MERS-CoV
and H1N1/H7N9 influenza pandemics.32 In COVID-19
patients, a marked decrease in the number of peripheral
CD4þ and CD8þ T cells, accompanied by hyperactivity
of these populations,31 has been suggested as an effect-
ive predictor of disease severity.33 It has been postu-
lated that this may be the result of virus-mediated
dysfunction of lymphatic tissues, cytokine-mediated
lymphocyte apoptosis or the direct killing of lympho-
cytes by viral infection.6 It could also be, simply, the
redistribution of lymphocytes to the infected tissue and/
or lymph nodes.

The net result of lymphopenia, particularly in com-
bination with enhanced granulocytosis, is an increase in
the neutrophil to lymphocyte ratio (NLR). Increased
NLR is already evident in COVID-19 cohorts and
has been suggested as a potential prognostic marker
of more severe illness and increased risk of mortality.34

This is an important observation given that NLR also
has prognostic value for determining stroke risk.35

The exaggerated immune response
(‘‘The Cytokine Storm’’)

The cumulative consequence of leukocyte recruitment
and activation is the accumulation of cytokines, both in
the lung tissue and in the circulation. In severe COVID-
19 patients, this response is exaggerated, resulting in a
‘‘cytokine storm’’, in which aberrant cytokine expres-
sion and disproportionate inflammation results in per-
sistent acute lung injury extending beyond the time of
peak viral load. Cell populations of particular relevance
to the development of a cytokine storm are pro-inflam-
matory (CD14þ, CD16þ, IL-6hi) monocytes and patho-
genic (GM-CSFþ, IFN-cþ) Th1 lymphocytes, which
appear to predominate in the circulation of COVID-
19 patients in ICU,30 and Th17 lymphocytes which
are prevalent in influenza.36 Together these cells
propagate a second wave of immune cell infiltration,30

polarization of lung-resident macrophages to a pro-
inflammatory phenotype37 and cytokine production
(Figure 1(2) and (3)).

Macrophage polarization rapidly elevates the
levels of circulating cytokines, most notably IL-6
(Figure 1(6)). In all of the COVID-19 cohorts included
in a recent meta-analysis, IL-6 levels were significantly
elevated (approximately 3 fold) in patients with com-
plicated disease compared to those with non-compli-
cated disease.38 In the largest of the individual studies
(n¼ 452), the median plasma concentration of IL-6 was

25.5 pg/ml,39 in line with levels observed in severe
SARS-CoV40 and MERS-CoV infection.41

The exaggeration of peripheral immune responses
and ensuing inflammation is likely to be one of the
key aspects of COVID-19 pathogenesis that could
result in cerebrovascular events. This is highlighted by
the observation that IL-6 is a predictor of stroke risk.42

It is possible that hyperinflammation may contribute to
the progression of two key stroke risk factors, athero-
sclerosis and atrial fibrillation (AF). In the case of
chronic atherosclerosis, viral infection is thought to
drive the progression of atheromatous plaques through
enhanced macrophage and T-cell responses43 within the
developing lesion, although this may not occur within a
timeframe that is relevant to COVID-19 related stroke.
However, the release of IFN-c, TNF-a and other desta-
bilizing factors can then expose the plaque’s thrombo-
genic core44 inducing plaque rupture which is more
likely to be influenced by acute inflammatory condi-
tions. There is also some evidence that plaque develop-
ment and rupture is influenced directly by viral
infection of vascular cells.45 Similarly, peripheral
immune responses to viral infections are thought to
contribute to the pathogenesis of AF through the
release of reactive oxygen species and myeloperoxidases
from neutrophils and the local release of TNF-a and
IL-1b from macrophages.46 Viral infection may also be
an important factor in the development of non-valvular
AF through upregulation of monocyte TLR2 and IL-6
release.47

Thrombotic complications of COVID-19

COVID-19 appears to share many aspects of its path-
ology with previous viral pandemics including the
prevalence of thrombotic complications. During the
2009H1N1 influenza pandemic, the incidence of overt
thrombotic manifestations (deep vein thrombosis
(DVT) or pulmonary embolism (PE)) was approxi-
mately 6%.48 During the 2002–2003 SARS pandemic,
the incidence of DVT was estimated to be as high as
20% with a further 11% of patients developing PE.49 In
a larger SARS cohort, thrombotic abnormalities were
identified in over 60% of patients.50 Studies of aberrant
coagulation in COVID-19 patients are often reporting
on small cohorts and conclusions have been conflicting.
In a cohort of 183 patients with severe COVID-19,
hemostatic abnormalities were associated with fatality,
with 70% of non-survivors meeting the criteria for dis-
seminated intravascular coagulation (DIC), including a
progressive increase in PT and D-dimer.51 However, in
a smaller cohort of ICU patients a state of hypercoa-
gulability, not consistent with overt DIC (increased
D-dimer without associated bleeding), was reported
indicating extensive pulmonary vascular thrombosis.52
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This is further supported by a small autopsy series
which identified thrombotic microangiopathy that was
completely restricted to the lungs.24

It is, therefore, still unclear if SARS-CoV-2 infection
has a direct impact on hemostatic mechanisms or
whether the thrombotic manifestations are purely the
result of DIC, secondary to systemic inflammation, or
sepsis-induced coagulopathy. There is some emerging
consensus regarding the rate of incidence of venous
thrombosis (in the absence of overt DIC) in COVID-
19 patients, and it is extraordinarily high. Klok et al.
recorded an incidence of total thrombotic complica-
tions of 31% (95%CI 20–41%, n¼ 184), of which
81% were PE.53 The incidence of unspecified venous
thrombosis in two smaller studies was 25% (n¼ 81)54

and 69% (n¼ 26).55 In a larger cohort of patients
(n¼ 362), the incidence of thromboembolic events was
16.7% in ICU patients and 6.4% across all COVID-19
patients in general wards.56 In all of these studies the
incidence of VTE is despite all patients having received,
at least, a prophylactic dose of anticoagulants.

