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Cognitive and behavioral manifestations in SARS-CoV-2 infection: not
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Abstract
Patients with COVID-19 are increasingly reported to suffer from a wide range of neurological complications, affecting both the
central and peripheral nervous system. Among central manifestations, cognitive and behavioral symptoms are to date not
exhaustively detailed. Furthermore, it is not clear whether these represent a combination of non-specific complications of a
severe systemic disease, not differing from those usually seen in patients suffering from heterogenous pathological conditions
affecting the central nervous system, or instead, they are a peculiar expression of COVID-19 neurotropism; in other words, if the
infection has a coincidental or causal role in such patients. We examined both hypotheses, reporting opposite points of view, with
the aim to stimulate discussion and raise awareness of the topic.
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Introduction

The COVID-19 pandemic, caused by the novel coronavirus
named “severe acute respiratory syndrome coronavirus 2”
(SARS-CoV-2), has resulted to date in more than 68 million
confirmed cases worldwide and more than 1.5 million deaths

(WHO daily report, December 9, 2020), raising significant
public health and economic concerns overwhelming the
health systems all over the world. Beside the canonical and
usually severe symptoms due to the respiratory apparatus in-
volvement [1, 2], it has rapidly become clear that the virus
impairs other districts, inducing a complex systemic patholog-
ical condition difficult to manage [3–6]. Among these
extrapulmonary conditions, neurologic involvement has been
increasingly observed. Literature reports on the possible neu-
rological complications of SARS-CoV-2 infection have mul-
tiplied over the last months: a Pubmed search with the key-
words “COVID” and “neurology” yielded 116 papers as of
May 2, 2020, while the same research performed on
December 9 led to find 2326 papers. These reports included
mostly single cases, small samples, and retrospective numer-
ically limited case series [7–22]; however, not all giving ex-
haustive details of both clinical features and diagnostic inves-
tigations [23]. It is quite evident that, under these circum-
stances, a critical assessment of the literature on this topic is
rather difficult. Notwithstanding this, it seems clear that the
neurological manifestations of COVID-19 include a wide het-
erogeneous range of both central (CNS) and peripheral ner-
vous system (PNS) features, such as disturbances of con-
sciousness, headache, dizziness, seizures, fatigue, cerebrovas-
cular disease, encephalopathy, encephalitis, anosmia and
dysgeusia, polyradicoloneuritis, myelitis, and myopathies.

This study is based on a webinar meeting of the Italian Neurological
Society held on June 16, 2020.
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Among CNS symptoms, cognitive and/or behavioral dis-
turbances during COVID-19 have been usually collected un-
der the umbrella term of encephalopathy, referring to impaired
consciousness, altered mental status, confusion, agitation, de-
lirium, or at best indicated as dysexecutive syndrome. No
exhaustive clinical — especially neurobehavioral — details
were given and only few reports included a comprehensive
description of cerebro-spinal fluid (CSF) analysis, imaging, or
follow-up, reflecting the challenge of studying such patients.
Neuropathological findings should be considered with cau-
tion, given the great variability in the procedures of tissues
examination, and the heterogeneity of ancillary studies per-
formed. Inflammatory changes have been densely reported
in some series but not in others, in part due to the use of
immunostaining. Furthermore, the lack of controls in most
of the studies limits the interpretation of the results.
Activation of microglia, variable degrees of astrogliosis, and
infiltration with CD8-positive T cells are the main findings
reported in the most comprehensive neuropathological study
of patients who died from COVID-19 [24]. SARS-CoV-2
RNA and proteins in the brains of patients with COVID-19
has been detected in some patients, but this was not associated
with the severity of neuropathological changes [24].

This data may warrant the idea of non-specific symptoms,
related to those mechanisms usually acting in the intensive
care unit (ICU), such as critical illness, hypoxia, multiorgan
failure, and sepsis, among others. It has been also proven that
COVID-19 can involve the CNS at a different level, by caus-
ing in the infected patients various degrees of behavioral dis-
tress associated with increase in inflammation markers, such
as depression, anxiety, fatigue, and post-traumatic stress dis-
order, even after being discharged from the hospital [25]. On
the other hand, a few recent observations describe peculiar
neuropsychological features in patients affected by COVID-
19, raising the possibility of specific neurocognitive and be-
havioral syndromes.

