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The coronavirus disease-19 (COVID-19) elicited by the severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) has caused devastating health, economic and social impact
worldwide. Its clinical spectrum ranges from asymptomatic to respiratory failure and multi-
organ failure or death. The pathogenesis of SARS-CoV-2 infection is attributed to a
complex interplay between virus and host immune response. It involves activation of
multiple inflammatory pathways leading to hyperinflammation and cytokine storm,
resulting in tissue damage, acute respiratory distress syndrome (ARDS) and multi-organ
failure. Accumulating evidence has raised concern over the long-term health effects of
COVID-19. Importantly, the neuroinvasive potential of SARS-CoV-2 may have devastating
consequences in the brain. This review provides a conceptual framework on how the virus
tricks the host immune system to induce infection and cause severe disease. We also
explore the key differences between mild and severe COVID-19 and its short- and long-
term effects, particularly on the human brain.

Keywords: COVID-19, SARS-CoV-2, immunopathogenesis, hyperinflammation, cytokine storm, innate immune
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INTRODUCTION

The severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) is a novel coronavirus first
discovered in Wuhan on the 31st of December 2019. Known as the third highly infective CoV, it has
a high transmissibility capacity. It has a basic reproduction number (R0) of 2.2 and a 2% mortality
rate (1). Due to the rapid spread of this virus across the globe, the World Health Organisation
(WHO) declared Coronavirus disease 2019 (COVID-19) as a global pandemic on the 11th of March
2020 (2). As of the 8th of September 2021, there are currently 221,648,869 confirmed cases of
COVID-19 and 4,582,338 deaths reported (3).

SARS-CoV-2 is an enveloped, positive-sense, single-stranded RNA virus belonging to the
Betacoronaviridae family (4). It has a spherical shape of 60-140nm in diameter with
characteristic club-shaped spikes on the outer surface of the virion (1, 4). This solar corona
appearance led to the name coronavirus (1, 4). The SARS-CoV-2 genome sequence comprises the
following: non-coding 5’-untranslated region (UTR)-replicase gene (ORF1ab), structural proteins
(spike, envelope, membrane and nucleocapsid), accessory proteins (ORF6, 7ab, 8 and 9b) and non-
coding 3’-UTR (5). It consists of 14 open reading frames (ORFs) encoding a total of 27 proteins (5).
Each protein has its own unique role in viral infectivity. For instance, the spike (S) glycoprotein
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consists of the S1 subunit, which aids in viral recognition and
attachment, and the S2 subunit that facilitates membrane fusion
between virus and host (6, 7). On the other hand, E protein, the
smallest structural protein, facilitates transportation and
recruitment of the virus; M protein assists morphogenesis; N
protein involves in RNA production (6).

Since SARS-CoV-2 has an incubation period of around 5-6
days and up to 14 days, the virus can easily be transmitted from
one person to another during this time. Although the majority of
the infected population may exhibit mild to moderate illness,
others in particular the elderly, may experience complications
from the disease resulting in death (8). COVID-19 can be
categorised into mild, moderate, severe and critical (Table 1).

As COVID-19 is a novel disease, the long-term clinical
implications of COVID-19 remain to be elucidated. The
increasing reports on post-acute sequelae have raised concern
over the possible burden of COVID-19 chronicity, especially on
the neurological system (13, 14). In this study, we aimed to
review the current understanding of COVID-19 pathogenesis,
the difference between severe and non-severe stage of disease, as
well as its short- and long-term effects, particularly on the
human brain.
IMMUNOPATHOGENESIS OF SARS‐COV‐2

Innate Immunity
SARS-CoV-2 entry into the host cell is initiated by binding of the
receptor-binding domain (RBD) in the S1 subunit to host cell
surface receptor, angiotensin-converting enzyme 2 (ACE2). The
viral attachment step is followed by the priming of S protein by a
cellular serine protease, TM protease serine 2 (TMPRSS2), which
facilitates fusion of viral and host membranes through the S2
subunit (15). ACE2 and TMPRSS2 were found to be highly
expressed in lung epithelial cells (15–17).Upon entering the
target cell, SARS-CoV-2 RNA is recognised by a pattern-
recognition receptor (PRR), toll-like receptor 3 (TLR3), and
this activates the transcription of NLR family pyrin domain
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containing 3 (NLRP3) gene (18). At the same time, in response to
the viral invasion, protein aggregation, calcium flux from the
cytoplasm, and reactive oxidative species (ROS) formation occur
(18). Together, these responses culminate in the initiation of the
NLRP3 inflammasome, inducing downstream signaling
inflammatory and coagulation cascades (18). Furthermore,
these changes involve the secretion of interleukin-18 (IL-18),
interleukin-1b (IL-1b) and gasdermin D (GSDMD)
extracellularly (Figure 1) (18). These events subsequently
result in pyroptosis of cells which is also evident by the
increase in the plasma lactate dehydrogenase in COVID-19
patients (18, 19).

The damage-associated molecular pattern (DAMP) High-
Mobility Group Box 1 (HMGB1) has been found to assist
SARS-CoV-2 transfer into the cytoplasm in the post-entry step
and contributes to viral replication (20). It is also suggested that a
high concentration of HMGB1 passively secreted from necrotic
or activated cells further promotes inflammation (Figure 1) (21).
In the context of COVID-19-induced neuroinflammation,
HMGB1 acts on the TLR4 receptors expressed on neurons,
microglial cells, and astrocytes, effectually generating cytokine
release (21).

During SARS-CoV-2 invasion, early activation of type I IFN
is vital as it provides an immediate suppression of viral
replication (22). Notably, SARS-CoV-2 can selectively
counteract the host cell’s interferon signaling pathway, thereby
evading the immune system (18). It possesses various structural
and non-structural proteins that can subvert the type I Interferon
(IFN) responses (23). Although the exact molecular interaction
remains to be determined, inhibition of the type 1 IFN is
postulated to occur at various stages, including suppressing the
PRR recognition of SARS-CoV-2 RNA, downstream PRR or
interferon signaling, as well as preventing translation via
degradation of host cell mRNA (23). The resultant suppressed
or delayed type I IFN cascade enhances viral replication and
causes inflammatory cytokine storm (18).