There is clear evidence, from post-mortem lung
pathology, of extensive thrombosis in the alveolar
capillaries and small vessels in response to COVID-19
infection.24 The composition of these thrombi includes
fibrin deposits, platelet aggregates, CD4þ cell
aggregates, and partially degenerated neutrophils
(Figure 1(4)). Fibrin deposition in response to inflam-
mation is initially driven by elevated C-reactive protein
(CRP) and inflammatory cytokines.57,58 Local tissue
factor release, generating thrombin, coupled with ele-
vated plasma concentrations of fibrinogen59 results in
deposition of fibrin which persists due to the concomi-
tant suppression of fibrinolysis by CRP-mediated
release of plasminogen activator inhibitor-160 and
thrombin activatable fibrinolysis inhibitor.61 Any
other pro-coagulant and/or anti-coagulant factors
that may be specifically influenced by SARS-CoV-2,
thereby further contributing to the hypercoagulable
state, are not yet known and, as most are synthesized
in the liver, it may be unlikely that infection will alter
their transcription. A comprehensive analysis of the
plasma concentrations of coagulation factors in
patients with COVID-19, or indeed any viral infection,
seems to be lacking at present from the literature.

The presence of platelet-containing thrombi in the
lungs of COVID-19 patients indicates the involvement
of other thromboinflammatory pathways that upregu-
late endothelial platelet recruitment and aggregation
(Figure 1(5)). This is likely to be initiated by an increase
in IL-6, IL-8, and TNF-a which stimulate the exocyt-
osis of von Willebrand factor (VWF) from Weibel-
Palade bodies.62 The VWF strings released unfold
under rheological shear forces and capture platelets
through the glycoprotein Ib-IX-V complex, a process

down-regulated by the protease ADAMTS13. The syn-
thesis of ADAMTS13 is known to be inhibited by IFN-
c, IL-4 and TNF-a and, through an as yet unknown
mechanism, IL-6 inhibits ADAMTS13 activity at the
endothelium.62,63 Therefore, under inflammatory con-
ditions, there is an amplification of VWF-mediated
platelet capture. As an acute phase reactant, VWF (par-
ticularly ultra large VWF multimers) has long been
associated with acute inflammation64 and acute viral
infection of the respiratory tract.65,66 It is also highly
likely that VWF/ADAMTS13 imbalance plays an
important role in COVID-induced thrombosis with
some small studies already identifying VWF antigen
and VWF activity in COVID-19 patients as high as
600–800% of the normal range.67,68 Notably, an imbal-
ance in the VWF/ADAMTS13 axis is an established
risk factor for the incidence of ischemic stroke69 and
is already implicated in stroke complicating other viral
infections.70

The formation of platelet-rich thrombi could be fur-
ther exacerbated by a local hyper-activation of plate-
lets, the consumption of which would account for mild
thrombocytopenia observed in many COVID-19
patients and linked to higher rates of mortality.71

Platelet activation and aggregation is likely to be
induced by the action of locally generated thrombin
through PAR1/PAR4 signaling on platelets. The
recruitment of platelets from the circulation may also
be supplemented by local production of platelets by
pulmonary megakaryocytes. These have been observed,
in post-mortem lung pathology, actively producing
platelets in the alveolar capillaries.24 The significance
of platelets in COVID-19 pathology is highlighted by
the possible therapeutic benefit of anti-platelet thera-
pies.72 Importantly, platelet activation and subsequent
degranulation may be an early contributor to the
exacerbated immune/inflammatory response to SARS-
CoV-2 infection through numerous mediators of
leukocyte and endothelial function.73 Platelet recruit-
ment of leukocytes to the developing thrombus would
explain the notable presence of CD4þ T cell aggre-
gates24 and neutrophil extracellular traps (NETs),74

both of which further contribute to both the pro-
inflammatory and pro-coagulant environment.

Recently it has become apparent that stroke-causing
thrombi are often rich in VWF, platelets, leukocytes
and NETs and that this composition is associated with
tissue plasminogen activator resistance.75 Formation of
thrombi with this composition requires the upregulation
of multiple thromboinflammatory components, many of
which (described above) are influenced by COVID-19.
This, together with the incontrovertible role of hyper-
coagulation in ischemic stroke pathology,76 forms per-
haps the strongest argument for a causative link between
COVID-19 and stroke.
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Vasculitis and endothelial dysfunction

Emerging evidence suggests that COVID-19 pathology
may be considered, at least in part, a vascular disease
and that the effects of SARS-CoV-2 on endothelial
function may go beyond the release of tissue factor
and VWF already described.77 ACE2 is expressed in
venous and arterial endothelial cells, arterial smooth
muscle cells, and pericytes.4 A recent post-mortem
case series has indicated that SARS-CoV-2 is capable
of productively infecting and damaging endothelial
cells across multiple tissue beds (Figure 1(4) and (8)),
although, the authors concede that these observations
are not conclusive.78 Hyperactivation of the endothe-
lium during viral infection is known to induce the
loss of tight junctions, vessel permeability and, subse-
quently, pulmonary hemorrhage, and alveolar edema.79

In the later stages of COVID-19 progression, as the
disease becomes more severe, it is possible that comple-
ment activation may also contribute to vasculitis. This
mechanism has been observed previously in animal
models of coronavirus infection80 and pulmonary biop-
sies from a small number of COVID-19 patients indi-
cate the presence of complement activation.81 In
addition to inflammation of the vessel wall, comple-
ment may contribute to vascular dysfunction through
the initiation of microvascular thrombosis. All of these
processes could be expected to occur in the endothelium
of multiple organs, including the brain, where alter-
ations of the vascular environment are a key contribu-
tor to the development of ischemic brain injury.