Our aim was to review the current literature on this topic,
trying to analyze and discuss both hypotheses in the form of a
courtroom challenge, enhancing contrasting opinions (CONS
and PROS) on the specificity of presenting neurocognitive
and neurobehavioral symptoms in COVID-19 patients.

CONS: cognitive and behavioral
manifestations of COVID-19 are not specific
and clinically not relevant1

The nature of cognitive and behavioral symptoms during
SARS-CoV-2 infection appears to be related to two possible
main mechanisms: brain suffering secondary to general med-
ical conditions (such as hypoxia, drug side effects, and fever)

and to a truly primary damage such as in the cases of enceph-
alitis especially when significant pulmonary or systemic in-
volvement is lacking.

On the one hand, delirium best represents an example
of aspecific cognitive failure caused by a variety of
non-primarily neurologic conditions. During the pan-
demic, delirium was the most common behavioral man-
ifestation in COVID-19 patients, with up to 11% of
incidence during hospitalization, with the elderly more
frequently affected [26, 27]. Delirium might not be spe-
cific to COVID-19, since a high rate of neurological
dysfunctions is reported in many other acute and severe
conditions, particularly in the setting of acute respiratory
distress syndrome (ARDS), both in terms of delirium in
the acute phase [28] and cognitive sequelae in the
chronic one [29].

Furthermore, pre-existing cognitive situations should al-
ways be considered when observing the new onset of neuro-
logical dysfunctions: patients with pre-existing dementia have
shown to have high rate of delirium and worsening in the
functional status on the occurrence of COVID-19 [30]. Last
but not least, the sole effects of hypoxia on the brain should
always be pondered [31], since that the main cause of alterated
consciousness or encephalopathy, especially in ICU, is
represented by the hypoxic/ischemic brain damage due
to cardiac arrest, severe hypotension, blood loss, severe
infection, or shock [32].

On the other hand, in COVID-related encephalitis (a defi-
nitely less common complication of SARS-CoV-2 infection
with an estimated incidence of 58/100,000 cases), a direct
neuronal injury causes focal or global cognitive manifesta-
tions such as delirium, lethargy, dysatrhia in association with
seizures, and movement disorders [33]. These symptoms,
however, are not distinctive being common in encephalitis
caused by other agents. Given the rather scant, if any, demon-
stration of a direct effect of the virus on the CNS, other mech-
anisms might be hypothesized, such as the involvement of
inflammation and immune-mediated effects. The occurrence
of a “cytokine storm” leading to “sickness behavior” has been
postulated in other ARDSs [34]. In an early study [9], authors
were not able to detect the virus in the CSF of 7 patients, all
with severe neurological involvement. Also in another series,
COVID-19 RNA was not detected in the CSF of 25 enceph-
alitis patients [33]. Similar results have been reported by an-
other recent study in which the authors basically found only
signs of indirect immunological involvement of the central
nervous system without detection of the etiologic agent in
the CSF [35]. A neuropathological study of 43 consecutive
patients with COVID-19 (24) showed mild changes with pro-
nounced neuroinflammatory features in the brainstem. No ev-
idence for CNS damage directly caused by SARS-CoV-2
were detected, thus suggesting that CNS damage and neuro-
logical symptoms might be due to additional factors.1 This position is mainly sustained by LP and EM.
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The direct involvement of the CNS by SARS-CoV-2 was
initially hypothesized in the so-called smell and/or taste dis-
orders (STD) that have been extensively reported by COVID-
19 patients. However, only in one single case report was the
authors able to show on brain MRI a cortical hyperintensity in
the right gyrus rectus and a subtle hyperintensity in the olfac-
tory bulbs which they felt suggestive of viral infection [36].
Moreover, Eliezer et al. [37] demonstrated that COVID-19
patients with STD presented edema in the olfactory cleft and
this is why the core nature of the disturbance remains rather
uncertain. In this complex and unexplored situation, there is,
in fact, the risk of a “covidization” of all disturbances as ex-
emplified in some recent reports, i.e., that everything is caus-
ally attributed to this virus [38, 39].

