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Autoimmunity and SARS-CoV-2 infection: Unraveling

the link in neurological disorders
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According to the World Health Organization, severe acute respiratory syndrome coron-
avirus 2 (SARS-CoV-2) has already infected more than 400 million people and caused
over 5 million deaths globally. The infection is associated with a wide spectrum of clinical
manifestations, ranging from no signs of illness to severe pathological complications that
go beyond the typical respiratory symptoms. On this note, new-onset neurological and
neuropsychiatric syndromes have been increasingly reported in a large fraction of COVID-
19 patients, thus potentially representing a significant public health threat. Although the
underlying pathophysiological mechanisms remain elusive, a growing body of evidence
suggests that SARS-CoV-2 infection may trigger an autoimmune response, which could
potentially contribute to the establishment and/or exacerbation of neurological disorders
in COVID-19 patients. Shedding light on this aspect is urgently needed for the develop-
ment of effective therapeutic intervention. This review highlights the current knowledge
of the immune responses occurring in Neuro-COVID patients and discusses potential
immune-mediated mechanisms by which SARS-CoV-2 infection may trigger neurologi-
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cal complications.
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Introduction

As the number of COVID-19 cases increases, it is becoming clear
that SARS-CoV-2 infection can impact multiple organs in addi-
tion to the respiratory system. Since the first description from
Wuhan in April 2020 [1], acute or long-term neurological disor-
ders occurring concomitantly or following SARS-CoV-2 infection
have been increasingly reported [2-5]. Collectively described with
the term Neuro-COVID, they comprise a large spectrum of clinical
manifestations ranging from mild symptoms, such as loss of smell
and taste, headache, and fatigue, to more severe signs, including
encephalitis, stroke, myopathy, and polyneuropathies [6-9]. The
diversity in the timing of onset and severity of neurological com-
plications suggests that distinct pathophysiological mechanisms
are at interplay in Neuro-COVID patients, including direct viral
invasion of neurons, indirect effect of cytokine storm or autoreac-
tive immune responses [10].
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Growing evidence suggests that SARS-CoV-2 infection may
trigger de novo autoimmunity [11], thus potentially contributing
to the heterogeneity of symptoms observed in COVID-19 patients,
including neurological disorders. While the nervous system was
originally considered an immune privileged site, combined obser-
vations from human and animal studies have strongly pointed
toward an autoimmune origin for numerous diseases affecting
the central nervous system (CNS) as well as the peripheral ner-
vous system (PNS), such as multiple sclerosis (MS) and Guillain
Barré Syndrome (GBS) [12]. In addition, autoreactive immune
responses have been recently described in other neurodegen-
erative disorders, namely, Parkinson’s and Alzheimer’s diseases,
whose pathology has long been assumed to be merely due to
intrinsic neuronal degeneration [13, 14]. Autoimmunity is also
believed to play a role in sleep disorders, epilepsy and neu-
ropsychiatric diseases [12, 15, 16]. Although a clear relationship
between certain human neurological disorders and dysregulated
immunity seems plausible, understanding how it may influence
disease establishment and progression remains mostly elusive.
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Neurological disorders, such as MS, narcolepsy, and GBS, often
have a history of preceding microbial infections [17-21], which
are thought to trigger an aberrant immune response through dif-
ferent mechanisms, including molecular mimicry, epitope spread-
ing, and bystander activation [22]. Along this line, several reports
have shown that Neuro-COVID manifestations encompass a wide
range of rare neurological diseases, such as acute disseminated
encephalomyelitis (ADEM), GBS, Miller Fisher syndrome (MFS)
and myositis, which have long been suggested to have an autoim-
mune origin- [6-8]. This evidence has been recently reinforced by
a self-controlled case series study that investigated the association
between SARS-CoV-2 infection and new-onset neurological disor-
ders in 2 million individuals [9]. Notably, this analysis showed
a significantly increased risk of developing GBS, encephalitis,
meningitis, and myelitis 28 days after a positive SARS-CoV-2 test
[9].