Systemic implications of SARS-CoV-2 infection

It is not yet fully understood how systemic SARS-
CoV-2 infection, or systemic effects of COVID-19 dis-
ease, affects other organs and tissues. In the context of
stroke, the possibility of central nervous system (CNS)
infiltration by the virus, infection and/or dysfunction of
the cerebral vasculature and a systemic hyper-inflam-
matory and pro-coagulant state are of particular
interest.

The possibility of SARS-CoV-2 neurotropism is
intriguing. Many other viruses, including corona-
viruses, are capable of infecting CNS related cell
types including neurons, microglia, astrocytes, and
oligodendrocytes. In COVID-19 patients, CNS infec-
tion may account for the high incidence of neurological
manifestations (as high as 88% of severe cases82) which
include headaches, nausea, impaired consciousness,
acute cerebrovascular disease, and seizures.83

Conversely, these manifestations may simply reflect
the remote effects of systemic inflammation. A likely
route of CNS infiltration is through peripheral nerve
terminals, particularly the olfactory bulb. In a huma-
nized mouse model of SARS-CoV-1 infection, nasal

inoculation was followed by dissemination of the
virus from the olfactory epithelium to the axons of
the olfactory bulb, through the pyriform cortex to the
brain stem.84 This may also explain the widespread inci-
dence of anosmia occurring in COVID-19 cohorts.
There is a strong association between acute CNS infec-
tion (e.g. meningitis) and the incidence of stroke85

thought to result from vasculitis and a related hyper-
coagulant state.

In the case of systemic thrombosis, an important
distinction yet to be made is whether all thrombotic
events are originating in a pro-coagulant micro-envir-
onment within the lungs or if there is a systemic pro-
coagulant state facilitating in situ thrombus formation
in the brain or embolism to the brain from elsewhere,
such as the peripheral arterial or venous system (e.g. via
patent foramen ovale). The latter is certainly possible
through the presence of highly reactive ultra-large
VWF multimers, hyper-activated platelets and upregu-
lated cell adhesion molecules (through activation of the
endothelium), all of which would be expected in the
vasculature of the brain (Figure 1(7)). Endothelial dys-
function, particularly vasoconstriction, may occur as a
result of direct infection of either endothelial cells or
smooth muscle cells (Figure 1(8)) and may enhance the
shear-dependent formation of VWF-platelet aggregates
in the smaller vessels (Figure 1(10)). Neutrophils, circu-
lating in high numbers and in an activated state, may
contribute further to in situ thrombus formation in the
brain through the formation of NETs86 (Figure 1(7)).
The majority of strokes being reported in COVID-19
patients are large vessel occlusions,18 which is indicative
of a thromboembolic source; however, in situ throm-
bosis cannot be ruled out. Given the high incidence of
myocardial injury (myocarditis, ischemia, pericarditis,
etc.) associated with severe COVID-19 disease/treat-
ment,87 secondary stroke in COVID-19 patients may
also have a cardioembolic source.

Is COVID-19 directly contributing to
stroke incidence?

As approximately 65% of observed strokes in COVID-
19 patients are conventionally cryptogenic,19 it may be
tempting to prematurely assume a relationship; how-
ever, it is very important to emphasize that there is
no direct evidence for a causal link between COVID-
19 and stroke. Standardized case reporting and the
application of Bradford Hill criteria will be essential
in defining causality.88

Thrombotic and cerebrovascular complications are
not uncommon in critically ill patients due to systemic
inflammation, prolonged immobility, intermittent AF,
sedation, mechanical ventilation, and central catheter
placement, but can be effectively prevented by
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prophylactic anti-coagulants.89 This is not the case in
COVID-19 (and the previous SARS outbreak) and a
recent retrospective cohort study has suggested an inci-
dence of stroke 7–8 times higher in patients hospitalized
with COVID-19 infection compared with those hospi-
talized by influenza,90 supporting the possibility of a
SARS-CoV-2-driven hyper-coagulant state.17 Platform
trials of anticoagulant or immunomodulatory therapies
in hospitalized patients with COVID-19 present a
unique opportunity for gaining insights into the
causal role of inflammation and thrombosis in stroke
risk. However, many of these trials focus on short-term
outcomes and it is unclear whether there would be suf-
ficient power to detect differences in stroke events, even
if incident stroke was recorded as an a priori outcome
measure.

Comorbidities that are common to both COVID-19
and stroke (hypertension, diabetes, obesity, etc.) may
explain, at least some, coincidence of the two
pathologies.91–93 Obesity, in particular, is emerging as
a prominent risk factor in the development of severe
COVID-19 disease and is generally associated with
increased incidence and increased severity of respira-
tory viral infection.94,95 This is perhaps unsurprising
given the existence of low grade inflammation in
obese patients96 which undoubtedly contributes to the
initiation of ARDS. Notably, the cytokine IL-33 is per-
sistently elevated in obese individuals and is capable of
stimulating endothelial cells to release pro-coagulant
tissue factor97 which may expose them to more severe
COVID-19 disease and/or stroke. Of course, not all
COVID-19 patients who go on to have strokes will
have these comorbidities, and this is especially true of
younger patients.18 It is in these apparently healthy,
young individuals that a causal link between COVID-
19 and cerebrovascular complications may be the most
logical explanation, particularly in asymptomatic indi-
viduals with significant and undiagnosed inflammation.