Finally, when approaching and evaluating the effects of the
current pandemic on behavior and cognition, we need to con-
sider also the direct and indirect effects of the restriction mea-
sures that have been adopted and that might be adopted again
in the future by the Governments. Lockdown is a glaring
example, although not the only one. In a cohort of 40 patients
with Alzheimer’s disease or mild cognitive impairment with-
out SARS-CoV-2 infection, worsening of neuropsychiatric
symptoms during the 5 weeks of lockdown was shown, with
agitation, apathy, and aberrant motor activity being the most
common symptoms [40]. Nonetheless, what we observe
might not be specific to the COVID-19 pandemic be-
cause a review of 24 studies on the psychological im-
pact of quarantine including people with SARS, MERS,
Ebola, H1N1 influenza, and equine influenza reported
negative psychological effects including post-traumatic
stress symptoms, confusion, and anger [41].

Long-term cognitive effects are often seen following ICU
admission and severe viral infection, as part of post intensive
care syndrome and post-viral syndrome, respectively. Both
syndromes are associated with worsened physical, cognitive,
and mental health outcomes, persisting beyond the initial ill-
ness. Up to 80% of patients experiencing ARDS and mechan-
ical ventilation exhibit post intensive care cognitive and be-
havioral syndrome, often involving memory, attention, speed
processing, and executive functioning, both at 3 and 12
months after discharge [42]. Whether cognitive impairment
is due to the virus itself, rather than ICU admission, is unclear.
Studies on cognitive functions after COVID-19 infection are
scarce and limited to small samples and short-term follow-up.
Cognitive assessments are not always adequate. One study of
29 outpatients indicated deficits in sustained attention and
reaction times [43], while another study of nine patients found
impairment in global cognitive function, including attention,
memory, language, and praxis [44].

Cognitive dysfunction mainly concerning memory, atten-
tion, and executive functions has been reported in 35 COVID-
19 patients in a very short-term period after discharge [45], but
long-term effect was unknown.

Thus, neuropsychological impairment after COVID-19
seems similar to that following critical illness. In fact, multiple
factors associated with the illness may contribute to cognitive
sequelae, e.g., hypoxia, ventilation, sedation, delirium, cere-
brovascular events, and inflammation, but further studies on
large sample and long-term follow-up are needed.

In conclusion, independently from the suspected mecha-
nism underlying neurological dysfunction, we could not find
any behavioral or cognitive marker specific to COVID-19.
We need stronger data before attributing any specific cogni-
tive pattern to SARS-CoV-2; we also need to better under-
stand the possible underlying mechanisms that might link this
infection with CNS disturbances.

PROS: cognitive and behavioral
manifestations of COVID-19 are relevant and
quite distinctive2

The appearance of specific symptoms such as anosmia and
ageusia drove the researchers’ attention to the possible
neurotropism of SARS-CoV-2 and called for further investi-
gations to better understand the causes of morbidity and mor-
tality of patients infected by this virus [46]. It is true that
anosmia is fairly frequent in viral infections involving the high
respiratory tract, due to the abundant rhinorrhea [47]; howev-
er, in the case of COVID-19, this olfactory dysfunction un-
likely depends on peripheral events as the inflammatory pro-
duction and the associated nasal obstruction is very limited
[48]. Furthermore, anosmia mostly occurs in association with
gustatory deficits, as demonstrated by a recent multicenter
European study investigating the presence of these symptoms
through a clinical questionnaire [49]. Speculating on the path-
ophysiology of such symptoms, the virus may infect periph-
eral neurons and actively access the CNS.

Taking into consideration the neurological symptoms ob-
served during the infection, we can distinguish general symp-
toms of the acute phase — e.g., headache, vomiting, and sei-
zures — and particular symptoms or syndromes emerging
during the course of the illness. The spectrum of acute CNS
dysfunctions seems to suggest direct viral invasion, but the
virus has been only occasionally isolated into the CSF of
patients showing neurological symptoms, in particular menin-
gitis and encephalitis [7], and the mechanisms underpinning
SARS-CoV-2 infection are still unclear [50]. SARS-CoV-2 is
structurally similar to SARS-CoV, as both bind to the
angiotensin-converting enzyme 2 (ACE2) receptors [51]. It
has not been fully clarified whether the most characteristic
extra neurologic symptom of patients, i.e., respiratory distress,
may also depend on the potential SARS-CoV-2 invasion of
the CNS, in particular of the medullary neurons [52]. The

2 This position is mainly sustained by GB and MG.
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origin of neurological clinical manifestations often has not
been fully investigated through the CSF analysis or cerebral
MRI scans, leaving doubts about the pathogenetic diagnosis.