As the number of Neuro-COVID cases is constantly increasing
globally, there is an urgent need to understand the underlying cel-
lular and molecular mechanisms to develop effective treatments
for this new medical challenge. Shedding light on this issue may
also help to decipher a broader spectrum of human neurological
diseases that are still poorly understood. In this review, we sum-
marize the available evidence on the immune responses occurring
in Neuro-COVID patients and discuss potential immune-mediated
processes by which SARS-CoV-2 infection may lead to neurologi-
cal complications.

Neurodegeneration and SARS-CoV-2
neuronal invasion in Neuro-COVID patients

The presence of neurological manifestations has been related to
neuronal loss and pathology in a fraction of Neuro-COVID cases.
This is supported by data from magnetic resonance imaging (MRI)
and histopathological examination of brain tissue [23, 24] as well
as by the detection of markers indicative of neurodegeneration in
the blood and cerebrospinal fluid (CSF) of Neuro-COVID patients
[25-30]. CSF is a fluid that surrounds the CNS, and its compo-
sition reflects the pathophysiological changes of the brain [31].
Thus, its analysis represents an important diagnostic and prognos-
tic tool for neurological disorders [32-34]. CSF levels of matrix
metallopeptidase 10 (MMP-10), which is involved in the break-
down of extracellular matrix, have been shown to correlate with
the degree of neurological dysfunction in Neuro-COVID patients
[25]. Moreover, altered levels of neurofilament light chain (Nfl), a
sign of ongoing neuronal disruption, were detected in the CSF or
serum of Neuro-COVID patients according to the type and sever-
ity of their neurological disorder [26-30, 35]. Interestingly, while
serum Nfl levels were elevated across hospitalized Neuro-COVID
patients regardless of neurological manifestations, Nfl concentra-
tions in the CSF increased exclusively in patients with CNS inflam-
matory diseases, namely, ADEM and encephalitis [26]. The levels
of Nfl and glial fibrillary acidic protein (GFAP), which is a spe-
cific indicator of astrocyte injury, were shown to rise during acute
SARS-CoV-2 infection and to remain elevated up to 4 months after
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infection in a severity-dependent manner [28]. All these obser-
vations point to the presence of compartmentalized biomarkers
reflecting the existence of neuronal pathology in Neuro-COVID
patients, which may represent a potential useful diagnostic tool
for accurate clinical classification of neurological disease subtype
and severity.

Whether the neuronal disturbances seen in Neuro-COVID
patients are caused by the direct viral invasion of neurons or by
the indirect effect of systemic inflammation in the absence or pres-
ence of an autoreactive immune response is still poorly under-
stood. SARS-CoV-2 was shown to be able to infect the brains of
mice overexpressing the human angiotensin converting enzyme-
2 (ACE2) receptor, which has been identified as the receptor for
SARS-CoV-2 entry into cells, leading to consequent neuronal dam-
age [36]. The same holds true for human brain organoids and
in vitro models of the blood-brain barrier (BBB) [37-39]. How-
ever, studies of brain biopsies and CSF from patients revealed
contrasting results. Some case reports detected the presence of
SARS-CoV-2 RNA and viral particles in brain tissues from Neuro-
COVID patients [24, 36, 40-43], whereas in other studies, SARS-
CoV-2 signals were very low or absent [44-49]. A study analyz-
ing brain biopsies from 43 Neuro-COVID patients indicated that
despite SARS-CoV-2 being detected in 53% of cases, its pres-
ence did not correlate with the severity of neuronal pathology.
Pronounced neuroinflammation in the brainstem was commonly
observed, whereas neuropathological changes were rather mild
[40]. This is in line with other reports showing the existence of
microglial activation and T-cell infiltration in brain biopsies from
Neuro-COVID patients [41, 45-48, 50].