In addition, viral proteins and inflammatory cytokines induce
neutrophil activation, leading to ROS secretion and the
formation of neutrophil extracellular traps (NETs) (24, 25).
TABLE 1 | Classification of COVID-19.

Classification Mild Moderate Severe Critical Ref.

Signs &
symptoms

Mild symptoms Fever Respiratory distress ≥30 breaths/min Respiratory failure and requiring
mechanical ventilation

(9)

Respiratory
symptoms

Resting SpO2 ≤ 93% Shock
Arterial partial pressure of oxygen (PaO2)/fraction of inspired oxygen
(FiO2)≤300mmHg (l mmHg = 0.133 kPa)

With another organ failure
necessitating ICU care

Imaging No signs of
pneumonia

Signs of
pneumonia
present

Obvious lesion progression within 24–48h >50% Diffuse pulmonary involvement
(“white lung”)

(9, 10)

Pathogenesis Increased viral
replication

Viral replication
continues

Predominant inflammatory response Inflammatory response (11, 12)

Inflammatory
response

Reduced viral replication

Therapeutic
Intervention

Antiviral drugs Antiviral drugs Anti-inflammatory drugs Anti-inflammatory drugs (11, 12)
Antibody
therapy

Antibody therapy Antiviral drugs
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tember 2021 | Volume 12 | Article
 742941

https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles


Tan et al. Hyperinflammatory Immune Response and COVID-19
HMGB1, which is triggered by ROS, may also play a role in NET
activation (26). Increased concentration of NETs has been
observed in plasma, tracheal aspirate, and lung specimens of
autopsies from COVID-19 patients (27). NETs further promote
and sustain the local inflammation. A high concentration of
NETs positively correlates with sepsis severity and organ
dysfunction, and they have been shown to contribute to
immunothrombosis in the course of inflammatory response
(27–30). These early events that involve interaction between
SARS-CoV-2 with host cells including, innate immune cells play
an important role in inducing endothelial damage, acute lung
injury, disruption of lung structure associated with pulmonary
Frontiers in Immunology | www.frontiersin.org 3
edema and pneumonia, multi-organ damage and death in
COVID-19 disease.

Adaptive Immunity
Soon after the trigger of the innate immune response, antibody-
producing B cells, CD4+ T cells and CD8+ T cells of the adaptive
immunity are primed to control pathogenic infection. While
innate immunity is intrinsically involved in COVID-19
immunopathogenesis, there is limited evidence supporting the
pathogenic phenomenon of adaptive immunity. In contrast to
massive innate cytokines or chemokines associated with
immunopathology, elevated T cells are therapeutic and do not
FIGURE 1 | COVID-19 Inflammatory Signaling Pathway. COVID-19 is characterized by delayed intracellular innate immune responses associated with type I and
type III IFNs. This allows for rapid virus replication and subsequent PRR-induced abnormal inflammatory response. SARS-CoV-2 invade and activate of various
immune cells such as endothelial cells, macrophages, monocytes, dendritic cells, natural killer cells and T-cells. These abnormally activated immune cells stimulate
multiple inflammatory pathways producing large amounts of cytokines and chemokines, which results in hyperinflammation and cytokine storm. The formation of
cytokine storm reduces further spread of virus in the body but also causes tissues damage, causing acute respiratory distress syndrome (ARDS) and multi-organ
failure. Upon entering cells, SARS-COV-2 is recognized by pattern-recognition receptor (toll-like receptor 3), resulting in activation of NLRP3. Simultaneously, the viral
invasion causes protein aggregation, calcium influx and ROS formation. These events lead to the initiation of NLRP3 inflammasome. Activated NLRP3 inflammasome
stimulates activation of caspase-1, which cleaves Gasdermin D (GSDMD), resulting in pyroptosis of cells. Activated caspase-1 also promotes the secretion of IL-1b,
IL-18, which play an important role in pyroptosis procession. HMGB1, a prototypical DAMP activates inflammasome and play an essential role in the inflammatory
response in COVID-19 patients. The adaptive immunity kicks off soon after the trigger of innate immune response to control virus infection through antibody-
producing B cells, CD4+ T cells and CD8+ T cells. CD4+ T cells are important for virus clearance, while CD8+ T cells provide protection against the virus through
multiple cytokines. However, CD4+ and CD8+ T cells are found to be significantly reduced in patients with severe COVID-19.
September 2021 | Volume 12 | Article 742941
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worsen the disease. Seroconversion is shown to occur in more
than 90% of COVID-19 patients a few weeks post-infection (31).
Compared to CD8+ T cells, CD4+ T cells present a greater
antiviral effect towards SARS-CoV-2 infection and better control
of disease severity (32, 33). The primary targets of CD4+ T cells
include the highly expressed spike, M and nucleocapsid antigen,
with significant specificity for nsp3, nsp4 and ORF8 (32).
Meanwhile, CD8+ T cells showed a slightly different
immunoreactivity, with spike protein, nucleocapsid, M, nsp6,
ORF8 and ORF3a being the target antigens (32).

Detected as early as 2 to 4 days after onset of COVID-19
symptoms (33), CD4+ T cells play an important role in assisting
the development of CD8+ cells and B cells. They can differentiate
into T helper 1 (Th1) cells, which generate antiviral IFNg and
other cytokines, as well as T follicular helper (Tfh) cells that
facilitate the majority of the neutralizing antibody production
(Figure 1) (34). Moreover, they express high levels of chemokine
gene CCL3/4/5 (MIP-1s) and XCL1, thereby recruiting other
relevant immune cells to the site of viral antigen (35). Likewise,
CD8+ T cells can develop quickly post-infection as early as one
day after symptom onset (36). CD8+ T cells produce various
potent cytotoxic molecules capable of clearing infected cells, such
as IFNg, perforin, CD107a and granzyme B (Figure 1) (37).
Neutralizing antibodies produced by naïve B cells act on the
spike and nucleocapsid of SARS-CoV-2 (38). Reports have
demonstrated the concurrent development of IgG, IgA and
IgM against the spike antigen. The RBD of spike presents as
the target of most of the neutralising antibodies (39–41).
Although SARS-CoV-2 neutralising antibody levels have not
been correlated with reduced disease severity (42), circulating
Tfh cells, the precursors to the neutralising antibody response,
are capable of doing so (33). This could be due to a slower
adaptive immune response where the host is already
infected severely.