Among the neurological manifestations of COVID-19,
acute/subacute encephalopathy has been frequently reported,
ranging from 7 to 31% of consecutive clinical series [2, 52],
and it may inaugurate the infection with SARS-CoV-2 [53]. It
can present with delirium and agitation or alternatively severe
psychomotor retardation with abulia and catatonia-like status.
Additional manifestations may include seizures, myoclonus,
headache, or pyramidal and extrapyramidal signs. In the firstly
reported patients with COVID-19 and encephalopathy, no
clinical details on mental status were given except for generic
consciousness impairment, reasonably due to the severity of
the pandemic, which in many cases did not permit the inves-
tigations to better explore and detail cerebral involvement.
Recent observations report a more detailed comprehensive
description of clinical pictures and CSF analysis, neuroimag-
ing, and follow-up, favoring a better prominent “frontal” be-
havioral disorders emerge as the clinical core of subacute
COVID-19-related encephalopathy, at least for a non-
negligible subgroup of patients [9, 15, 54–62]. As new cases
are added, language disturbances have been increasingly ob-
served as a distinctive and early sign in COVID-19-related
encephalopathy [9, 15, 54–62], associated with dysexecutive
and behavioral symptoms. More in detail, in the Helms’s
study [15] of 58 consecutive patients with acute respiratory
distress syndrome (ARDS) and COVID-19 presenting with
acute encephalopathy, 36% had dysexecutive syndrome with
inattention, disorientation, or poorly organized movements in
response to command. In a series of 4 severe COVID-19 pa-
tients who required ICU admission, cognitive impairment,
identified as memory deficit and frontal syndrome, was de-
tected [59]. Predominant executive and frontal lobe syndrome
were also described by Delorme et al. [60] in 4 patients with
COVID-related encephalopathy. Several reports describe
aphasia and akinetic mutism as first symptoms of COVID
encephalopathy [54–57, 61, 62], accompanied by manifesta-
tions consistent with dysexecutive syndrome and behavioral
symptoms. Furthermore, in the case series of Beach et al. [15],
three patients presented speech disturbances and akinetic mut-
ism as prominent signs of COVID-related encephalopaty.
Perrin et al. [63] reported further 5 patients with SARS-
CoV-2 infection presenting with acute encephalopathy includ-
ing confusion, behavioral symptoms, language disturbances,
and pyramidal signs. In the series of Paterson et al. [22], one
patient presented speech disorder.

Frontal dysfunction has been also suggested by instrumen-
tal findings, with serial EEGs showing brain anterior slowing
and perfusion MRI highlighting bilateral fronto-temporal hy-
poperfusion [9, 54, 58, 64–66]. Systematic EEG studies are
not available in COVID-19 patients, but of interest is the re-
port of an EEG pattern characterized by non-reactive bifrontal