Up until this point, we have discussed the incidence
of stroke complicating COVID-19 only in the context
of the most severe and often critical cases as it does
appear to be a delayed complication. It could, however,
be argued that the strongest case for a causal link
would be the incidence of stroke in individuals with
sub-clinical SARS-CoV-2 infection, which has been
identified in a number of cases.18 The true extent of
community infection is not known due to a failure, in
most countries, to introduce widespread testing and
contact tracing, although this is changing rapidly. It
has been estimated that in China as many as 86% of
cases were undocumented1 and this is likely to be
echoed in other epicenters of the outbreak and will
become apparent when a reliable serological test
becomes widely implemented. Asymptomatic or
mildly symptomatic individuals are also highly unlikely

to undergo any kind of medical examination, especially
in light of the imposed lockdown measures. Therefore,
we do not yet know the extent of systemic inflammation
or the likelihood of aberrant coagulation in these mild
or asymptomatic patients and whether or not they are
at increased risk of stroke. An interesting study of
infected individuals aboard the Diamond Princess
cruise ship, one of the earliest clusters outside of
China, has given some insight into the extent of asymp-
tomatic infection within an isolated, and comprehen-
sively tested population.98 Of the 454 confirmed
infections on board, almost half were asymptomatic.
Follow-up chest imaging, performed on 76 of these
asymptomatic individuals, revealed a 54% incidence
of abnormal CT findings (mostly ground-glass opaci-
ties). This is not a trivial observation as such abnorm-
alities are indicative of established infection and
advanced inflammation. Applied to the general popu-
lation this could indicate that as many as 25% of all
infected individuals may have undetected inflammation
and may be at risk of thrombotic complications, includ-
ing stroke.

A proven, direct link between COVID-19 and stroke
may only arise when a vaccine is deployed which then
results in a reduced stroke incidence in already at-risk
groups, as is thought to be the case with the influenza
vaccine.99 Recent meta-analyses have shown influenza
vaccination is associated with a reduced risk of stroke;
however, further prospective studies, particularly large,
multicenter randomized controlled trials, are required
to definitively show this link. Until then, the mere pos-
sibility of a causal link will undoubtedly require some
adaptation of current clinical practices to better
manage their coincidence. This is likely to include
changes to neurovascular imaging protocols, thrombo-
lytic administration, and the application of mechanical
thrombectomy. Some of these proposed changes have
been outlined in an international panel report published
recently in IJS.100 A better understanding of the mech-
anisms underlying a link between COVID-19 and
stroke will help to adapt these clinical practices further,
particularly in regard to the use of thrombolytic, anti-
coagulant, and anti-platelet therapies.

Summary

The SARS-CoV-2 pandemic is by no means the first
viral infection to be linked to an increased incidence
of stroke. Research interest in this phenomenon has
peaked upon the emergence of past epidemics, giving
us some insight into possible mechanisms, but has dis-
sipated as the threat is contained (as was the case with
SARS and MERS). This represents a missed opportun-
ity to gain valuable insight on the general link between
infection and stroke.
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Similarly, we may have missed the first opportunity
to study the present pandemic as the number of new
cases in the main epicenters of the outbreak begin to
decline. Studies of SARS-CoV-2 so far have been gen-
erated at a staggering rate, possibly at the expense of
scientific rigor. Many have been small, case series stu-
dies that could be viewed as less insightful than larger,
collated clinical datasets.

It is gradually becoming clear from the early epicen-
ters of the outbreak (e.g., China, South Korea) that
SARS-CoV-2 has not yet been fully contained and,
with any potential treatments or vaccine still months
away, a second wave remains possible. In addition,
the implications of any potential causal relationship
between SARS-CoV-2 and stroke risk on the primary
and secondary prevention of stroke is yet to be deter-
mined. Finally, the impact of COVID-19 combined
with seasonal influenza on stroke risk remains uncer-
tain. In the meantime, the research community should
be preparing to employ large systematic clinical studies
and establishing animal models of COVID-19 to con-
firm the causative mechanisms by which stroke might
occur. Only then we will be prepared for the next viral
threat and the cerebrovascular risk it may pose.

Search strategy and selection criteria

Searches were performed in Pubmed using the search
terms ‘‘COVID-19’’, ‘‘SARS-CoV-2’’, ‘‘COVID-19, stroke’’,

‘‘SARS-CoV-2, stroke’’, and ‘‘viral infection, stroke’’.
Searches were performed periodically from 13 April 2020
to 4 June 2020. Search results were screened for relevance

by multiple authors. Expedited publications and those on
pre-print servers were scrutinized by multiple authors for sci-
entific rigor before inclusion.

Declaration of conflicting interests

The author(s) declared the following potential conflicts of
interest with respect to the research, authorship, and/or pub-
lication of this article: MSV Elkind will receive royalties from

UpToDate for a chapter related to COVID-19 and stroke.

