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Summary. Subarachnoid hemorrhage (SAH) is a
devastating cerebrovascular disorder. Neuro-
inflammation is a critical cause of brain injury following
SAH in both acute and chronic phases. While
accumulating evidence has shown that therapies
targeting neuroinflammation exerted beneficial effects in
experimental SAH, there is little clinical evidence. One
of the factors making neuroinflammation complicated is
that inflammatory signaling pathways and mediators act
as protective or detrimental responses at different
phases. In addition, biomarkers to detect neuro-
inflammation are little known in clinical settings. In this
review, first, we discuss how the inflammatory signaling
pathways contribute to brain injury and other secondary
pathophysiological changes in SAH. Damage-associated
molecular patterns arising from mechanical stress,
transient global cerebral ischemia, red blood cell
breakdown and delayed cerebral ischemia following
SAH trigger to activate pattern recognition receptors
(PRRs) such as Toll-like receptors, nucleotide-binding
oligomerization domain-like receptors, and receptors for
advanced glycation end products. Most of PRRs activate
common downstream signaling transcriptional factor
nuclear factor-«B and mitogen-activated protein kinases,
releasing pro-inflammatory mediators and cytokines.
Next, we focus on how pro-inflammatory substances
play a role during the course of SAH. Finally, we

highlight an important inducer of neuroinflammation,
matricellular protein (MCP). MCPs are a component of
extracellular matrix and exert beneficial and harmful
effects through binding to receptors, other matrix
proteins, growth factors, and cytokines. Treatment
targeting MCPs is being proved efficacious in pre-
clinical models for preventing brain injury including
neuroinflammation in SAH. In addition, MCPs may be a
candidate of biomarkers predicting brain injury
following SAH in clinical settings.
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Introduction

Aneurysmal subarachnoid hemorrhage (SAH) is one
of cerebrovascular diseases with devastating
consequences, and triggers a variety of neurovascular
events leading to brain injuries in acute and chronic
phases (Suarez et al., 2006; van Gijn et al., 2007;
Suzuki, 2015). When an intracranial aneurysm ruptures,
arterial blood spreads into the subarachnoid space, which
leads to rapid elevation of intracranial pressure followed
by transient global cerebral ischemia and the primary
brain injury. As well as the primary brain injury,
mechanical stress arising from arterial bleeding, blood
components and their secondary products in the
subarachnoid space cause secondary brain injury. Early
brain injury (EBI) is the term defined as any kind of
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acute secondary pathophysiological events other than
iatrogenic ones, which are induced in the brain within
the first 72 hours after the onset of SAH (Suzuki, 2015).
In clinical settings, at present, few reliable surrogate
markers of EBI are available, such as global cerebral
edema (Geraghty et al., 2019; Suzuki et al., 2020). From
a pathological viewpoint, manifestations of EBI mainly
involve neuronal apoptosis and neuroinflammation
(Nakano et al., 2019b; Okada et al., 2019a; Sehba et al.,
2012). EBI is increasingly recognized to be the primary
determinant for poor outcomes, and is also considered to
cause delayed cerebral ischemia (DCI) that occurs at
days 4 to 14 or later post-SAH (Suzuki et al., 2018). DCI
has been shown to occur in 30-40% of patients with
SAH (Budohoski et al., 2014). Clinical deterioration
caused by DCI is accompanied by focal neurological
deficits or a decrease in Glasgow Coma Scale of at least
two points for =1 h (Geraghty et al., 2019). The
pathophysiology of DCI consists of cerebral
vasoconstriction and vasospasm-unrelated causes
including blood-brain barrier (BBB) disruption, neuronal
apoptosis, cortical spreading depolarization,
microcirculation disturbance, venous drainage
disturbance, and neuroinflammation (Suzuki et al., 2015;
Vergouwen et al., 2010).

Treatment for SAH has targeted mainly the
prevention of rebleeding of an intracranial aneurysm at
an early phase and the prevention or reversal of
angiographic vasospasm of the intracranial arteries,
which peaks at 5 to 9 days after SAH (Okada and Suzuki
2017; Nakano et al., 2019a, 2020). Early aneurysmal
obliteration by clipping or coiling has been established
nowadays, but the subsequent anti-vasospastic treatment
has been insufficient to achieve better outcomes of
patients with SAH (Suzuki 2015). This may be because
DCIT following EBI and not associated with angiographic
vasospasm is an important factor of poor outcomes
(Kawakita et al., 2017). Accumulating evidence has
shown that neuroinflammation is a pivotal component
leading to EBI and DCI following SAH (Provencio and
Vora, 2005; Springborg et al., 2007; Makino et al., 2012;
Caffes et al., 2015; Suzuki and Kawakita, 2016). Pro-
inflammatory mediators and cytokines arising from
global cerebral ischemia as well as breakdown products
of red blood cells trigger a number of cascades for
inflammatory reactions leading to BBB disruption,
microvascular disturbance, neuronal apoptosis, and
cerebral vasospasm (Suzuki et al., 2015; Lucke-Wold et
al., 2016; Okada and Suzuki 2017). BBB disruption
allows macrophages and neutrophils to migrate into the
brain parenchyma, and resultantly multiple pro-
inflammatory substances induced by inflammatory
responses are considered to promote further aggravation
of neuroinflammation and brain injuries (Lucke-Wold et
al., 2016).