When identified, SARS-CoV-2 was detected in many areas of
the CNS [40, 43, 51], thus suggesting that the virus may reach the
brain through different routes, including the olfactory neurons,
the endothelial cells of blood vessels or the choroid plexus via the
CSF [52]. A recent systematic review estimated that out of 303
Neuro-COVID patients suffering from various neurological disor-
ders, only 17 (6%) of them, all with symptoms localized to the
CNS, had a positive PCR result for SARS-CoV-2 in the CSF [53].
Moreover, in a multicenter study including Neuro-COVID patients
from 17 different European centers, SARS-CoV-2 was absent in
all CSF samples analyzed (n = 76) [54]. Overall, although dis-
crepancy in the results may be due to limitations in the sensitiv-
ity of the tests used for viral detection, it may also indicate that
the appearance of neurological manifestations occurs either after
neuronal invasion and virus clearance or as an indirect result of
immune-related mechanisms.

Proinflammatory mediators in the CSF of
Neuro-COVID patients

Systemic hyperactivation of innate and adaptive immunity accom-
panied by elevated levels of circulating cytokines, also known
as the “cytokine storm,” has been largely described in COVID-
19 patients and is believed to contribute to disease complica-
tions [55-57]. Accordingly, increased systemic levels of various

www.eji-journal.eu



Eur. J. Immunol. 2022. 52: 1561-1571

proinflammatory cytokines, such as IL-6 and TNE have been
linked to disease severity and survival in COVID-19 patients
[58-60]. Cytokine storms are also known to occur in other coro-
navirus infections, such as SARS-CoV and Middle East respira-
tory syndrome coronavirus (MERS-CoV), as well as in sepsis
and autoimmunity, and may lead to multiorgan dysfunction and
failure if inadequately treated [55, 56]. Neurological manifesta-
tions, including confusion, delirium, seizures, and fatigue, have
also been associated with cytokine storms, thus suggesting that
indeed the excessive systemic amounts of inflammatory molecules
observed in COVID-19 patients may affect their nervous system
[55]. The recent description in Neuro-COVID patients of a posi-
tive correlation between serum levels of brain injury biomarkers
and proinflammatory cytokines, such as IL-6 and TNE supports
this hypothesis [28].

Alterations in the concentration of proinflammatory media-
tors, including chemokines and cytokines, have also been reported
in the CSF of Neuro-COVID patients [25, 54, 61-65]. By combin-
ing proteomics and cytometric bead array analyses, Remsik et al.
performed a comprehensive investigation of soluble factors in
CSF and plasma from cancer patients who developed neurological
complications after COVID-19 [25]. The results were compared
to those obtained from the analysis of non-COVID patients suffer-
ing from other neuroinflammatory conditions, including autoim-
mune encephalitis and chimeric antigen receptor (CAR)-T-cell-
associated neurotoxicity syndrome [25]. This work showed a sub-
stantial increase in the levels of proinflammatory chemokines
and cytokines, including various C-X-C motif chemokine ligand
(CXCL) chemokines, IL-6, IL-8, and IFN-B, in the CSF of post-
COVID-19 cancer patients. When compared to matched plasma
samples from the same patients, the analysis revealed an intrathe-
cal enrichment of IFN-B and IL-8 levels. Additionally, markers
of neurodegeneration (i.e., MMP-10) and senescence (i.e., Nfl)
were at comparable levels between Neuro-COVID cancer patients
and patients with neurotoxicity due to CAR-T-cell therapy, which
is recognized to be mainly mediated by inflammatory cytokines
[61]. In another study, IL-2, IL-6, CXCL8, and CXCL10 concentra-
tions were found to be augmented in the CSF of Neuro-COVID
patients with inflammatory CNS diseases compared to controls
suffering from refractory headache after SARS-CoV-2 infection
[63]. Interestingly, this inflammatory profile was a unique fea-
ture limited to the CSE as it diverged from the one found in the
plasma of the same individuals [63]. Moreover, a recent study
revealed that despite displaying high levels of proinflammatory
molecules in the CSE Neuro-COVID patients had less inflam-
mation than patients with other inflammatory neurological dis-
orders [64]. However, in the same study, the levels of specific
factors, such as CXCL8, CCL2, and VEGF-A, were increased in
patients with severe SARS-CoV-2 infection compared to moder-
ate cases [64]. Elevated concentrations of proinflammatory medi-
ators have also been described in the CSF of a few pediatric cases
with acute COVID-19 illness who developed new onset neuropsy-
chiatric symptoms, thus further supporting immune-mediated
involvement [65].
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Altogether, these data reveal the existence of altered levels
of proinflammatory mediators in the CSF as a common fea-
ture of Neuro-COVID patients and suggest a potential correlation
between neuroinflammation and disease severity. Proinflamma-
tory signals may derive from the periphery as well as from acti-
vated innate cells of the CNS, including microglia, astrocytes, and
endothelial cells, and may result in increased BBB and blood-
CSF barrier (BCSFB) permeability and in the recruitment of other
immune cells into the brain parenchyma. Along this line, mark-
ers of BCSFB dysfunction, often associated with elevated levels of
proinflammatory cytokines in CSF and serum, have been recently
described in 58 out of 116 (50%) Neuro-COVID patients without
preexisting CNS disorders [54]. Notably, elevated proinflamma-
tory cytokine levels can persist in the CSF for weeks or months
after convalescence of the respiratory syndrome [25, 54], thus
suggesting that they may also contribute to the prolonged neuro-
logical complications that are being increasingly reported in post-
COVID-19 patients [66-68].