Funding

The author(s) disclosed receipt of the following financial sup-
port for the research, authorship, and/or publication of this

article: This work was funded by Medical Research
Foundation Fellowship (MRF-076-0004-RG-SOUT-C0756)
awarded to K South and British Heart Foundation grant

(PG/17/86/33399) awarded to SM Allan, I Schiessl and K
South. SM Allan, CJ Smith. MSV Elkind, and BW MCColl
acknowledge funding from the Leducq Foundation (Stroke-

IMPaCT Network). CJ Smith also acknowledges funding
from NIHR and the Medical Research Council UK. BW
McColl acknowledges funding from Medical Research

Council UK and The UK Dementia Research Institute (UK
DRI). The UK DRI is funded by the Medical Research
Council, Alzheimer’s Society and Alzheimer’s Research UK.

ORCID iDs

Kieron South https://orcid.org/0000-0002-9141-3438

Laura McCulloch https://orcid.org/0000-0002-1396-6643
Craig J Smith https://orcid.org/0000-0002-9078-9919

References

1. Li R, Pei S, Chen B, et al. Substantial undocumented

infection facilitates the rapid dissemination of novel cor-

onavirus (SARS-CoV-2). Science 2020; 368: 489–493.
2. He X, Lau EHY, Wu P, et al. Temporal dynamics in viral

shedding and transmissibility of COVID-19. Nat Med

2020; 26: 672–675.
3. Hoffmann M, Kleine-Weber H, Schroeder S, et al.

SARS-CoV-2 cell entry depends on ACE2 and

TMPRSS2 and is blocked by a clinically proven protease

inhibitor. Cell 2020; 181: 271–280.e8.
4. Hamming I, Timens W, Bulthuis ML, Lely AT, Navis G

and van Goor H. Tissue distribution of ACE2 protein,

the functional receptor for SARS coronavirus. A first

step in understanding SARS pathogenesis. J Pathol

2004; 203: 631–637.
5. Doobay MF, Talman LS, Obr TD, Tian X, Davisson RL

and Lazartigues E. Differential expression of neuronal

ACE2 in transgenic mice with overexpression of the

brain renin-angiotensin system. Am J Physiol Regul

Integr Comp Physiol 2007; 292: R373–R381.
6. Gu J, Gong E, Zhang B, et al. Multiple organ infection

and the pathogenesis of SARS. J Exp Med 2005; 202:

415–424.
7. Liu Y, Yan LM, Wan L, et al. Viral dynamics in mild and

severe cases of COVID-19. Lancet Infect Dis 2020; 20:

656–657.
8. Li X, Xu S, Yu M, et al. Risk factors for severity and

mortality in adult COVID-19 inpatients in Wuhan.

J Allergy Clin Immunol 2020; 146: 110–118.
9. Khunti K, Singh AK, Pareek M and Hanif W. Is ethni-

city linked to incidence or outcomes of covid-19?. BMJ

2020; 369: m1548.
10. Shi H, Han X, Jiang N, et al. Radiological findings from

81 patients with COVID-19 pneumonia in Wuhan,

China: a descriptive study. Lancet Infect Dis 2020; 20:

425–434.
11. Zhao Z, Liang C, Zhang J, Zhang R and He H. Clinical

and imaging findings in patients with severe acute respira-

tory syndrome. Chin Med J 2003; 116: 1104–1105.
12. Das KM, Lee EY, Enani MA, et al. CT correlation with

outcomes in 15 patients with acute Middle East respira-

tory syndrome coronavirus. AJR Am J Roentgenol 2015;

204: 736–742.
13. Qureshi NR, Hien TT, Farrar J and Gleeson FV. The

radiologic manifestations of H5N1 avian influenza.

J Thorac Imaging 2006; 21: 259–264.
14. Grau AJ, Buggle F, Heindl S, et al. Recent infection as a

risk factor for cerebrovascular ischemia. Stroke 1995; 26:

373–379.
15. Smeeth L, Thomas SL, Hall AJ, Hubbard R, Farrington

P and Vallance P. Risk of myocardial infarction and

International Journal of Stroke, 15(7)

South et al. 729

https://orcid.org/0000-0002-9141-3438
https://orcid.org/0000-0002-9141-3438
https://orcid.org/0000-0002-1396-6643
https://orcid.org/0000-0002-1396-6643
https://orcid.org/0000-0002-9078-9919
https://orcid.org/0000-0002-9078-9919


stroke after acute infection or vaccination. N Engl J Med

2004; 351: 2611–2618.

16. Boehme AK, Luna J, Kulick ER, Kamel H and Elkind

MSV. Influenza-like illness as a trigger for ischemic

stroke. Ann Clin Transl Neurol 2018; 5: 456–463.
17. Umapathi T, Kor AC, Venketasubramanian N, et al.

Large artery ischaemic stroke in severe acute respiratory

syndrome (SARS). J Neurol 2004; 251: 1227–1231.
18. Oxley TJ, Mocco J, Majidi S, et al. Large-vessel stroke as

a presenting feature of Covid-19 in the young. N Engl J

Med 2020; 382: e60.

19. Yaghi S, Ishida K, Torres J, et al. SARS-CoV-2 and

stroke in a New York Healthcare System. Stroke 2020;

51: 2002–2011.
20. Totura AL, Whitmore A, Agnihothram S, et al. Toll-like

receptor 3 signaling via TRIF contributes to a protective

innate immune response to severe acute respiratory

syndrome coronavirus infection. mBio 2015; 6:

e00638–15.