Microglia seems to be an essential element to
regulate inflammation in the central nervous system
(CNS) (Hanafy, 2013; Schallner et al., 2015; Schneider
et al., 2015; Wei et al., 2017). Microglia is a resident

immune cell in the CNS, serving as an immune
responder through altering the morphology and
polarization (Aloisi, 2001). Phenotypes of microglia are
classified into pro-inflammatory phenotype (M1) and
anti-inflammatory phenotype (M2) (Graeber 2010;
Murakami et al., 2011; Hu et al., 2012). The M1
phenotype is dominantly polarized in the early phase of
SAH and tends to release pro-inflammatory cytokines
such as interleukin (IL)-1, IL-6, IL-8, IL-12, and tumor
necrosis factor (TNF)-a, and nitric oxide (NO) (Fig. 1),
while the M2 phenotype is likely to release anti-
inflammatory cytokines and neurotrophic factors such as
IL-4, IL-10, IL-13, and transforming growth factor
(TGF)-B, promoting inflammatory resolution and tissue
repair in the subacute and delayed phases (Graeber,
2010; David and Kroner, 2011; Zheng and Wong, 2017,
2019).

In this review, we focus on inflammatory signaling
pathways aggravating brain damage in SAH, and discuss
how inflammatory mediators, matricellular proteins
(MCPs), contribute to neuroinflammation and
subsequent brain injury in acute and chronic phases of
SAH.

Possible molecular mechanism of neuroinflam-
mation in an acute phase

Damage-associated molecular patterns (DAMPs) are
endogenous molecules released as a result of tissue
damage following SAH. DAMPs are localized within a
variety of cells or tissues as follows: high-mobility group
box 1 proteins (HMGB1s) in nucleus and cytoplasm,
S100 proteins in cytoplasm, heat shock proteins (HSPs)
in exosomes, adenosine triphosphate (ATP) in
mitochondria, MCPs in extracellular matrix, and
complements in plasma components (Tang et al., 2013).
In addition, bleeding itself and the breakdown and
degradation of red blood cells within the subarachnoid
space also release DAMPs including hemoglobin,
methemoglobin, bilirubin, coagulation factors such as
fibrinogen, and more (Geraghty et al., 2019). DAMPs
are recognized by a number of pattern recognition
receptors, such as Toll-like receptors (TLRs), cytosolic
nucleotide-binding oligomerization domain (NOD)-like
receptors (NLRs) and inflammasome, and receptors for
advanced glycation end products (RAGE), and other
scavenger receptors, and activate the downstream
signaling pathways leading to neuroinflammation in
SAH (Fig. 2) (Schaefer, 2014; Chaudhry et al., 2018).
Neuroinflammation induces brain tissue injury, and
recruits further DAMPs.