Immune cell composition in the CSF of
Neuro-COVID patients

Immune cell profiling of the CSF by the use of sensitive tech-
nologies, such as single-cell RNA sequencing (scRNAseq) and
high-dimensional flow cytometry analysis, can provide impor-
tant insights into distinct pathophysiological processes underlying
immune-mediated neurological disorders [34, 69]. Heming et al.
employed the scRNAseq approach to investigate the cellular com-
position in the CSF of a total of eight Neuro-COVID patients as
well as of three control groups of patients suffering from neuro-
logical disorders not associated with SARS-CoV-2 infection, i.e.,
idiopathic intracranial hypertension, MS, and viral encephalitis
[70]. The analysis revealed the existence of an increased fre-
quency of CD4" T lymphocytes expressing markers of cytotoxi-
city and exhaustion as well as of expanded T-cell receptor (TCR)
clonotypes in the CSF of Neuro-COVID patients. Moreover, an
enrichment of a subset of monocytes displaying increased mark-
ers of antigen presentation was identified in the CSF of these
patients. Of note, when compared to patients affected by classical
viral encephalitis, which is characterized by inflammation due to
direct viral invasion of the brain, Neuro-COVID patients showed
lower expression of multiple antiviral IFN-associated genes in dif-
ferent immune cell types [70]. This evidence suggests that neu-
rological disorders associated with SARS-CoV-2 infection may be
the result of postinfectious immune-mediated mechanisms rather
than direct viral infection of neurons. In a parallel work by Song
et al., scRNA-seq analysis was performed on matched CSF and
peripheral blood samples from Neuro-COVID patients and unin-
fected healthy individuals [62]. This work revealed the exis-
tence of immune-related genes differentially expressed in the
CSF but not in the blood of Neuro-COVID patients compared to
healthy controls. In particular, an upregulation of genes associ-
ated with the IFN signaling pathway and immune cell activation
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was described in dendritic cells and natural killer (NK) cells from
the CSF of these patients. In addition, although the relative pro-
portions of Tcell subsets in the CSF were similar between the two
groups of individuals, the study identified increased activation
markers in CD4" and CD8" T lymphocytes as well as augmented
proportions of T helper 1 (Th1) and Th2 subsets in Neuro-COVID
patients [62]. TCR repertoire analysis showed the existence of
expanded clonotypes, mostly belonging to the CD4" T-cell sub-
set, in the CSF but not in the blood of Neuro-COVID patients.
These expanded TCR clonotypes were unique to each individual
and not shared across Neuro-COVID patients [62]. Moreover, the
study described different frequencies of distinct B-cell populations
in the blood and CSF and detected an enrichment of antibody-
secreting B cells in the CSF of Neuro-COVID patients compared to
healthy controls [62].

Overall, these observations provide evidence of a compartmen-
talized CSF immune response ongoing in Neuro-COVID patients,
which includes both the innate and adaptive arms of the immune
system, thus strongly pointing toward an immune-mediated
mechanism underlying neurological manifestations in COVID-19
patients.