Cytokine Release Syndrome
Cytokine release syndrome, also known as cytokine storm,
correlates with COVID-19 severity and has been recognised as
a major cause of mortality among COVID-19 patients (43). It is
defined as a life-threatening condition involving the excessive
cytokine and chemokines produced by the dysregulation of the
immune response (43). Considering that these inflammatory
mediators are interdependent and can be both protective and
pathologic, distinguishing them can be challenging. In the serum
of COVID-19 patients with cytokine storm, various raised
cytokine levels are reported. This includes IL-1b, interleukin-6
(IL-6), tumor necrosis factor (TNF), macrophage inflammatory
protein (MIP) 1a and 1b, interferon-g, inducible protein 10
(IP-10), and VEGF (19, 44).

The underlying mechanism is complex. What is known is that
the dysfunction of IL-6/Janus kinase/signal transducer and
activator of transcription (IL-6/JAK/STAT) signaling pathway,
interferon (IFN) cell signaling cascade, TNF-a-nuclear factor-
kappa (TNFa-NF-kB) pathway, toll-like receptor (TLR)
pathway, antibody-mediated pathway, Bruton tyrosine kinase
(BTK) pathway, renin-angiotensin system (RAS) pathway and
especially the Janus kinase signal transducer and activator
Frontiers in Immunology | www.frontiersin.org 4
transcription (JAK/STAT) pathway, are all integral to the
progression of cytokine storm (45). In general, SARS-CoV-2
invades and activates a myriad of immune cells, such as
endothelial cells, macrophages, monocytes, dendritic cells,
natural killer cells and T-cells (45). In these cells, the viral
particles stimulate multiple inflammatory pathways, producing
low levels of antiviral interferons alongside high levels of
cytokines (IL-1b, IL-2R, IL-6, IL-7, IL-8, IL-17 and TNF-a)
and chemokines (CCL-2, CCL-3, CCL-5, CCL-7, CXCL-10),
resulting in hyperinflammation and cytokine storm (Figure 1)
(45). While the initial release of cytokines is therapeutic and aid
in eliminating the virus, the uncontrolled cytokine secretion
would be detrimental as they begin to target host cells (45, 46).
Among the cytokines, IL-1b, IL-2R, IL-6, and TNF-a play a
pivotal role in cytokine storm while IL-1b, IL-6, and TNF-a
correlate well with the severity of disease (45, 47). On the other
hand, the weakened T-cell immune effect further hamper viral
elimination, allowing a vicious cycle of cytokine-induced
hypercytokinaemia (48). A more detailed representation of the
inflammatory signaling pathway involved in COVID-19 is
shown in Figure 1.
GENDER DIFFERENCE IN SEVERITY AND
MORTALITY OF COVID-19

Increasing evidence support that compared to women, men
exhibit more severe morbidity and higher mortality upon
COVID-19 infection (49–51). In addition, men with COVID-
19 had higher rates of intensive care unit (ICU) admissions and
were more likely to require mechanical ventilation (52, 53). The
sex-based disparities in COVID-19 severity and mortality are
most likely attributed to pre-exiting comorbidities, social and
lifestyle factors, host immune response, genetic constitutions,
hormone milieu and sex organs (53–56).

Women have a stronger antigenic response to infections and
vaccinations, as well as a higher risk of developing autoimmune
disease compared to men (57, 58). Hence, it is possible that
women may possess enhanced inflammatory regulation and
antiviral defense. A study found that female COVID-19
patients had more robust T cell activation than male patients.
A lower proportion of activated T cells in males was associated
with disease progression (56). In addition, infected males have
exhibited higher levels of pro-inflammatory cytokines and
chemokines such as IL-8, IL-18 and CCL5, which can
contribute to increased cytokine storm and a higher risk of
poor disease outcomes (56).

Other than that, different hormonal milieus between men and
women may potentially have a role in viral infections. Men
exhibit lower innate immune response due to lack of early
estrogen activated TLR7 antiviral activity as well as low stress
endurance causing higher cellular necrosis and therefore greater
HMGB1 release. Other speculations include immunosuppressive
effects by testosterone and high viral expressions in testes
delaying viral clearance from the body (55). In contrast,
oestradiol in females offers protection against COVID-19 via
September 2021 | Volume 12 | Article 742941
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enhancement of the body’s innate and adaptive immune
responses through neutrophils, cytokines and antibody
production (51).

Although global data have shown higher mortality rates
among males than women, India demonstrated the opposite.
The data from India may possibly be hampered by the differences
in socioeconomic status and access to healthcare between both
genders (59). Therefore, further analyses on sex-aggregated data
are required to generate reliable findings of gender influence on
COVID-19 severity.
LONG-TERM SEQUELAE OF MILD-
MODERATE VS. SEVERE COVID-19

Long-COVID or long-hauler is a given term for patients whose
symptoms persisted or developed following COVID-19 infection
resolution (14). The majority of the symptoms in the post-
convalescent period were comparable to the acute phase of
COVID-19 (Table 2) (14). Many existing literatures have
focused on follow-up in recovered patients 1 to 3 months post-
infection (67–69). Symptoms reported in descending frequency
include fatigues, dyspnea, joint pain, chest pain, cough, anosmia,
sicca syndrome, rhinitis, red eyes, dysgeusia, headache, sputum
secretion, appetite loss, sore throat, vertigo, myalgia and diarrhea
(67). Hair loss, attention disorder, memory loss and sleep
disorder were also reported (68).