TLRs signaling pathway

At present, a total of 11 human and 13 murine TLRs
are identified (Buchanan et al., 2010). Of TLRs family
members, TLR4 can mediate the strongest inflammatory
reaction in SAH (Okada et al., 2019b). A unique feature
of TLR4 is to trigger two distinct signaling pathways as
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follows: the myeloid differentiation primary response
protein 88 (MyD88)-dependent cascades in an acute
phase and the Toll receptor-associated activator of
interferon (TRIF)-dependent cascades in a late phase
(Okada and Suzuki, 2017). In contrast, TLR3 activates
downstream signaling solely through the TRIF adaptor
(Buchanan et al., 2010). The other TLRs except for
TLR3 and TLR4 utilize only the MyD88-dependant
cascade (Buchanan et al., 2010). TLR4 is expressed on
cell surface in various cells including neurons,
astrocytes, microglia, brain capillary endothelial cells,
endothelial and smooth muscle cells of cerebral arteries,
and peripheral blood cells such as leukocytes,
macrophages, and platelets (Buchanan et al., 2010;
Okada and Suzuki, 2017). TLR4 is activated by many
DAMPs such as extravasated blood components
(fibrinogen, and fibrin), red blood cell breakdown
products (heme, hemin, and methemoglobin), other
intracellular components (HSPs, HMGB1, and S100),
and MCPs including tenascin-C (TNC) and galectin-3
(Suzuki 2019). Activation of TLR4 induces pro-
inflammatory cytokines and mediators such as TNF-q.,
ILs (IL-1f, IL-6, IL-8, and IL-12), intercellular adhesion
molecule-1, monocyte chemoattractant protein, and
matrix metalloproteinase (MMP)-9 via the activation of
the adaptor molecule MyD88 and the downstream
signaling transcriptional factors nuclear factor (NF)-»B
and mitogen-activated protein kinases (MAPKs)
(Buchanan et al., 2010; Fang et al., 2013; Kawakita et
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al., 2017; Okada et al., 2019b). Pro-inflammatory
cytokines and mediators upregulate specific cell
adhesion molecules on brain capillary endothelial cells
and induce neuroinflammation, degradation of brain
capillary endothelial basal membrane leading to BBB
disruption, and apoptosis of various cells, all of which
aggravate EBI after SAH (Kanamaru and Suzuki, 2019;
Suzuki et al., 2020). MMP-9 is mainly a proteolytic
enzyme, which is involved in inflammatory responses
and induced by inflammatory cytokines and reactive
oxygen species, and degrades the extracellular matrix of
cerebral microvessel basal lamina such as collagen 1V,
laminin, fibronectin, and inter-endothelial tight junction
proteins such as zonula occludens (ZO)-1, causing BBB
disruption (Fig. 2) (Guo et al., 2010; Okada et al.,
2019b; Peeyush Kumar et al., 2019). Therefore, therapy
targeting TLR4 is possibly one of the novel options.
Indeed, a recent study demonstrated that a selective
TLR4 antagonist attenuated neurobehavioral
impairments and prevented BBB disruption via
suppression of the expression of MAPK c-Jun N-
terminal kinases (JNKs) and MMP-9 in SAH mice
(Okada et al., 2019b). On the other hand, the TRIF-
dependent pathway may induce interferon regulatory
factor-3 as well as NF-«B and MAPKs, releasing
interferon-f in a late phase of SAH (Akira and Takeda,
2004; Buchanan et al., 2010). Interferon-p modulates the
innate immune responses and exerts both anti-
inflammatory and anti-apoptotic effects (Akira and
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Fig. 1. Immunohistochemical staining for ionized calcium binding adapter molecule 1 (Iba-1) in the left temporal cortex at 1.0 mm posterior to the
bregma at 24 h after filament-perforation subarachnoid hemorrhage (SAH) in mice. Compared with sham-operated mice, microglia are increased and

activated after SAH.
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Takeda, 2004). The ligands of TLR4 interact with the
receptor without distinction and induce the same
downstream signaling pathways, but the control
mechanisms to switch from pro- to anti-inflammatory
reactions are poorly understood (Buchanan et al., 2010).

Cytosolic NLRs and inflammasome signaling
pathway

Inflammasomes are cytoplasmic multiprotein
oligomers and four NLR family members have been
described as components of inflammasomes: nucleotide-
binding domain and leucine-rich repeat-containing
protein (NLRP) 1, NLRP3, NLRP6, and NLR family
caspase activation and recruitment domain-containing
protein 4 (Schroder and Tschopp, 2010). NLRP3
inflammasome is the best studied one among all kinds of
inflammasomes (Abderrazak et al., 2015). Currently, no
ligand which directly binds to NLRP3 has been
established. However, many molecular mechanisms are
associated with NLRP3 activation via cell surface P2X7
receptor (P2X7R), an ATP-gated, non-selective cation
channel that belongs to the P2X superfamily (P2X1-7) of
purinoreceptors (Abderrazak et al., 2015). P2X7R is
abundant in the CNS and widely expressed in neurons
and glial cells (Monif et al., 2009; Di Virgilio et al.,
2017). The P2X7R is recognized by various non-protein
DAMPs including ATP and extracellular matrix
hyaluronic acid, and triggers a flux of cations (Na*, Ca**
and K%), leading to the activation of caspase-1, which
matures IL-1f3 and IL-18, subsequently contributing to
inflammation and neuronal apoptosis (Mariathasan et al.,
2006; Lister et al., 2007; Yamasaki et al., 2009; Chen et
al., 2013b; Khalafalla et al., 2017; Tang and Illes 2017).
Previous studies demonstrated that P2X7R and NLRP3
inflammasome contributed to neuroinflammation after
SAH (Chen et al., 2013b; Zhou et al., 2017). Activation
of P2X7R can also stimulate another downstream
response RhoA, which activates MAPKSs signaling
pathway including extracellular signal-regulated kinases
(ERKSs), INKs, and p38, leading to further aggravation of
brain injury including neuroinflammation (Panenka et al.,
2001; Papp et al., 2007; Chen et al., 2013a; Feng et al.,
2015; Zhao et al., 2016). In parallel, another non-protein
DAMP uric acid activates NLRP3 inflammasome (Tang
et al., 2013). However, it is currently unclear how uric
acid triggers NLRP3 inflammasome activation (Fig. 2)
(Tang et al., 2013; Yang et al., 2019b). The findings have
suggested that prevention of activation of P2X7R is
considered as a potential option for alleviating EBI in
SAH. Some inhibitors of P2X7R have been reported to
be useful in the prevention of acute neuroinflammation
and cell death after SAH (Chen et al., 2013a,b; Feng et
al., 2015; Zhao et al., 2016). Chen et al. (2013a,b)
demonstrated that a P2X7 antagonist BBG inhibited
activation of NLPR3 inflammasome and MAPK p38, and
alleviated neurologic deficits, inflammation, and
neuronal apoptosis in SAH rats. Zuo et al. (2018)
demonstrated that pretreatment with a selective