Autoreactive immune responses in
Neuro-COVID patients

Preexisting autoimmunity, due to genetic defects or autoantibod-
ies disrupting type I IFN immunity, has been shown to contribute
to inadequate viral control and to severe clinical complications in
a fraction of COVID-19 patients [11, 71-75]. On the other hand, it
is becoming increasingly clear that SARS-CoV-2 infection can trig-
ger the de novo development of autoantibodies targeting a broad
spectrum of autoantigens. Increased titers of anti-nuclear antibod-
ies (ANA), hallmarks of systemic autoimmunity, have been identi-
fied in COVID-19 patients compared to healthy controls and seem
to correlate with disease severity and systemic inflammation [73,
76-82]. Approximately 50% of hospitalized COVID-19 patients
and less than 15% of healthy controls had detectable serum
autoantibodies against self-antigens traditionally associated with
rare autoimmune diseases, such as autoimmune myositis, sys-
temic erythematous lupus (SLE), and Sjogren’s syndrome [73,
81]. In particular, autoantibodies targeting molecules involved
in lymphocyte trafficking and functions, including cytokines and
chemokines, have been identified in more than 60% of hospital-
ized COVID-19 patients [72, 73]. These autoantibodies may affect
a wide range of immunological processes, thus resulting in exac-
erbated disease, as confirmed by in vivo experiments in a mouse
model of SARS-CoV-2 infection [72].

Notably, intrathecal expansion of antibody-secreting plasma
cells as well as increased levels of anti-SARS-CoV-2 antibodies
have been reported in the CSF of Neuro-COVID patients [35, 62,
83, 84]. Interestingly, these antibodies showed differences in their
antigen specificities compared to those found in the plasma of
the same individuals [62]. Indeed, CSF-derived antibodies from
Neuro-COVID patients exhibited a certain degree of immunore-
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activity against self-neural antigens when analyzed by immunos-
taining of brain tissue, and in some cases, they were able to cross-
react with both SARS-CoV-2 spike protein and neural tissue [62,
83]. This evidence indicates that a large proportion of Neuro-
COVID patients harbor a humoral immune response in the CSE
which displays compartmentalized features and targets neuronal
antigens, thus potentially contributing to new onset neurological
symptoms.

Many autoantibodies targeting intracellular and extracellular
CNS antigens have also been detected in the serum of COVID-
19 patients [28, 54, 72, 85, 86]. Interestingly, antibodies against
hypocretin receptor 2 (HCRTR2), which is selectively enriched
in the hypothalamus and controls the sleep-wake circuit through
HCRT signaling, have been identified and shown to be func-
tional in in vitro assays [72]. In addition, anti-myelin-associated
glycoprotein (MAG) antibodies, which are frequently associated
with peripheral neuropathies, were recently described in 9.6%
of Neuro-COVID-19 patients but were absent in healthy controls
[28]. Another recent study detected serum anti-myelin antibod-
ies in a fraction of Neuro-COVID-19 patients (6 out of 40) by
indirect immunofluorescence of peripheral nerve tissue sections
[54]. Furthermore, human monoclonal antibodies isolated from
the blood of COVID-19 patients and directed against SARS-CoV-
2 proteins were able to cross-react with neural tissue antigens,
such as myelin basic protein (MBP), glutamic acid decarboxylase
65 (GAD-65), NFP (neurofilament protein), alpha-synuclein, and
synapsin [85, 86]. Of note, antibodies isolated from Neuro-COVID
patients displayed a reactivity pattern to brain tissue reminiscent
of the binding to surface receptors or ion channels previously
described in antibody-mediated encephalitis [83, 86, 87].

Overall, based on all these indications as well as on the widely
recognized role of pathogenic autoantibodies in many neurolog-
ical diseases [87], it is reasonable to speculate that SARS-CoV-2
infection may induce a dysregulated humoral response in a sub-
class of COVID-19 patients with consequent production of de novo
autoantibodies that would interfere with physiological neurologi-
cal functions, thus resulting in Neuro-COVID disorders.