In the longest follow-up study to date (up to 9 months),
persistent symptoms including fatigue (13.6%), anosmia or
ageusia (13.6%), and brain fog (2.3%) were reported (62).
About a third of patients also reported a decline in health-
related quality of life due to COVID-19 compared to the baseline
level (62). A 6-months study on 1733 COVID-19 patients yields
similar results, with 76% of the patients had at least one
symptom, with the commonest being fatigue, muscle weakness
or sleep disturbances (63). The severity of disease and female
gender were identified as risk factors for post-COVID-19
consequences (63). Another 3-months study on COVID-19
patients revealed that females were more susceptible to fatigue,
post-activity polypnea and hair loss compared to males (64).
Frontiers in Immunology | www.frontiersin.org 5
Interestingly, a medium-term (2.5 months or 75 days) follow-
up on patients found a lack of association between initial disease
severity and post-COVIDmorbidities such as fatigue, pulmonary
abnormalities or clinical fibrosis (65). Instead, the susceptibility
of post-COVID morbidity is dependent on the length of hospital
stay (65). Nevertheless, further investigations are required to
delineate both variables as initial disease severity may be closely
linked to the length of hospitalization (65).
NEURO-COVID-19

Route of Entry Into the Brain
COVID-19 has been widely known to infect the human respiratory
system. However, several anecdotal reports on neurological
manifestations such as headache, dizziness, altered mental state,
acute cerebrovascular disease, and meningoencephalitis have
emerged (70–73). Neurological involvements were more
susceptible among those with severe infections and were the
only initial presenting symptoms in some (70). Given the wide
range of symptoms associated with COVID-19 as time unfolds, the
effects of COVID-19 can be expected to occur through multiple
neuro-invasive pathways. Emerging studies have described the
underlying pathways via the direct (neurotropism of SARS-CoV-
2) and indirect route (due to inflammation, hypoxia, thrombosis
and imbalance in blood pressure). Additionally, ACE2 receptors,
the principal viral entry receptor for SARS-CoV-2, are found in
both neurons and non-neuronal cells (astrocytes, endothelial cells
and oligodendrocytes) of the central nervous system (CNS) (17).
Multiple CNS regions with high expression of ACE2 receptors
include the amygdala, cerebral cortex and brainstem (74).

Earlier symptoms, including impaired sense of smell detected
in a significant number of COVID patients strongly indicate the
viral potential for olfactory transmucosal invasion into the CNS
(75–78). An animal study whereby intranasal administration of
SARS-CoV-2 virus into K18-hACE2 mice demonstrated an
infective progression with high viral RNA levels in nasal
turbinates, followed by olfactory bulbs and eyes (79). The
spread of infection into the brain may be explained by the high
viral replicative rate in these tissues and subsequent direct
TABLE 2 | Comparison between non-severe and severe COVID-19.

Stage of Initial
Disease

Mild-Moderate Severe Ref.

Symptoms Fever, cough, fatigue, myalgia, dyspnea Fever, cough, fatigue, myalgia, dyspnea, acute respiratory distress
syndrome (ARDS) and multiple organ failure

(48, 60)

Cytokine levels Elevated cytokines Highly elevated cytokiens (cytokine storm) (48, 60)
↑IL‐6, IL‐10 and TNF‐a ↑↑IL-2, IL‐6, IL-7, IL-8, IL‐10, IL-1b, IL-2R, TNF‐a and MCP‐1

T cell
lymphopenia

↓Lymphocytes (CD4+T and CD8+T cells) ↓↓Lymphocytes (CD4+T cells and CD8+T cells) (48, 60, 61)
↓IFNg expressing CD4+T cells

Post-COVID
consequences
at risk

Fatigue, muscle weakness, sleep disturbance, anxiety, depression,
persistent renal impairment, anosmia & ageusia, shortness of
breath, brain fog

Fatigue, muscle weakness, sleep disturbance, anxiety, depression,
anosmia & ageusia, shortness of breath, brain fog.

(62–65)

Pulmonary diffusion impairment & abnormal radiological imaging
(ground glass opacity & irregular lines)

Risk of
reinfection

Modest-Significant decline in neutralising antibodies titres &
seropositivity

Significant decline in neutralising antibodies titres & seropositivity (63, 66)
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infection of the adjacent neuron axons (79). Peak viral levels in
the brain were about 1000 times higher, whereas the production
of pro-inflammatory cytokine and chemokine mRNAs in the
brain was about 10-50 times higher compared to the lungs (79).
Brain sections of mice showed perivascular hemorrhage,
increased leukocyte infiltration and neuronal cell degeneration
(79). These results correlated with the clinical severity and
mortality of the infected mice (79). Evidence from a post-
mortem autopsy on 33 COVID19-infected individuals showed
intact SARS-CoV-2 particles and its RNA in olfactory mucosa
and other neuroanatomical regions receiving the axonal
projections, supporting the notion of neuroinvasion via neural-
mucosal barrier (80).

Cerebellum, the CNS region independent from olfactory
mucosa, has also shown infection with SARS-CoV-2,
suggesting other possible ports of entry into the CNS apart
from axonal transport (80). A recent study demonstrated that
the S1 subunit of SARS-CoV-2 spike protein is able to penetrate
the blood-brain barrier (BBB) in mice when administered
intravenously and with a greater rate and level of uptake
compared to the nasal route (81). The mechanism involved
absorptive transcytosis via attachment to cellular surface
glycoproteins comprising N-acetylglucosamine or sialic acid
and equal distribution of S1 is found across the whole brain.
This BBB is further impaired by the hyperinflammatory effect of
COVID-19 (81).