antagonist of P2X7R A438079 reduced inflammation and
increased neurogenesis after SAH in mice. Luo et al.
(2019) also demonstrated that a specific NLRP3
inhibitor, MCC950, exerted neuroprotective effects via
reduction of the infiltration of inflammatory cells in the
brain tissues and suppression of the release of pro-
inflammatory cytokines such as TNF-a, IL-18, and IL-6,

and MMP-9 in SAH rats.
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Fig. 2. Possible signaling pathways causing neuroinflammation
triggered by pattern recognition receptors in subarachnoid hemorrhage
(SAH). ATP, adenosine triphosphate; BBB, blood-brain barrier; DAMPs,
damage-associated molecular pattern molecules; Hb, hemoglobin;
HMGB1, high mobility group box 1; HSP, heat shock protein; IL,
interleukin; MAPK, mitogen-activated protein kinase; MyD88, myeloid
differentiation primary-response protein 88; NF-kB, nuclear factor-«B;
NLRP3, nucleotide-binding domain and leucine-rich repeat-containing
protein 3; P2X7, P2X7 receptor; RAGE, receptor for advanced glycation
end products; TNC, tenascin-C ; TLR4, Toll-like receptor 4.



627

Neuroinflammation in SAH

RAGE signaling pathway

RAGE is a transmembrane receptor and contains
three parts: an extracellular region that is responsible for
ligand interaction through its V domain, a
transmembrane domain to anchor the protein to the cell
surface, and a cytoplasmic domain that is responsible for
downstream signaling (Lee and Park, 2013). RAGE
exists in truncated forms following alternative splicing
or protease processing (Schaefer, 2014). RAGE
expression peaked at 24 h after SAH induction in rats,
and increased in neurons, glia, and microglia in the
human hippocampus and cortex (Choi et al., 2014;
Zheng and Wong, 2017). In addition, the expression of
RAGE is upregulated by its ligands such as HMGB1 and
S100 family of proteins (Bianchi et al., 2011; Kim et al.,
2011). RAGE signaling pathway is possibly responsible
for neuroinflammation after SAH (Sparvero et al., 2009;
Wang et al., 2017). Its binding to the ligands activates
Ras and the downstream signaling NF-»B and MAPKs
including p38 and ERK1/2 (Fig. 2) (Rovere-Querini et
al., 2004; Sparvero et al., 2009; Bianchi et al., 2011;
Kim et al., 2011; Lee and Park 2013; Rani et al., 2014).
In contrast, the soluble form of RAGE (sRAGE)
corresponds to the extracellular domain of RAGE
lacking cytosolic and transmembrane domains, and is
able to antagonize full-length RAGE and other receptors
by binding to DAMPs and other ligands, inhibiting
leukocyte recruitment in a variety of acute and chronic
inflammatory conditions (Wang et al., 2017).
Administration of recombinant sSRAGE reduced
neuronal cell death via suppression of inflammation in
SAH rats (Wang et al., 2017). In clinical settings,
SRAGE levels in the cerebrospinal fluid (CSF) tended to
increase in patients with poor outcome between 0 and 3
days after SAH (Sokét et al., 2017). The findings
suggest that ligands of RAGE induced by SAH may bind
to not only full-length RAGE, but also SRAGE. Further
investigations are expected to elucidate the relationships
between RAGE and post-SAH brain injury, and the
mechanisms.

Possible molecular mechanisms of neuroinflam-
mation in subacute and late phases

Inflammation plays important roles in mediating
DCI caused by cerebrovascular spasm, BBB disruption,
thrombosis, and recurrent waves of spreading
depolarization in the subacute and late stages
(Vergouwen et al., 2010). Both cellular and molecular
components take part in the inflammatory modulation in
the phase after SAH (Zheng and Wong, 2017).
Peripheral immune cells such as macrophages and
neutrophils are trapped in the subarachnoid perivascular
space owing to stagnation of CSF flow, and release
MMPs such as MMP-9 (Mehta et al., 2013), which
destroy the BBB and allow the immune cells in the
perivascular space to migrate into the brain parenchyma,
causing more releases of MMP-9 and further disruption