On the other hand, little is known about the existence
of autoreactive T lymphocytes in Neuro-COVID patients. As
described in the previous section, a clonal expansion of Tcell pop-
ulations has been found in the CSF of these patients [62, 70],
thus indicating a compartmentalized recruitment of potentially
pathogenic T cells. However, the antigen specificity of these CSF-
infiltrating T cells has yet to be investigated [62, 70]. It is well
known that T lymphocytes make up over 80% of CSF cells, but
they are not necessarily able to infiltrate the CNS parenchyma
under physiological conditions [88]. Indeed, activated T lympho-
cytes can reach the CSF regardless of their antigen specificity;
however, they need to recognize their cognate antigen on resi-
dent antigen presenting cells (APCs) to be able to cross into the
CNS parenchyma through the glia limitans [89-91]. Neverthe-
less, the description of markers of neuronal degeneration and
brain barrier dysfunction in the CSF of Neuro-COVID patients
(described in the previous sections) points to the possibility that
expanded T cells may enter the brain parenchyma in an antigen-
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independent fashion and consequently contribute to neuronal
pathology. Overall, whether CSF-infiltrating T cells target SARS-
CoV-2 or self-neuronal antigens and whether they can reach the
CNS parenchyma are still unclear.

Moreover, while the Tcell response to SARS-CoV-2 has been
largely studied and characterized in the blood of COVID-19
patients during the acute and recovery phases of the infection
[92], it remains poorly explored in Neuro-COVID patients. A
recent study addressed this aspect in patients suffering from long-
term neurological sequelae after SARS-CoV-2 infection as well
as in convalescent individuals [93]. The measurement of IFN-
y and IL-2 production by peripheral blood mononuclear cells
(PBMCs), stimulated in vitro with synthetic peptides spanning
different SARS-CoV-2 proteins, revealed the existence of pecu-
liar patterns of antigen specificity in long Neuro-COVID patients,
showing higher Tcell responses against nucleoprotein rather than
spike protein, which was instead the major target in convalescent
individuals [93]. These data point to the existence of immun-
odominant SARS-CoV-2 epitopes preferentially targeted by the
Tcell response in Neuro-COVID patients. However, how these find-
ings may relate to the pathophysiological mechanisms underlying
Neuro-COVID disorders has yet to be explored.

Potential immune-mediated mechanisms
triggered by SARS-CoV-2 infection in
Neuro-COVID patients

The body of evidence discussed above indicates that a large frac-
tion of the neurological symptoms seen in Neuro-COVID patients
mainly originate from an aberrant immune-mediated response
following SARS-CoV-2 infection.

As previously proposed for other infection-associated neuro-
logical disorders [94], bystander activation and epitope spread-
ing mechanisms may contribute to the generation of an autore-
active immune response in Neuro-COVID patients (Fig. 1A). The
release and spread of neuronal antigens may result from tissue
damage caused by direct SARS-CoV-2 infection of the CNS or
by the indirect effect of a cytokine storm. In parallel, the robust
proinflammatory environment may also lead to hyperactivation
of APCs and consequently to the upregulation of costimulatory
molecules and antigen presentation capacity [95, 96]. This would
result in a simultaneous display of both viral and self-antigens
either released by damaged tissue or taken up from cell mem-
branes, which in turn may lead to the activation and expansion
of self-reactive T cells. The potential role of bystander activation
is also supported by several lines of evidence suggesting that the
broad spectrum of autoantibodies observed in COVID-19 patients
may result from an extrafollicular B-cell response [72, 81, 97,
98]. Extrafollicular B cells, known as double-negative (DN2) B
cells, lack IgD, CD27, CXCR5, and CD21, emerge directly from
naive B lymphocytes and are more prone to generating autoan-
tibodies [99, 100]. Their involvement in the pathophysiology
of some neurological diseases, such as anti-N-methyl-D-aspartate
receptor (NMDAR) encephalitis, has been previously proposed
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[87]. Notably, DN2 B cells are expanded in the blood of COVID-
19 patients compared to uninfected individuals, and their fre-
quency correlates with disease severity and poor clinical outcomes
[72, 81, 97, 98]. Together with the description of autoantibod-
ies targeting neuronal antigens in COVID-19 patients [54, 62,
72, 83, 85, 86], these observations indicate that an extrafollic-
ular autoreactive Bcell response may contribute to the establish-
ment or exacerbation of neurological manifestations associated
with SARS-CoV-2 infection. In these patients, the differentiation
and expansion of autoreactive DN2 B cells may derive from a T-
cell-independent activation pathway, in which the simultaneous
engagement of Toll-like receptor 7 (TLR7) by the viral single-
stranded RNA genome of SARS-CoV-2 and the recognition of self-
antigens directly by the Bcell receptor (BCR) on naive B cells
may allow escape from tolerance, which is a mechanism that is
believed to occur in other autoimmune disorders, such as systemic
erythematous lupus (SLE) [81, 99-101].