monomorphic diphasic periodic delta slow waves, as a possi-
ble signature of SARS-CoV-2-related encephalopathy [66]. A
spread frontal lobe hypometabolism on FDG-PET, first de-
scribed by Cani et al. [54] in a patient with akinetc mutism
related to COVID encephalopathy, has been subsequently re-
ported in other 4 patients with COVID-19-related encephalop-
athy [61]. Unfortunately, FDG-PET has not been performed
routinely in patients with COVID-related encephalopathy,
thus larger cohorts are required to build up our knowledge
of brain pathophysiological changes caused by SARS-CoV-
2. Brain MRI appears mostly not specific. A common finding
consists in a diffuse hyperintensity of T2/fuid attenuated in-
version recovery (FLAIR), most frequently in the white matter
[67]. Of interest is the detection of abnormal contrast enhance-
ment of the vascular wall in some patients [68] as a possible
sign of a vascular inflammation process. In most of these
patients, acute encephalopathy occurred some days after
COVID infection, generally during the second week [54, 62,
63]. Severe respiratory distress with mechanical ventilation
was often detected [9, 54, 68], even though not in all patients
[62]. Most patients experienced cytokine release syndrome
(CRS) before or during the onset of neurological manifesta-
tions [54, 62, 63]. Other possible causes of impaired con-
sciousness — such as metabolic disorders including renal or
hepatic insufficiency, dyselectrolytemia, hypoxemia, persis-
tence of sedatives effects, or status epilepticus — were ruled
out in these patients and could therefore not explain their
clinical status. RT-PCR for SARS-CoV-2 in CSF as well as
other brain infections turned out negative in all patients. The
autoimmune encephalitis panel, when tested [54, 62, 63], was
also negative. Of interest, CSF analysis showed the presence
of blood-brain barrier (BBB) dysfunction and a CSF increase
in IL-6–IL-8 levels, in parallel with cytokine level increase in
serum [54, 62]. Patients receiving immunotherapy, intrave-
nous immunoglobulins and/or steroids, plasmapheresis, and
tocilizumab [54–56, 59, 61, 68, 69] improved, but spontane-
ous recovery cannot be excluded, since COVID-19-related
encephalopathy may have a self-limited course even without
a specific therapy [15, 37, 70]. Unfortunately, very few
studies assessed cytokine levels in both serum and CSF,
in order to correlate disease course with cytokine levels
following treatment. After specific treatment, when test-
ed, reduction/stabilization in both CSF and serum cyto-
kines was observed [54, 57, 63].

Thus, in clinical, laboratory, and imaging findings, the ab-
sence of SARS-CoV-2 in the CSF and the benefits of intrave-
nous steroid therapy and immunotherapy in COVID-19-
associated encephalopathy indicate an immune-mediated
pathogenesis. In particular, a COVID-19-related encephalop-
athy secondary to cytokine-mediated neuroinflammation, at
least for a subgroup of patients, has been suggested, pointing
towards a parainfectious cytokine storm, post-infectious anti-
body-, or cell-mediated immunemechanism, rather than direct
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viral neuro-invasion [15, 54, 61–63]. Cytokine release syn-
drome (CRS) is an exacerbated and dysregulated systemic
inflammatory host response that can be triggered by
COVID-19 [2, 25, 73]. The “cytokine storm” that involves
increased levels of pro-inflammatory cytokines such as necro-
sis tumoral factor (TNF) and interleukin-6 (IL-6), among
others, could cause endothelial dysfunction and BBB damage.
The disruption of BBB favors the entry of pro-inflammatory
cytokines in the CNS leading to neural and glial cells changes
and damage [71, 72].

Interestingly, similar descriptions of acute cognitive im-
pairment with diffuse cortical/frontal hypometabolism on
FDG-PET/CT have been reported after therapy with chimeric
antigen receptor T cells (CAR-T) [73], which are known to
induce a cytokine storm [74]. CAR-T therapy represents an
effective treatment for refractory hematologic malignancies,
but unfortunately, it is burdened by a neurotoxicity syndrome
called immune effector cell-associated neurotoxicity syn-
drome (ICANS) [75]. Expressive aphasia and speech impair-
ment often represent the first manifestations of ICANS [76].
Similarly to COVID-19 encephalopathy, in most cases,
ICANS occurs few days after the onset of CRS, exhibits fron-
tal or diffuse theta-delta slowing on EEG and endothelial ac-
tivation, systemic capillary leak, and subsequent dysfunction
of the BBB. The last condition plays a crucial role in allowing
the CSF to be exposed to systemic cytokines such as IL-1 and
IL-6. CAR-T neurotoxicity could represent a reference model
for cytokine-mediated neuroinflammation syndrome, as well
as for its management. Preventive rather than reactive thera-
peutic strategies for CAR-T neurotoxicity are under study, i.e.,
by protecting endothelial cells and drugs blocking interleukin-
1β, a macrophage-produced cytokine [77].

In summary, a distinctive form of encephalopathy could be
associated with systemic hyperinflammation, mainly pro-
voked by an aberrantly excessive innate immune response,
triggered by COVID-19 infection. A frontal syndrome seems
to be the predominant feature of this acute encephalopathy (at
least in a subgroup of patients) and language disturbance
could represent an early focal feature of a generalized CNS
involvement. Serum and CSF cytokine levels may represent a
good biomarker of the neurologic involvement as well as a
useful basis for therapeutic strategies.