21. Page C, Goicochea L, Matthews K, et al. Induction of

alternatively activated macrophages enhances pathogen-

esis during severe acute respiratory syndrome corona-

virus infection. J Virol 2012; 86: 13334–13349.
22. Goritzka M, Makris S, Kausar F, et al. Alveolar macro-

phage-derived type I interferons orchestrate innate

immunity to RSV through recruitment of antiviral mono-

cytes. J Exp Med 2015; 212: 699–714.
23. Haick AK, Rzepka JP, Brandon E, Balemba OB and

Miura TA. Neutrophils are needed for an effective

immune response against pulmonary rat coronavirus

infection, but also contribute to pathology. J Gen Virol

2014; 95: 578–590.
24. Fox SE, Akmatbekov A, Harbert JL, et al. Pulmonary

and cardiac pathology in African American patients with

COVID-19: an autopsy series from New Orleans. Lancet

Respir Med 2020; 8: 681–686.
25. Chollet-Martin S, Jourdain B, Gibert C, Elbim C,

Chastre J and Gougerot-Pocidalo MA. Interactions

between neutrophils and cytokines in blood and alveolar

spaces during ARDS. Am J Respir Crit Care Med 1996;

154: 594–601.
26. Honda K, Sakaguchi S, Nakajima C, et al. Selective con-

tribution of IFN-alpha/beta signaling to the maturation

of dendritic cells induced by double-stranded RNA or

viral infection. Proc Natl Acad Sci USA 2003; 100:

10872–10877.
27. Braciale TJ, Sun J and Kim TS. Regulating the adaptive

immune response to respiratory virus infection. Nat Rev

Immunol 2012; 12: 295–305.

28. Li CK,WuH,YanH, et al. T cell responses towhole SARS

coronavirus in humans. J Immunol 2008; 181: 5490–5500.
29. Liao M, Liu Y, Yuan J, et al. Single-cell landscape of

bronchoalveolar immune cells in patients with COVID-

19. Nature Medicine 2020; 26: 842–844.

30. Zhou Y, Fu B, Zheng X, et al. Pathogenic T cells

and inflammatory monocytes incite inflammatory storm

in severe COVID-19 patients. Natl Sci Rev, 2020. DOI:

10.1093/nsr/nwaa041.

31. Xu Z, Shi L, Wang Y, et al. Pathological findings of

COVID-19 associated with acute respiratory distress syn-

drome. Lancet Respir Med 2020; 8: 420–422.
32. Cunha CB and Opal SM. Middle East respiratory syn-

drome (MERS): a new zoonotic viral pneumonia.

Virulence 2014; 5: 650–654.
33. Tan L, Wang Q, Zhang D, et al. Lymphopenia predicts

disease severity of COVID-19: a descriptive and predict-

ive study. Signal Transduct Target Ther 2020; 5: 33.

34. Liu Y, Du X, Chen J, et al. Neutrophil-to-lymphocyte

ratio as an independent risk factor for mortality in

hospitalized patients with COVID-19. J Infect 2020; 81:

e6–e12.
35. Suh B, Shin DW, Kwon HM, et al. Elevated neutrophil

to lymphocyte ratio and ischemic stroke risk in generally

healthy adults. PLoS One 2017; 12: e0183706.
36. Bermejo-Martin JF, Ortiz de Lejarazu R, Pumarola T,

et al. Th1 and Th17 hypercytokinemia as early host

response signature in severe pandemic influenza. Crit

Care 2009; 13: R201.
37. Gschwandtner M, Derler R and Midwood KS. More

than just attractive: how CCL2 influences myeloid

cell behavior beyond chemotaxis. Front Immunol 2019;

10: 2759.

38. Coomes EA and Haghbayan H. Interleukin-6 in COVID-

19: a systematic review and meta-analysis. medRxiv,

Epub ahead of print 2020. DOI: 10.1101/2020.03.30.

20048058.
39. Qin C, Zhou L, Hu Z, et al. Dysregulation of Immune

Response in Patients With Coronavirus 2019 (COVID-

19) in Wuhan, China. Clinical Infectious Diseases 2020.

DOI: 10.1093/cid/ciaa248.
40. Wong CK, Lam CW, Wu AK, et al. Plasma inflamma-

tory cytokines and chemokines in severe acute respiratory

syndrome. Clin Exp Immunol 2004; 136: 95–103.
41. Kim ES, Choe PG, Park WB, et al. Clinical progression

and cytokine profiles of middle east respiratory syndrome

coronavirus infection. J Korean Med Sci 2016; 31:

1717–1725.

42. Jenny NS, Callas PW, Judd SE, et al. Inflammatory cyto-

kines and ischemic stroke risk: the REGARDS cohort.

Neurology 2019; 92: e2375–e2384.
43. Madjid M, Vela D, Khalili-Tabrizi H, et al. Systemic

infections cause exaggerated local inflammation in ath-

erosclerotic coronary arteries: clues to the triggering

effect of acute infections on acute coronary syndromes.

Tex Heart Inst J 2007; 34: 11–18.
44. Hansson GK, Libby P and Tabas I. Inflammation and

plaque vulnerability. J Intern Med 2015; 278: 483–493.
45. Campbell LA and Rosenfeld ME. Infection and

atherosclerosis development. Arch Med Res 2015; 46:

339–350.
46. Liu Y, Shi Q, Ma Y, et al. The role of immune cells in

atrial fibrillation. J Mol Cell Cardiol 2018; 123: 198–208.
47. Ichiki H, Orihara K, Hamasaki S, et al. The role of infec-

tion in the development of non-valvular atrial fibrillation:

up-regulation of Toll-like receptor 2 expression levels on

monocytes. J Cardiol 2009; 53: 127–135.