Nevertheless, evidence of the existence of SARS-CoV-2 anti-
bodies in the CSF and blood of Neuro-COVID patients, which
are able to cross-react with neuronal antigens strongly suggests
that molecular mimicry may contribute to disease pathophysiol-
ogy [62, 83, 85, 86] (Fig. 1B). B and Tcell responses that are cross-
reactive between microbial and self-neuronal antigens have been
detected and characterized in other infection-associated neuro-
logical diseases, such as MS, narcolepsy and GBS [102-105].
Notably, since the initial description of a GBS case in January
2020 in a COVID-19 patient [106], the number of published
case reports and observational studies pointing to a potential
causal relationship between SARS-CoV-2 infection and peripheral
inflammatory neuropathies has grown exponentially [9]. Inter-
estingly, GBS is one among a few examples of an autoimmune
neurological disorder in which the role of pathogenic autoanti-
bodies generated by a molecular mimicry mechanism has been
described. More than 70% of GBS patients have a history of a
preceding bacterial or viral infection that typically occurs approx-
imately 1-2 weeks prior to disease onset and includes Campy-
lobacter jejuni in 30-40% of GBS cases [18]. Molecular mimicry
between C. jejuni lipooligosaccharides and self-gangliosides of the
peripheral nerves has been identified and proposed to mediate
axonal neuropathy in animal models [107]. However, GBS associ-
ated with SARS-CoV-2 infection is often characterized by demyeli-
nating polyneuropathy, and autoantibodies against gangliosides
are mostly absent [7, 108], thus supporting the hypothesis that
additional immune-mediated mechanisms may be involved in the
physiopathology of post-COVID-19 disease. Analysis of sequence
homology between 41 human proteins associated with acute
and chronic inflammatory neuropathies and SARS-CoV-2 antigens
has identified similarities with the human heat shock proteins
90 (HSP90B and HSP90B2) and 60 (HSP60) [109]. However,
whether these antigens represent new targets of an ongoing cross-
reactive immune response in post-COVID-19 GBS cases has yet
to be examined. Moreover, dozens of peptides from SARS-CoV-2
proteins (spike and envelope proteins) with a high sequence iden-
tity to human proteins expressed by a broad range of tissues have
been described by bioinformatics approaches [109-111]. In addi-
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Figure 1. Mechanisms of infection-induced autoimmunity in Neuro-COVID. (A) Release and spreading of self-antigens may result from tissue
damage caused by direct SARS-CoV-2 neuronal invasion or by the indirect effect of a proinflammatory environment. Self-antigens can be presented
to T cells by activated APCs endowed with increased antigen uptake ability and costimulatory molecule expression, thus facilitating the activation
and expansion of autoreactive T cells. In parallel, autoreactive antibodies can be generated in a T-cell-independent fashion by extrafollicular B cells
that recognize self-antigens directly on their BCR and are simultaneously activated via SARS-CoV-2 genome sensing through TLR engagement. (B)
Recognition of a SARS-CoV-2 antigen that has similarity to a self-antigen can induce activation of autoreactive T cells through a mechanism of
molecular mimicry. Similarly, antibodies cross-reactive between SARS-CoV-2 antigens and self-antigens can be generated by virus-specific B cells
via a T-cell-dependent mechanism.