Consistent with the notion that COVID-19 induces a
hyperimmune response, this cytokine overproduction may
underlie the potential mechanism into the CNS, possibly via
the crossing of BBB. Previous studies corroborated this indirect
mechanism, where high autoantibodies levels are detected in the
cerebrospinal fluid of COVID-19 patients with neurological
manifestations (82–86). It appears, therefore, that an indirect
immune-mediated mechanism may represent a preferential gate
to the brain. However, further research is warranted to clarify the
various unknown autoantigens in the CNS that are targeted.
Additionally, the hypoxic state in severe COVID-19 patients,
especially those with acute respiratory distress syndrome, may
cause oxygen deficiency and anaerobic metabolism to occur in
the brain (87). This acid accumulation, in turn, leads to neuronal
ischemia, interstitial edema, cerebral obstruction and
vasodilatation, causing acute cerebrovascular disease and CNS
injury (87). A report of intracerebral hemorrhage in COVID-19
patients points to the potential mechanism of endothelial
impairment (88). Owing to the fact that ACE2 receptors are
present in cerebrovascular endothelial cells and modulate blood
pressure in the renin-angiotensin-aldosterone system, SARS-
CoV-2 may target these receptors, disrupting the blood
pressure leading to hypertension or hypotension (87–89).

Patients with COVID-19 also share similar coagulation
markers as other forms of coagulopathy, such as disseminated
intravascular coagulation and sepsis-induced coagulopathy, with
elevated D-dimer, fibrinogen, prothrombin time, von Willebrand
factor, as well as reduced thrombocytes (90–93). These findings
shed light on the prothrombotic nature of COVID-19, attributed
to both hemostasis and immunothrombosis (90). COVID-19-
induced endothelial dysfunction exposes the subendothelial
Frontiers in Immunology | www.frontiersin.org 6
collagen and tissue factor, which potently activates the
coagulation pathway and platelet aggregation, resulting in
thrombus formation (90). Simultaneously, the thrombin and
factor Xa can activate innate immunity, while fibrinogen and
fibrin can activate neutrophils (90). Following that, the cytokine
secretion may then promote platelet aggregation together with the
help of NETs. The membrane attack complexes may also initiate
microthrombi and von Willebrand factor formation via host cell
death (90). Eventually, all these immune responses would enhance
the tissue factor pathway and complement hemostasis (90).

Effects on the Brain
With the discovery of the neuroinvasive potential of COVID-19
and the devastating consequences in the brain, there are
concerns over the possibility of long-term neurological and
neuropsychiatric sequelae. A recent systematic review and
meta-analysis identified several long-term neuropsychiatric
effects such as headache, attention disorder, anosmia, memory
loss, brain fog, neuropathy, anxiety, depression, insomnia,
dementia, dizziness, stroke, dysphoria, obsessive-compulsive
disorder, post-traumatic stress disorder and paranoia (14).

Histopathological changes of the human brain, including
cerebral micro thrombosis and acute cerebral infarcts,
mediated by neuroinflammation and immunoreactivity, have
been reported in post-mortem autopsies (80). Using SARS-
CoV-2-infected human brain organoid, SARS-CoV-2 is seen to
exploit host cell metabolic machinery for its replication,
promoting a hypermetabolic and hypoxic environment,
resulting in neuronal death in infected and adjacent cells (94).
The study further demonstrated significant disturbance of brain
vasculature in mice models, which may explain the association
between hypoxia and micro-ischemic damage found in human
organoid and post-mortem brain autopsies (94).

Type I Interferon (IFN) are the common cytokines generated
in response to viral infection (95, 96). In view of the mounting
evidence on COVID-19-related cytokine storm, a similar
phenomenon is postulated in COVID-19 infection. According
to a study by Roy et al. the IFNs are observed to directly activate
CNS microglia and promote the complement cascade (95, 96).
The nucleic acid-containing amyloid fibrils enveloped by the
microglia is found to upregulate gene expression involved in IFN
interaction (95, 96). Moreover, the amyloid fibres may capture
SARS-CoV-2 viral particles and contribute synergistically to the
augmentation of IFN effect (95, 96). This resulted in synaptic
loss, commonly seen in Alzheimer’s Disease (95, 96).
THERAPEUTIC MODULATION OF
PRIMARY CYTOKINES IN COVD-19

Based on the strong association between elevated levels
of the cytokines and severity of COVID-19, modulation of
inflammatory cytokines provides therapy strategies to mitigate
severe disease. Cytokine-targeted therapies have become the
preferable option as they have fewer potential adverse effects
compared to those broad, non-specific therapies that target
multiple cytokine pathways, for instance intravenous
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immunoglobulin, corticosteroid, cDK7 inhibitor and certain
traditional Chinese medicines. Many cytokines, including IL-1,
IL-6, IL-17 and TNF have been investigated as pathological
targets for treatment.

Multiple studies have found that IL-1 inhibitors, Anakinra
and Canakinumab are effective in improving patients’ clinical
conditions as well as their biochemical profiles. Proposed
mechanisms of IL-1 blockade involved prevention of immune
cells migration to the site of inflammation as well as the secretion
of additional adhesion factors and cytokines, thereby limiting the
infiltration of inflammation. The effects of the IL-1 receptor
antagonist, anakinra have been evaluated in severe/critical
COVID-19 patients. Overall, anakinra improved clinical
conditions, decreased the need for mechanical ventilation and
reduced mortality (97–99). As for canakinumab, it reduced
systemic inflammation and improved oxygenation in non-ICU
patients with mild or severe COVID-19 (100, 101). In critical
COVID-19 patients, elevated IL-17 levels have been shown to
stimulate neutrophil recruitment and induce inflammatory
process and cellular injury. Therefore, IL-17 has been proposed
to be a potential therapeutic target for COVID-19. Currently,
there are three FDA-approved IL-17 blocking agents, namely
secukinumab, ixekizumab and brodalumab used for psoriasis
(22, 102–104). A retrospective multicenter observational study
found that patients prescribed immunomodulatory drugs for
psoriasis, including IL-17A inhibitors, had low hospitalization
and no deaths from COVID-19 (105).

Other than that, IL-6 and TNF-a inhibitors have been
demonstrated to act on IL-6 and TNF-a immune receptors and
thus inhibit the JAK/STAT3 or NF-kb signaling pathway, which
activates the pro-inflammatory genes. This prevents the
production of various acute phase proteins such as C-reactive
protein (CRP), fibrinogen, thrombopoietin and ferritin, therefore
mitigating immune hyperactivation (106). Patients who are already
on anti-TNF therapy for other indications demonstrated decreased
rate of COVID-19 associated hospitalization and death compared
to the other immune-suppressing medications (107, 108).