of the BBB (Guo et al., 2010; Peeyush Kumar et al.,
2019). Macrophages and neutrophils migrating in the
brain parenchyma due to BBB disruption also undergo
degranulation (Guo et al., 2010; Peeyush Kumar et al.,
2019), resulting in releases of various inflammatory
factors including endothelins (ETs) and reactive oxygen
species (Zheng and Wong, 2017). These factors can
cause inflammation-induced vasoconstriction,
meningitis, and vasogenic brain edema (Li et al., 2014).
In addition, microglia is highly polarized longer than 3
days after SAH in both animals and humans (Zheng and
Wong, 2019). M1 phenotype-associated markers CD68
and CD86 remained highly expressed at least until 72 h
in post-SAH rats (Li et al., 2018). In post-mortem
analyses of tissues, the expression of activated
microglial marker CD68 increased between 5 and 15
days after clinical SAH (Schneider et al., 2015), and
both pro-inflammatory and anti-inflammatory mediators
were detected in the CSF of SAH patients at 7 days post-
SAH (Greenhalgh et al., 2012). The pro-inflammatory
mediators and cytokines induce brain injury consisting
of neuronal apoptosis, microthrombosis and cerebral
vasoconstriction, and further activate peripheral immune
cells via upregulation of cellular adhesion molecules
(Geraghty et al., 2019). C-reactive protein (CRP), a
sensitive and unspecific systemic inflammatory marker,
is increased after 3 days of onset in both serum and CSF
in patients with aneurysmal SAH (Kacira et al., 2007).
CRP is stimulated to express by pro-inflammatory
cytokine IL-6, and its serum and CSF levels correlated
with the development of cerebral vasospasm and poor
outcome after SAH (Fountas et al., 2009). In contrast,
TLR4 may regulate inflammation via TRIF-dependent
signaling pathways in the late phase of SAH, although
the exact functions of TLR4 in the late phase are unclear
(Okada and Suzuki, 2017).

Inflammatory mediators and cytokines

Pro-inflammatory cytokines including IL-1f3, IL-6,
IL-8, TNF-a, and monocyte chemoattractant protein-1
are reported to be elevated in serum and CSF in
experimental models and patients with vasospasm,
though the evidence is conflicting and inconsistent
(Hopkins et al., 2012; Miller et al., 2014). IL-1p and IL-
6 levels were elevated in CSF within the first 72 h of
SAH in a clinical setting (Hendryk et al., 2003).
Following stimulation with IL-1f, IL-1 receptor recruits
the adaptor molecule MyDS88, and the receptor-adaptor
complex induces NF-»B signaling pathway (Sobowale et
al., 2016). In parallel, the complex also activates
MAPKSs signaling pathway including JNK and p38
(Sobowale et al., 2016). In addition, IL-1 upregulates the
expression of IL-6, which binds to IL-6 receptor and
activates a signal transducer and activator of
transcription (STAT) 3, followed by inflammatory
responses and the development of vasospasm in the CNS
(Sobowale et al., 2016). In experimental settings, a study
demonstrated that neutralizing antibody for IL-6 exerted
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inhibitory effects against cerebral vasospasm in rats
(Bowman et al., 2004). Simultaneously with increases in
pro-inflammatory cytokines, elevation of endogenous
IL-1 receptor antagonist (IL-1Ra) has been verified in
CSF of SAH patients with poor clinical conditions on
admission, and higher IL-1Ra levels in CSF resulted in
poor outcomes (Zheng and Wong, 2017). Previous
studies suggested that IL-1Ra exerted neuroprotective
effects and that the treatment with exogenous IL-1Ra is a
therapeutic candidate against neuroinflammation that is
induced by SAH (Greenhalgh et al., 2012; Singh et al.,
2014; Galea et al., 2018). Subcutaneous administration
of IL-1Ra reduced neuroinflammation and BBB
disruption in SAH rats (Greenhalgh et al., 2012). In
clinical settings, Singh et al. (2014) demonstrated that
intravenous IL-1Ra tended to reduce the concentration
of IL-6 in CSF and plasma of SAH patients, although the
study was insufficient to achieve statistical significance
owing to low enrollment. However, subcutaneous
administration of IL-1Ra in patients with SAH reduced
plasma concentrations of IL-6, fibrinogen, and CRP
between 3 and 8 days post-onset in randomized
controlled trials (Galea et al., 2018). On the other hand,
TNF-a levels were correlated with the severity of
vasospasm among patients with severe SAH, and higher
serum monocyte chemoattractant protein-1 levels were
associated with poor outcome but not the severity of
vasospasm (Miller et al., 2014). A couple of
experimental studies demonstrated the beneficial effects
of TNF-a inhibitors in SAH (Vecchione et al., 2009; Ma
et al., 2018). Vecchione et al. (2009) showed that a TNF-
o inhibitor infliximab attenuated vasospasm and brain
injury in SAH mice. Ma et al. (2018) showed that anti-
TNF-a antibody attenuated neuronal apoptosis by
inhibiting MAPK ERK1/2 in SAH rats.