Conclusive remarks3

On the basis of abovementioned reports and observations, we
can speculate that there are different possible mechanisms
sustaining encephalopathy during COVID-19, in particular
three main features may be taken into consideration, summa-
rized in Table 1.

The first scenario is that of non-specific suffering of the
CNS, related to conditions triggered by severe infections,
not different from etiologies other than COVID-19 and rea-
sonably acting by means of an indirect effect on the CNS by
fever, hypoxia, ischemia/hemorrhage, metabolic derange-
ment, sepsis, toxins, and others, or a concurrent condition such
as non-COVID-19 encephalitis (e.g., herpetic), thus
appearing with clinical heterogeneous pictures, not per-
mitting the clear definition of an encephalopathy specif-
ically related to COVID-19.

3 Due to AS.

Table 1 COVID 19 encephalopathy: pathogenetic hypotheses

Clinical
features

Mechanism Course Management Outcome Putative neuropathological
findings

Secondary CNS
damage

Not specific:
fever,
conscious-
ness
disorder,
delirium

Indirect effect (fever,
hypoxia,
ischemia/hemorrhage,
metabolic derangement,
sepsis, toxins,
concurrent conditions)

Acute/subacute General
measures:
ventilatory
support, O2,
sedation,
antibiotics,
etc

Variable Hypoxic and ischemic
injuries

Direct CNS
invasion

Not specific:
confusion
to coma,
headache,
seizures

Direct invasion of the
CNS by SARS-CoV-2

Acute Symptomatic
therapy:
steroids,
antiepileptic-
s, etc

Unknown (few
reports)

SARS-CoV-2 RNA and
proteins (rare) not associ-
ated with the severity of
neuropathological changes

Immunomediate
reaction to the
virus

Prevalent
“Frontal”
symptoms
and
language
impairment

Cytokine-mediated
neuroinflammatory
process

Few days Immunotherapy Reversal/attenuation Mild abnormalities with
inflammation by diffuse
astrocytes and microglia
activation and infiltration
of cytotoxic T
lymphocytes
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The second possibility is that of direct invasion of the CNS,
manifesting with acute various but not specific neurologic
signs or symptoms. Little evidence has been found in favor
of this mechanism (i.e., the very rare finding of the virus in the
CNS), and probably it concerns a minority of cases.

The third hypothesis is that of an immunomediated reaction
to the virus. This appears as the most intriguing idea, with the
frequent appearance of a somewhat peculiar, if not specific,
clinical feature, mainly represented by frontal manifestations
and language impairment. From this point of view, the
COVID-19 encephalopathy may present a very definite
neurocognitive and behavioral picture, with a typical course
evolving over few days from mild confusion to evident acute
encephalopathy, potentially reversed or attenuated by immu-
notherapy. This feature shares many analogies with an
immunomediated non-viral form of encepalopathy (ICANS),
observed after CAR-T therapy for malignant hemopathies.

Thus, among aspecific neurocognitive manifestations re-
lated to acute COVID-19 infection, a frontal lobe presenta-
tion, according to a cytokine-mediated hyperinflammatory
process, stands out, at least in a subgroup of patients. We are
aware that no unifying definition of “cytokine storm” exists
and that the COVID-19 encephalopathy inclusion in the
spectrum of cytokine storm disorders needs more data. It
is also unclear why this kind of encephalopathy — as well
as ICANS — mainly presents with frontal and speech dis-
orders. Thus, further research studies are required to con-
firm this hypothesis and a multicenter registry appears man-
datory to collect and homogeneously study similar cases, in
order to obtain relevant information about the specificity of
this syndrome, as well as the underlying pathogenesis.
Furthermore, trials should be carried out to investigate the
efficacy of immunomodulatory therapies and interleukin/
interleukin-receptor antagonist in COVID-19-related en-
cephalopathy. Finally, long-term sequelae of COVID-19
infection concerning residual or de novo cognitive and neu-
robehavioral problems deserve additional consideration in
targeted studies to obtain new insights into the mechanisms
of cerebral suffering due to COVID-19 infection.
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