Initial single-arm studies with IL-6 receptor antagonist,
tocilizumab showed a reduction in mortality (109). Treatment
with another IL-6 receptor antagonist, sarilumab improved
respiratory parameters (110). Despite the initial positive
outcomes, early randomized trials with IL-6 receptor
antagonists showed mixed results in patients with varying
degrees of Covid-19 disease. One randomized trial with
tocilizumab significantly reduced the need for ventilation.
However, no difference in mortality was observed between the
treatment and control groups (111). Another study with
tocilizumab showed a significant reduction in the rate of
mechanical ventilation or death by day 28, but it did not
improve survival (112). In a clinical trial involving critically ill
patients, treatment with tocilizumab or sarilumab improved
outcomes, including 90-day survival (113). In another trial
involving patients with hypoxia and systemic inflammation,
tocilizumab reduced mortality and intubation rates (114). It is
important to note that the majority of patients in these two trials
were receiving steroids, supporting the benefits of combining IL-6
modulation with corticosteroids for COVID-19.
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Immunomodulatory therapies can be very beneficial
for the treatment of COVID-19 and to improve its clinical
severity mediated by the hyperactive immune response.
However, the administration of immunomodulatory therapies
requires a limited window of opportunity at the onset of
hyperinflammation, but before the disease becomes fulminant.
In addition, large randomized controlled trials are required to
evaluate the potential risks of immunosuppression and adverse
effects of immunomodulatory therapies.
CONCLUSION

As demonstrated above, the progressive nature of COVID-19 is
characterized by its hyperinflammatory effect. The pediatric
population has mostly been left unscathed with only mild to
moderate disease trajectory (115). Recently, however, a rare but
critical complication of COVID-19 known as the multisystem
inflammatory disease in children (MIS-C) has been reported in a
small subset of children about 2-6 weeks post-SARS-CoV-2
infection (115). Presentations include persistent fever for at
least 24 hours and multi-organ impairment involving
gastrointestinal, dermatological, neurological, renal, respiratory,
cardiac and/or hematological systems (115). In comparison to
non-MIS COVID-19 patients, MIS-C displayed more
pronounced T cell activation and proliferation, particularly the
CD8+ T cells, as well as prolonged and altered plasmablast
responses (116). MIS-C also had marked T cell lymphopenia
compared to its other COVID-19 pediatric counterpart (116).

Besides that, the high mutative potential of SARS-CoV-2
arouses a cause of concern. Many virus variants, Alpha and Eta
from the United Kingdom, Beta from South Africa and Gamma
from Brazil have been identified and conferring higher risk than
its predecessor, with increased transmissibility and severity (117,
118). Although there may be cross-reactivity between variants,
vaccination responses can prove challenging since vaccines are
pivotally derived based on the viral spike protein (118). Many, if
not all of the SARS-CoV-2 variants contain some form of
mutation on its spike protein. For instance, spike protein
deletion is seen in the Alpha variant, while the Beta and
Gamma present E484K mutation in their spike protein (118).

As more clinical and molecular data accumulates, it is getting
progressively clear of the multisystem implications of COVID-19
even beyond hospital discharge. Multidimensional research
focusing on the underlying mechanisms of the various SARS-
CoV-2 variants and their inflammatory profiles across the
disease spectrum is warranted to provide better COVID-19
therapy and prevent vaccination escape.
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85. de Melo Espıńdola O, Siqueira M, Soares CN, de Lima MASD, Leite ACCB,
Araujo AQC, et al. PatientsWith COVID-19 andNeurologicalManifestations
Show Undetectable SARS-CoV-2 RNA Levels in the Cerebrospinal Fluid. Int J
Infect Dis (2020) 96:567–9. doi: 10.1016/j.ijid.2020.05.123

86. Franke C, Ferse C, Kreye J, Reincke SM, Sanchez-Sendin E, Rocco A, et al.
High Frequency of Cerebrospinal Fluid Autoantibodies in COVID-19
Patients With Neurological Symptoms. Brain Behavior Immun (2021)
93:415–9. doi: 10.1101/2020.07.01.20143214

87. Wu Y, Xu X, Chen Z, Duan J, Hashimoto K, Yang L, et al. Nervous System
Involvement After Infection With COVID-19 and Other Coronaviruses.
Brain Behavior Immun (2020) 87:18–22. doi: 10.1016/j.bbi.2020.03.031

88. Reddy ST, Garg T, Shah C, Nascimento FA, Imran R, Kan P, et al.
Cerebrovascular Disease in Patients With COVID-19: A Review of the
Literature and Case Series. Case Rep Neurol (2020) 12(2):199–209. doi:
10.1159/000508958

89. Hess DC, Eldahshan W, Rutkowski E. COVID-19-Related Stroke. Trans
Stroke Res (2020) 11:322–5. doi: 10.1007/s12975-020-00818-9

90. Loo J, Spittle DA, Newnham M. COVID-19, Immunothrombosis and
Venous Thromboembolism: Biological Mechanisms. Thorax (2021) 76
(4):412–20. doi: 10.1136/thoraxjnl-2020-216243
Frontiers in Immunology | www.frontiersin.org 10
91. Wright FL, Vogler TO, Moore EE, Moore HB, Wohlauer MV, Urban S, et al.
Fibrinolysis Shutdown Correlation With Thromboembolic Events in Severe
COVID-19 Infection. J Am Coll Surg (2020) 231(2):193–203. e1. doi:
10.1016/j.jamcollsurg.2020.05.007

92. Bao J, Li C, Zhang K, Kang H, Chen W, Gu B. Comparative Analysis of
Laboratory Indexes of Severe and non-Severe Patients Infected With
COVID-19. Clin Chim Acta (2020) 509:180–94. doi: 10.1016/
j.cca.2020.06.009

93. Goshua G, Pine AB, Meizlish ML, Chang C-H, Zhang H, Bahel P, et al.
Endotheliopathy in COVID-19-Associated Coagulopathy: Evidence From a
Single-Centre, Cross-Sectional Study. Lancet Haematol (2020) 7(8):e575–82.
doi: 10.1016/S2352-3026(20)30216-7