As acute mediators of inflammation and cellular
adhesion molecules, the selectin family is also involved
in neuroinflammation after SAH (Yang et al., 2019a).
The selectin family consists of three members:
leukocyte- (L-) selectin, endothelial- (E-) selectin, and
platelet- (P-) selectin (Miller et al., 2014). The selectin
family induces binding and migration of leukocytes to
vascular endothelium through injured tissues (Yang et
al., 2019a). L-selectin and E-selectin are constitutively
expressed on cell surfaces whereas P-selectin is exposed
on cell surface by stimuli with histamine or thrombin
(Miller et al., 2014). Serum P-selectin levels were
increased in patients with SAH who developed DCI,
while L-selectin levels were decreased in patients with
DCI (Nissen et al., 2001). Some studies showed
elevation levels of E-selectin in serum and CSF after
SAH (Tanriverdi et al., 2005), while others have failed to
detect a higher concentration of E-selectin in the CSF of
patients with SAH, even though other inflammatory
molecules such as IL-6, IL-8, and monocyte
chemoattractant protein-1 were elevated (Gaetani et al.,
1998). Heparin and its low molecular weight derivatives
are potent inhibitors of P- and L-selectins (Stevenson et
al., 2005). Several clinical studies have suggested that

heparin and its low molecular weight derivative
enoxaparin reduce the incidence of clinical vasospasm
and DCI following aneurysmal SAH (Hayman et al.,
2017). Anti-E-selectin antibody also decreased
vasospasm in SAH mice (Lin et al., 2005).

On the other hand, NO is released from activated
glial cells during neuroinflammation (Zheng and Wong
2019). NO is synthesized enzymatically by three NO
synthase (NOS) isoforms, endothelial (eNOSs), neuronal
(nNOSs), and inducible NOSs (iNOSs) (Cooke and
Dzau, 1997). NO provides vasodilatory and
cytoprotective responses to tissues under a normal
physiological state (Cooke and Dzau, 1997; van Faassen
et al., 2009). However, NO is overexpressed under
abnormal situations including SAH, and excess NO acts
as a pro-inflammatory mediator (Miller et al., 2014).
Both eNOS and iNOS were overexpressed after SAH in
mice (Miller et al., 2014). The expression of iNOS is
controlled by some inflammatory signaling pathways
including NF-«B, Janus tyrosine kinase/STAT, and
MAPKSs signaling pathways (Pannu and Singh, 2006).
Upregulation of iNOS generates excess NO and
peroxynitrite, which mediate significant bystander
cellular injury (Igbal et al., 2016). Therefore, blockage
of iNOS possibly presents a therapeutic option. In
experimental studies, a selective iNOS inhibitor,
aminoguanidine, alleviated cerebral vasospasm after
SAH (Sayama et al., 1999; Zheng et al., 2010). In
contrast, the function of eNOS is more complicated. In
an animal model of SAH, simvastatin was shown to
enhance the activity of eNOS and to improve outcomes
via the attenuation of cerebral vasospasm (McGirt et al.,
2002; Sugawara et al., 2008). On the other hand,
knockout of eNOS in mice reduced the development of
vasospasm, superoxide production, and Zn** release as
well as microthrombosis formation and neuronal
degeneration: eNOS knockout induced nNOS expression
but had no effect on iNOS production (Sabri et al.,
2013). This discrepancy of the action of eNOS may be
explained by the “eNOS uncoupling”. When eNOS is
uncoupled, eNOS causes detrimental effects such as
induction of neuronal apoptosis, microvascular
dysfunction, and large artery vasospasm (Forstermann
and Miinzel, 2006). The eNOS uncoupling could be
reversed by drugs like simvastatin, which has
antioxidant and other protective effects that may
preserve eNOS function (Forstermann and Miinzel,
2006).

ETs are pro-inflammatory mediators produced by
vascular endothelial cells and smooth muscle cells, and
are thought to contribute to the development of tissue
inflammation and cerebral edema (Miyauchi and
Masaki, 1999). Some studies demonstrated that ET-1
levels in CSF correlated with the hemorrhage volume in
the cisterns and were increased in patients with
symptomatic vasospasm following SAH (Seifert et al.,
1995; Mascia et al., 2001; Jung et al., 2012). However,
other studies found neither significant elevations of ET-
1 in the plasma and CSF nor a correlation between CSF
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ET-1 levels and vasospasm after SAH (Hamann et al.,
1993; Jung et al., 2012). Experimental findings were
similar to clinical findings as to ET-1 (Miller et al.,
2014). Overexpressed ET-1 in transgenic mice caused
more pronounced cerebral vasospasm and cerebral
edema, and an ET-A receptor antagonist ameliorated
cerebral vasospasm and cerebral edema after SAH
(Yeung et al., 2013). In addition, inhibition of both ET-1
and ET receptors exerted neuroprotective effects via
attenuation of cerebral vasospasm (Siasios et al., 2013).
However, other studies did not show beneficial effects
of ET-1 antagonists and ET-A receptor antagonists
against post-SAH neurovascular events (Miller et al.,
2014).