tion, other potential targets of autoantibodies may occur when the In conclusion, based on the current knowledge, a poten-

self- and viral proteins are folded in their native, secondary or ter-  tial model of Neuro-COVID immunopathology can be speculated
tiary structures. Overall, a combination of molecular mimicry, epi-  (Fig. 2). Neuroinflammation may be the direct result of SARS-
tope spreading, and bystander activation mechanisms may con-  CoV-2 neuronal invasion or the indirect effect of increased sys-
tribute to the generation of the aberrant immune response in  temic and intrathecal levels of proinflammatory mediators. In

Neuro-COVID patients.

this scenario, the induction of CNS tissue damage (Fig. 2A)
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with the consequent spread of self-neuronal antigens (B). In parallel, increased systemic levels of proinflammatory mediators affect BBB permeabil-
ity (C), thus facilitating the recruitment from the blood into the perivascular space of potentially pathogenic soluble molecules, such as autoanti-
bodies and proinflammatory cytokines, as well as immune cells, including autoreactive T lymphocytes, plasma cells and APCs (D). Here, intrathecal
clonal expansion and activation of CD4* and CD8" Tcell populations may occur (E), and plasma cells may release autoantibodies directly into the
CSF (F). In this scenario, pathogenic T lymphocytes and antibodies infiltrate the CNS parenchyma and contribute to disease immunopathology by
directly exerting cytotoxic functions and/or indirectly fueling the local inflammatory environment (G).

would consequently lead to the spread of self-neuronal antigens
(Fig. 2B), and the impairment of BBB integrity (Fig. 2C) would
facilitate the recruitment of disease-mediating soluble factors and
immune cells from the blood into the perivascular space, such
as autoantibodies, plasma cells, autoreactive T lymphocytes and
APCs (Fig. 2D). Clonal expansion and activation of autoreactive
CD4" and CD8" T-cell populations may be sustained intrathe-
cally [62, 70] (Fig. 2E), and plasma cells may release autoanti-
bodies, which are potentially cross-reactive between SARS-CoV-2
and neuronal antigens, directly into the CSF [62] (Fig. 2F). Alto-
gether, this would result in the infiltration of pathogenic T lym-
phocytes and antibodies into the CNS parenchyma, which would
contribute to the disease immunopathology by directly exerting
cytotoxic functions and/or indirectly fueling the local inflamma-
tory environment (Fig. 2G).

Conclusions and future perspectives

Although evidence to date points to the involvement of aber-
rant immunity in Neuro-COVID patients, further research needs
to be performed to better characterize the cellular and molecu-
lar players underpinning the large heterogeneity of neurological
manifestations affecting COVID-19 patients. In particular, deci-

© 2022 The Authors. European Journal of Immunology published by
Wiley-VCH GmbH

phering whether certain neurological disorders develop as para-
infectious syndromes due to unspecific exaggerated proinflamma-
tory responses during acute SARS-CoV-2 infection or as an indi-
rect effect of autoimmune responses secondary to the infection
would have a major translational impact into clinical applications
for the selection of appropriate therapeutic intervention. Notably,
long-term clinical manifestations persisting or following acute
SARS-CoV-2 infection, which are often referred to as post-acute
sequelae of SARS-CoV-2 infection (PASC) or Long Covid syn-
drome, include many psychiatric and neurological symptoms that
are commonly described in other postinfectious syndromes, but
whose pathophysiological mechanisms remain elusive [3]. Under-
standing whether they may be a result of a persistent dysregulated
immune response could also open new perspectives in the field of
neuroimmunology. To this end, it will be of critical importance to
perform comprehensive immunological studies based on rigorous
patient stratification according to the type of neurological disor-
der and with the inclusion of appropriate control groups span-
ning across diseases and infections, such as COVID-19 patients
who do not show any neurological symptoms. In conclusion, the
COVID-19 pandemic may represent a unique setting to precisely
determine how a viral infection can trigger de novo neurological
disorders or contribute to the exacerbation of preexisting asymp-
tomatic neurological conditions.
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