94. Song E, Zhang C, Israelow B, Lu-Culligan A, Prado AV, Skriabine S, et al.
Neuroinvasion of SARS-CoV-2 in Human and Mouse Brain. J Exp Med
(2021) 218(3):e20202135. doi: 10.1084/jem.20202135

95. Roy ER, Wang B, Y-w W, Chiu G, Cole A, Yin Z, et al. Type I Interferon
Response Drives Neuroinflammation and Synapse Loss in Alzheimer
Disease. J Clin Invest (2020) 130(4):1912–30. doi: 10.1172/JCI133737

96. Naughton SX, Raval U, Pasinetti GM. Potential Novel Role of COVID-19 in
Alzheimer’s Disease and Preventative Mitigation Strategies. J Alzheimer’s Dis
(2020) 76:21–5. doi: 10.3233/JAD-200537

97. Cauchois R, Koubi M, Delarbre D, Manet C, Carvelli J, Blasco VB, et al. Early
IL-1 Receptor Blockade in Severe Inflammatory Respiratory Failure
Complicating COVID-19. Proc Natl Acad Sci USA. (2020) 117(32):18951–
3. doi: 10.1073/pnas.2009017117

98. Cavalli G, De Luca G, Campochiaro C, Della-Torre E, Ripa M, Canetti D,
et al. Interleukin-1 Blockade With High-Dose Anakinra in Patients With
COVID-19, Acute Respiratory Distress Syndrome, and Hyperinflammation:
A Retrospective Cohort Study. Lancet Rheumatol (2020) 2(6):e325–e31. doi:
10.1016/S2665-9913(20)30127-2

99. Huet T, Beaussier H, Voisin O, Jouveshomme S, Dauriat G, Lazareth I, et al.
Anakinra for Severe Forms of COVID-19: A Cohort Study. Lancet
Rheumatol (2020) 2(7):e393–400. doi: 10.1016/S2665-9913(20)30164-8

100. Katia F, Myriam DP, Ucciferri C, Auricchio A, Di Nicola M, Marchioni M,
et al. Efficacy of Canakinumab in Mild or Severe COVID-19 Pneumonia.
Immun Inflammation Dis (2021) 9(2):399–405. doi: 10.1002/iid3.400

101. Ucciferri C, Auricchio A, Di Nicola M, Potere N, Abbate A, Cipollone F, et al.
Canakinumab in a Subgroup of Patients With COVID-19. Lancet Rheumatol
(2020) 2(8):e457–ee8. doi: 10.1016/S2665-9913(20)30167-3

102. Orlov M, Wander PL, Morrell ED, Mikacenic C, Wurfel MM. A Case for
Targeting Th17 Cells and IL-17A in SARS-CoV-2 Infections. J Immunol
(2020) 205(4):892–8. doi: 10.4049/jimmunol.2000554

103. Pacha O, Sallman MA, Evans SE. COVID-19: A Case for Inhibiting IL-17?
Nat Rev Immunol (2020) 20(6):345–6. doi: 10.1038/s41577-020-0328-z

104. Piaserico S, Meneguzzo A, Messina F. REPLY TO: Interleukin-17: A
Potential Therapeutic Target in COVID-19. J Infect (2020) 81(3):e37–e8.
doi: 10.1016/j.jinf.2020.06.063

105. Gisondi P, Facheris P, Dapavo P, Piaserico S, Conti A, Naldi L, et al. The
Impact of the COVID-19 Pandemic on Patients With Chronic Plaque
Psoriasis Being Treated With Biological Therapy: The Northern Italy
Experience. Br J Dermatol (2020) 183(2):373–4. doi: 10.1111/bjd.19158

106. Yang L, Xie X, Tu Z, Fu J, Xu D, Zhou Y. The Signal Pathways and Treatment
of Cytokine Storm in COVID-19. Signal Transduct Target Ther (2021) 6
(1):255. doi: 10.1038/s41392-021-00679-0

107. Brenner EJ, Ungaro RC, Gearry RB, Kaplan GG, Kissous-Hunt M, Lewis JD,
et al. Corticosteroids, But Not TNF Antagonists, Are Associated With
Adverse COVID-19 Outcomes in Patients With Inflammatory Bowel
Diseases: Results From an International Registry. Gastroenterology (2020)
159(2):481–91 e3. doi: 10.1053/j.gastro.2020.05.032

108. Gianfrancesco M, Hyrich KL, Al-Adely S, Carmona L, Danila MI, Gossec L,
et al. Characteristics Associated With Hospitalisation for COVID-19 in
People With Rheumatic Disease: Data From the COVID-19 Global
Rheumatology Alliance Physician-Reported Registry. Ann Rheum Dis
(2020) 79(7):859–66. doi: 10.1136/annrheumdis-2020-217871

109. Perrone F, Piccirillo MC, Ascierto PA, Salvarani C, Parrella R, Marata AM,
et al. Tocilizumab for Patients With COVID-19 Pneumonia. The Single-Arm
TOCIVID-19 Prospective Trial. J Transl Med (2020) 18(1):405. doi: 10.1186/
s12967-020-02573-9
September 2021 | Volume 12 | Article 742941