Contribution of MCPs to neuroinflammation after
SAH

MCPs are a component of the extracellular matrix
and are currently considered to be an important inducer
of inflammatory reactions (Liu et al., 2018; Nishikawa
and Suzuki 2018). MCPs have a number of
characteristics, as follows (Suzuki et al., 2020). First,
MCPs are secreted and soluble proteins controlled by
many stimuli, although the expression levels are low in a
steady-state condition in adult tissues in general. Second,
MCPs appear in almost any tissue and cell type under
the specified conditions in space and time. Third, MCPs
have a variety of functions through binding to receptors,
other matrix proteins, growth factors, and cytokines. The
functions include controlling of cellular morphology and
behavior (differentiation, migration, and survival or
apoptosis), modulation of the molecules’ functions or
cellular responses to the molecules at the plasma
membrane, intracellularly, in body fluids or the
extracellular matrix, and acting as reservoirs of the
molecules. Fourth, knockout of MCPs in mice undergo
normal development. Accumulating evidence suggests
that many kinds of MCPs such as TNC, osteopontin,
galectin-3, and periostin contribute to the aggravation or
improvement of neuroinflammation after SAH (Murphy-
Ullrich and Sage, 2014; Kanamaru et al., 2019a; Suzuki
et al., 2020).

TNC typically forms a hexamer (Suzuki et al.,
2020). However, alternatively spliced fibronectin type-
III repeats, post-translational modifications, and
proteolytic processing cause the production of many
isoforms, and affect neuronal functions (Suzuki et al.,
2018). TNC is upregulated at the site of tissue damage
including SAH and is expressed in spastic cerebral
arteries (endothelial, smooth muscle, adventitial, and
periarterial inflammatory cells) and brain tissues
(astrocytes, neurons, and brain capillary endothelial
cells), possibly resulting in aggravation of
neuroinflammation and cerebral vasospasm after SAH
(Shiba et al., 2014; Shiba and Suzuki, 2019; Suzuki and
Kawakita, 2016). To make matters worse, TNC may
amplify the expression levels of TNC by positive
feedback loops utilizing TLR4 signaling pathway in

SAH, because TNC itself is one of the ligands of TLR4
(Midwood et al., 2009; Okada and Suzuki, 2017). In
experimental studies, an intracisternal injection of TNC
activated MAPKs and caused prolonged cerebral artery
constriction via TLR4 and epidermal growth factor
receptor in healthy rats (Fujimoto et al., 2013, 2015,
2016a). Knockout of TNC in SAH mice showed fewer
inflammatory cell infiltrations in the subarachnoid space
via suppression of TLR4/NF-«B/IL-1f3, IL-6, and MMP-
9 signaling pathway (Fujimoto et al., 2018; Liu et al.,
2018; Shiba and Suzuki, 2019). In addition, blockage of
TNC induction by imatinib mesylate attenuated
neurological impairments and prevented activation of
MAPKSs including ERK1/2, JNK, and p38 in brain after
SAH in mice (Suzuki and Kawakita, 2016). In clinical
settings, a selective inhibitor of phosphodiesterase type
III, cilostazol, suppressed plasma levels of TNC, and
prevented DCI and chronic shunt-dependent
hydrocephalus, resulting in better outcomes of patients
with SAH (Nakatsuka et al., 2017; Suzuki et al., 2019).
Cilostazol is an antiplatelet drug and a peripheral artery
vasodilator with pleiotropic actions including the
inhibition of inflammatory reactions, endothelial cell
injuries, and phenotypic transformation of smooth
muscle cells in cerebral arteries (Suzuki et al., 2019).
Endogenous TNC levels in the CSF peaked immediately
after SAH, while the plasma TNC levels peaked between
4 and 6 days in patients with SAH (Suzuki et al., 2018).
Higher levels of TNC in CSF were associated with
worse admission clinical grades, more massive SAH
volume on computed tomographic scans at admission,
higher incidences of angiographic vasospasm or DCI,
and worse outcomes (Suzuki et al., 2018). The findings
suggest that severe SAH or EBI may induce higher
expression of TNC, and that TNC levels in CSF may be
a useful biomarker to predict the development of
angiographic vasospasm and DCI (Suzuki and Kawakita,
2016; Nishikawa and Suzuki, 2017).