International Journal of Stroke, 15(7)

730 International Journal of Stroke 15(7)



48. Bunce PE, High SM, Nadjafi M, et al. Pandemic H1N1

influenza infection and vascular thrombosis. Clin Infect

Dis 2011; 52: e14–17.
49. Ng KH, Wu AK, Cheng VC, et al. Pulmonary artery

thrombosis in a patient with severe acute respiratory syn-

drome. Postgrad Med J 2005; 81: e3.
50. Wong RSM, Wu A, To KF, et al. Haematological mani-

festations in patients with severe acute respiratory syn-

drome: retrospective analysis. BMJ 2003; 326:

1358–1362.
51. Tang N, Li D, Wang X, et al. Abnormal coagulation

parameters are associated with poor prognosis in patients

with novel coronavirus pneumonia. J Thromb Haemost

2020; 18: 844–847.
52. Panigada M, Bottino N, Tagliabue P, et al.

Hypercoagulability of COVID-19 patients in intensive

care unit: A report of thromboelastography findings

and other parameters of hemostasis. J Thromb Haemost

2020; 18: 1738–1742.
53. Klok FA, Kruip M, van der Meer NJM, et al. Incidence

of thrombotic complications in critically ill ICU patients

with COVID-19. Thromb Res 2020; 191: 145–147.

54. Cui S, Chen S, Li X, et al. Prevalence of venous throm-

boembolism in patients with severe novel coronavirus

pneumonia. J Thromb Haemost 2020; 18: 1421–1424.
55. Llitjos JF, Leclerc M, Chochois C, et al. High incidence

of venous thromboembolic events in anticoagulated

severe COVID-19 patients. J Thromb Haemost 2020; 18:

1743–1746.

56. Lodigiani C, Iapichino G, Carenzo L, et al. Venous and

arterial thromboembolic complications in COVID-19

patients admitted to an academic hospital in Milan,

Italy. Thromb Res 2020; 191: 9–14.
57. Wang L. C-reactive protein levels in the early stage of

COVID-19. Med Mal Infect 2020; 50: 332–334.
58. Szotowski B, Antoniak S, Poller W, et al. Procoagulant

soluble tissue factor is released from endothelial cells in

response to inflammatory cytokines. Circ Res 2005; 96:

1233–1239.

59. Ranucci M, Ballotta A, Di Dedda U, et al. The procoa-

gulant pattern of patients with COVID-19 acute respira-

tory distress syndrome. Journal of Thrombosis and

Haemostasis 2020; 18: 1747–1751.
60. Gralinski LE, Bankhead A, Jeng S, et al. Mechanisms of

Severe Acute Respiratory Syndrome Coronavirus-

Induced Acute Lung Injury. mBio 2013; 4: e00271-00213.

61. Fujimoto H, Gabazza EC, Hataji O, et al. Thrombin-

activatable fibrinolysis inhibitor and protein C inhibitor

in interstitial lung disease. Am J Respir Crit Care Med

2003; 167: 1687–1694.
62. Bernardo A, Ball C, Nolasco L, et al. Effects of inflam-

matory cytokines on the release and cleavage of the endo-

thelial cell-derived ultralarge von Willebrand factor

multimers under flow. Blood 2004; 104: 100–106.

63. Cao WJ, Niiya M, Zheng XW, et al. Inflammatory cyto-

kines inhibit ADAMTS13 synthesis in hepatic stellate

cells and endothelial cells. J Thromb Haemost 2008; 6:

1233–1235.

64. Bockmeyer CL, Claus RA, Budde U, et al. Inflammation-

associated ADAMTS13 deficiency promotes formation

of ultra-large von Willebrand factor. Haematologica

2008; 93: 137–140.
65. van Wissen M, Keller TT, van Gorp EC, et al. Acute

respiratory tract infection leads to procoagulant changes

in human subjects. J Thromb Haemost 2011; 9:

1432–1434.
66. Wu YP, Wei R, Liu ZH, et al. Analysis of thrombotic

factors in severe acute respiratory syndrome (SARS)

patients. Thromb Haemost 2006; 96: 100–101.
67. Huisman A, Beun R, Sikma M, et al. Involvement of

ADAMTS13 and von Willebrand factor in thrombo-

embolic events in patients infected with SARS-CoV-2.

Int J Lab Hematol, Epub ahead of print 23 May 2020.

DOI: 10.1111/ijlh.13244.
68. Escher R, Breakey N and Lammle B. ADAMTS13 activ-

ity, von Willebrand factor, factor VIII and D-dimers in

COVID-19 inpatients. Thromb Res 2020; 192: 174–175.
69. Andersson HM, Siegerink B, Luken BM, et al. High

VWF, low ADAMTS13, and oral contraceptives increase

the risk of ischemic stroke and myocardial infarction in

young women. Blood 2012; 119: 1555–1560.
70. Allie S, Stanley A, Bryer A, et al. High levels of von

Willebrand factor and low levels of its cleaving protease,

ADAMTS13, are associated with stroke in young HIV-

infected patients. Int J Stroke 2015; 10: 1294–1296.

71. Yang X, Yang Q, Wang Y, et al. Thrombocytopenia and

its association with mortality in patients with COVID-19.

J Thromb Haemost 2020; 18: 1469–1472.
72. Zhou X, Li Y and Yang Q. Antiplatelet Therapy After

Percutaneous Coronary Intervention in Patients With

COVID-19. Circulation 2020; 141: 1736–1738.
73. Assinger A. Platelets and infection – an emerging role of

platelets in viral infection. Front Immunol 2014; 5: 649.
74. Zuo Y, Yalavarthi S, Shi H, et al. Neutrophil extracellu-

lar traps in COVID-19. JCI Insight 2020; 5. DOI:

10.1172/jci.insight.138999.
75. Denorme F, Langhauser F, Desender L, et al.