https://doi.org/10.1016/j.ijid.2020.03.062
https://doi.org/10.1007/s10571-020-00947-7
https://doi.org/10.1007/s10571-020-00947-7
https://doi.org/10.1007/s00405-020-05965-1
https://doi.org/10.1007/s00405-020-05965-1
https://doi.org/10.1038/s41591-020-0916-2
https://doi.org/10.1038/s41591-020-0916-2
https://doi.org/10.1002/alr.22579
https://doi.org/10.1093/cid/ciaa330
https://doi.org/10.3390/v13010132
https://doi.org/10.3390/v13010132
https://doi.org/10.1038/s41593-020-00758-5
https://doi.org/10.1038/s41593-020-00771-8
https://doi.org/10.1016/S2666-5247(20)30066-5
https://doi.org/10.1016/S2666-5247(20)30066-5
https://doi.org/10.1016/j.jns.2020.117090
https://doi.org/10.1016/j.jns.2020.117090
https://doi.org/10.1093/cid/ciaa1165
https://doi.org/10.1016/j.ijid.2020.05.123
https://doi.org/10.1101/2020.07.01.20143214
https://doi.org/10.1016/j.bbi.2020.03.031
https://doi.org/10.1159/000508958
https://doi.org/10.1007/s12975-020-00818-9
https://doi.org/10.1136/thoraxjnl-2020-216243
https://doi.org/10.1016/j.jamcollsurg.2020.05.007
https://doi.org/10.1016/j.cca.2020.06.009
https://doi.org/10.1016/j.cca.2020.06.009
https://doi.org/10.1016/S2352-3026(20)30216-7
https://doi.org/10.1084/jem.20202135
https://doi.org/10.1172/JCI133737
https://doi.org/10.3233/JAD-200537
https://doi.org/10.1073/pnas.2009017117
https://doi.org/10.1016/S2665-9913(20)30127-2
https://doi.org/10.1016/S2665-9913(20)30164-8
https://doi.org/10.1002/iid3.400
https://doi.org/10.1016/S2665-9913(20)30167-3
https://doi.org/10.4049/jimmunol.2000554
https://doi.org/10.1038/s41577-020-0328-z
https://doi.org/10.1016/j.jinf.2020.06.063
https://doi.org/10.1111/bjd.19158
https://doi.org/10.1038/s41392-021-00679-0
https://doi.org/10.1053/j.gastro.2020.05.032
https://doi.org/10.1136/annrheumdis-2020-217871
https://doi.org/10.1186/s12967-020-02573-9
https://doi.org/10.1186/s12967-020-02573-9
https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles


Tan et al. Hyperinflammatory Immune Response and COVID-19
110. Montesarchio V, Parrela R, Iommelli C, Bianco A, Manzillo E, Fraganza F,
et al. Outcomes and Biomarker Analyses Among Patients With COVID-19
Treated With Interleukin 6 (IL-6) Receptor Antagonist Sarilumab at a Single
Institution in Italy. J Immunother Cancer (2020) 8(2):e001089. doi: 10.1136/
jitc-2020-001089corr1

111. Hermine O, Mariette X, Tharaux PL, Resche-Rigon M, Porcher R, Ravaud P,
et al. Effect of Tocilizumab vs Usual Care in Adults HospitalizedWith COVID-
19 and Moderate or Severe Pneumonia: A Randomized Clinical Trial. JAMA
Intern Med (2021) 181(1):32–40. doi: 10.1001/jamainternmed.2020.6820

112. Salama C, Han J, Yau L, Reiss WG, Kramer B, Neidhart JD, et al.
Tocilizumab in Patients Hospitalized with Covid-19 Pneumonia. N Engl J
Med (2021) 384(15):1473–74. doi: 10.1056/NEJMc2100217

113. Gordon AC, Angus DC, Derde LPG. Interleukin-6 Receptor Antagonists in
Critically Ill Patients With Covid-19. Reply N Engl J Med (2021) 384
(16):1491–502. doi: 10.1056/NEJMoa2100433

114. Group RC. Tocilizumab in Patients Admitted to Hospital With COVID-19
(RECOVERY): A Randomised, Controlled, Open-Label, Platform Trial.
Lancet (2021) 397(10285):1637–45. doi: 10.1016/S0140-6736(21)00676-0

115. Rubens JH, Akindele NP, Tschudy MM, Sick-Samuels AC. Acute Covid-19
and Multisystem Inflammatory Syndrome in Children. BMJ (2021) 372:
n385. doi: 10.1136/bmj.n385

116. Vella LA, Giles JR, Baxter AE, Oldridge DA, Diorio C, Kuri-Cervantes L,
et al. Deep Immune Profiling of MIS-C Demonstrates Marked But Transient
Immune Activation Compared to Adult and Pediatric COVID-19. Sci
Immunol (2021) 6(57):eabf7570. doi: 10.1126/sciimmunol.abf7570
Frontiers in Immunology | www.frontiersin.org 11
117. European Centre for Disease Prevention and Control. Risk Related to
Spread of New SARS-CoV-2 Variants of Concern in the EU/EEA, First
Update – 21 January 2021. Stockholm: ECDC (2021). doi: 10.1126/
sciimmunol.abf7570

118. McNally A.WhatMakesNewVariants of SARS-CoV-2Concerning is NotWhere
They Come From, But the Mutations They Contain. BMJ (2021) 372:n504. doi:
10.1136/bmj.n504

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2021 Tan, Komarasamy and RMT Balasubramaniam. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.
September 2021 | Volume 12 | Article 742941

https://doi.org/10.1136/jitc-2020-001089corr1
https://doi.org/10.1136/jitc-2020-001089corr1
https://doi.org/10.1001/jamainternmed.2020.6820
https://doi.org/10.1056/NEJMc2100217
https://doi.org/10.1056/NEJMoa2100433
https://doi.org/10.1016/S0140-6736(21)00676-0
https://doi.org/10.1136/bmj.n385
https://doi.org/10.1126/sciimmunol.abf7570
https://doi.org/10.1126/sciimmunol.abf7570
https://doi.org/10.1126/sciimmunol.abf7570
https://doi.org/10.1136/bmj.n504
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles

	Hyperinflammatory Immune Response and COVID-19: A Double Edged Sword
	Introduction
	Immunopathogenesis of SARS&dash;CoV&dash;2
	Innate Immunity
	Adaptive Immunity
	Cytokine Release Syndrome

	Gender Difference in Severity and Mortality of COVID-19
	Long-Term Sequelae of Mild-Moderate vs. Severe COVID-19
	Neuro-COVID-19
	Route of Entry Into the Brain
	Effects on the Brain

	Therapeutic Modulation of Primary Cytokines in COVD-19
	Conclusion
	Author Contributions
	Acknowledgments
	References