ADAMTS13-mediated thrombolysis of t-PA-resistant

occlusions in ischemic stroke in mice. Blood 2016; 127:

2337–2345.
76. Maino A, Rosendaal FR, Algra A, et al.

Hypercoagulability is a stronger risk factor for ischaemic

stroke than for myocardial infarction: a systematic

review. PLoS One 2015; 10: e0133523.

77. Escher R, Breakey N and Lammle B. Severe COVID-19

infection associated with endothelial activation. Thromb

Res 2020; 190: 62.
78. Varga Z, Flammer AJ, Steiger P, et al. Electron micros-

copy of SARS-CoV-2: a challenging task – authors’ reply.

Lancet 2020; 395: e100.
79. Yang Y and Tang H. Aberrant coagulation causes a

hyper-inflammatory response in severe influenza pneu-

monia. Cell Mol Immunol 2016; 13: 432–442.
80. Perlman S and Dandekar AA. Immunopathogenesis of

coronavirus infections: implications for SARS. Nat Rev

Immunol 2005; 5: 917–927.

International Journal of Stroke, 15(7)

South et al. 731



81. Magro C, Mulvey JJ, Berlin D, et al. Complement asso-
ciated microvascular injury and thrombosis in the patho-
genesis of severe COVID-19 infection: A report of five

cases. Transl Res 2020; 220: 1–13.
82. Mao L, Jin H, Wang M, et al. Neurologic Manifestations

of Hospitalized Patients With Coronavirus Disease 2019
in Wuhan, China. JAMA Neurol 2020. DOI: 10.1001/

jamaneurol.2020.1127.
83. Asadi-Pooya AA and Simani L. Central nervous system

manifestations of COVID-19: a systematic review.

J Neurol Sci 2020; 413: 116832.
84. Netland J, Meyerholz DK, Moore S, et al. Severe acute

respiratory syndrome coronavirus infection causes neur-

onal death in the absence of encephalitis in mice trans-
genic for human ACE2. J Virol 2008; 82: 7264–7275.

85. Chien LN, Chi NF, Hu CJ, et al. Central nervous system

infections and stroke – a population-based analysis. Acta
Neurol Scand 2013; 128: 241–248.

86. Phillipson M and Kubes P. The neutrophil in vascular
inflammation. Nat Med 2011; 17: 1381–1390.

87. Clerkin KJ, Fried JA, Raikhelkar J, et al. COVID-19 and
cardiovascular disease. Circulation 2020; 141: 1648–1655.

88. Ellul M, Varatharaj A, Nicholson TR, et al. Defining

causality in COVID-19 and neurological disorders.
J Neurol Neurosurg Psychiatry 2020. DOI: 10.1136/
jnnp-2020-323667.

89. Ejaz A, Ahmed MM, Tasleem A, et al.
Thromboprophylaxis in intensive care unit patients: a lit-
erature review. Cureus 2018; 10: e3341.

90. Merkler AE, Parikh NS, Mir S, et al. Risk of Ischemic

Stroke in Patients with Covid-19 versus Patients with
Influenza. medRxiv 2020. DOI: 10.1101/
2020.05.18.20105494.

91. Yang J, Zheng Y, Gou X, et al. Prevalence of comorbid-
ities and its effects in patients infected with SARS-CoV-2:

a systematic review and meta-analysis. Int J Infect Dis

2020; 94: 91–95.

92. Drucker DJ. Coronavirus Infections and Type 2

Diabetes-Shared Pathways with Therapeutic

Implications. Endocr Rev 2020; 41. DOI: 10.1210/

endrev/bnaa011.
93. Stefan N, Birkenfeld AL, Schulze MB, et al. Obesity and

impaired metabolic health in patients with COVID-19.

Nat Rev Endocrinol, 2020; 16: 341–342.

94. Louie JK, Acosta M, Winter K, et al. Factors associated

with death or hospitalization due to pandemic 2009

influenza A(H1N1) infection in California. JAMA

2009; 302: 1896–1902.
95. Neidich SD, Green WD, Rebeles J, et al. Increased risk

of influenza among vaccinated adults who are obese. Int

J Obes 2017; 41: 1324–1330.
96. Zeyda M and Stulnig TM. Obesity, inflammation, and

insulin resistance – a mini-review. Gerontology 2009; 55:

379–386.

97. Stojkovic S, Kaun C, Basilio J, et al. Tissue factor is

induced by interleukin-33 in human endothelial cells: a

new link between coagulation and inflammation. Sci

Rep 2016; 6: 25171.
98. Inui S, Fujikawa A, Jitsu M, et al. Chest CT findings in

cases from the cruise ship ‘‘Diamond Princess’’ with cor-

onavirus disease 2019 (COVID-19). Radiol Cardiothorac

Imaging 2020; 2: e200110.
99. Lavallee P, Perchaud V, Gautier-Bertrand M, et al.

Association between influenza vaccination and reduced

risk of brain infarction. Stroke 2002; 33: 513–518.
100. Qureshi AI, Abd-Allah F, Alsenani F, et al.

Management of acute ischemic stroke in patients with

COVID-19 infection: report of an international panel.

Int J Stroke 2020; 15: 540-554.

International Journal of Stroke, 15(7)

732 International Journal of Stroke 15(7)