Osteopontin is a secreted glycosylated
phosphoprotein that can bind to several integrin
receptors including avp1, avp3, avp5, a4f1, a5p1,
a8f1, a9p1, and CD44 (Ellison et al., 1999; Takada et
al., 2007). Osteopontin is expressed in response to
injury, stress, and inflammation in various cells, and is
involved in homeostasis, angiogenesis, and immune
responses (Rogall et al., 2018). In a rat model of SAH,
osteopontin is induced in reactive astrocytes and
capillary endothelial cells and peaks at 72 h post-
hemorrhage (Liu and Suzuki. 2018). Osteopontin may
exert neuroprotective effects against post-SAH EBI via
the following multiple mechanisms: 1) suppression of
microcirculatory dysfunctions via stabilizing vascular
smooth muscle cell phenotypes through the activation of
integrin-linked kinase/Rac-1 signaling pathways; 2)
inhibition of neuronal apoptosis through integrin-
mediated activation of phosphoinositide 3-kinase
(PI3K)/Akt signaling pathway; 3) prevention of BBB
disruption through integrin-mediated inactivation of NF-
®B/MMP-9 and MAPKs/MMP-9 and/or vascular
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endothelial growth factor-A signaling pathways, or via
CD44 splicing-mediated glycosylated P-glycoprotein in
brain capillary endothelial cells; and 4) suppression of
neuroinflammation by the downregulation of
iNOS/MMP-9, providing the molecular link between
degradation of the extracellular matrix and tissue
remodeling (Liu and Suzuki, 2018; Wu et al., 2011). In
experimental models of hemorrhagic stroke,
recombinant osteopontin prevented the expression of
iNOS and MMP-9, and suppressed the degradation of
Z0-1, reducing brain edema and improving
neurobehavioral status (Wu et al., 2011). Recombinant
osteopontin also suppressed the Statl phosphorylation
and the expression of iNOS, causing the inhibition of
MMP-9 induction in intracerebral hemorrhage mice (Wu
et al., 2011). In addition, recombinant osteopontin
increased an endogenous MAPK inhibitor, MAPK
phophatase-1, in cerebral artery smooth muscle cells via
binding to L-arginyl-glycyl-L-aspartate-dependent
integrins in SAH mice (Wu et al., 2011; Kawakita et al.,
2019). Interestingly, osteopontin seems to act as an
antagonist of another matricellular protein TNC in the
setting of SAH (Nishikawa and Suzuki, 2017). This may
be because osteopontin binds to TNC’s receptors
competitively owing to sharing some receptors with each
other (Suzuki and Kawakita, 2016). Clinically, plasma
osteopontin levels were increased and peaked between 4
and 6 days post-SAH, and higher plasma levels of
osteopontin were an independent predictor of 3-month
poor outcomes in patients with aneurysmal SAH
(Nakatsuka et al., 2018).

Galectin belongs to the [3-galactoside-binding lectin
superfamily composed of 1 or 2 carbohydrate-
recognition domains (CRDs) (Elola et al., 2007;
Jayakumar et al., 2017). Galectin-3 is the sole member
of chimera-type galectin, and comprises one CRD and
one N-terminal non-CRD for carbohydrate binding
(Nishikawa and Suzuki, 2018). Galectin-3 acts as a
TLR4 ligand through its CRD and activates the
downstream signaling (Burguillos et al., 2015). In a
mouse model of SAH, galectin-3 was upregulated in
brain capillary endothelial cells, and activated MAPK
ERK1/2 and STAT-3 via TLR4 (Nishikawa et al.,
2018a). A galectin-3 inhibitor, citrus pectin, attenuated
BBB disruption via inactivation of TLR4-ERK1/2-
MMP-9 signaling pathways (Nishikawa and Suzuki,
2018; Nishikawa et al., 2018a). In a clinical setting,
higher levels of plasma galectin-3 on admission were
correlated with worse clinical grades on admission and
poorer 6-month outcomes in patients with aneurysmal
SAH, and plasma galectin-3 levels on days 1-3 post-
SAH were an independent predictor of the development
of DCI, regardless of the presence or absence of
cerebral vasospasm (Liu et al., 2016; Nishikawa et al.,
2018Db).

Periostin is a N-glycoprotein with a N-terminal
cysteine-rich EMI domain, fourfold repeated fasciclin I
(FAS1) domain in the middle, and a hydrophilic C-

terminal alternative splicing domain (Nishikawa and
Suzuki, 2017; Kanamaru et al., 2019a,b). Periostin is
highly secreted by stromal cells, which are stimulated by
TGF-f and other local cytokines or growth factors that
are produced by epithelial cells and other cells (Liu et
al., 2014). An experimental study demonstrated that
periostin was induced in brain capillary endothelial cells
and neurons in cerebral cortex at 24 h after SAH
induction (Liu et al., 2017). Periostin variants may exert
different functions by directly binding to various
extracellular matrix components such as fibronectin,
collagens, heparin, and TNC through the C-terminal
region (Norris et al., 2008; Kii et al., 2010; Shiba et al.,
2014; Fujimoto et al., 2016b). Periostin also directly
interacts with integrins and TNC through its FASI
domains (Liu et al., 2014; Kudo, 2017). Periostin
induces TNC expression, and vice versa (Kawakita and
Suzuki, 2020). Both periostin and TNC cause BBB
disruption via MAPKs signaling pathway (Kawakita and
Suzuki, 2020). Neutralization of periostin prevented
BBB disruption and post-SAH TNC induction, which
were aggravated by administration of recombinant
periostin (Liu et al., 2017). Anti-periostin antibody
alleviated post-SAH BBB disruption, brain edema, and
neurobehavioral impairments via downregulation of
TNC, inactivation of MAPKs including p38 and
ERK1/2, and downregulation of MMP-9, resulting in the
retention of ZO-1 (Liu et al., 2017). On the other hand,
knockout of TNC in mice inhibited post-SAH periostin
induction and neurobehavioral impairments (Liu et al.,
2017). The interaction between periostin and TNC
would play an important role in post-SAH EBI and
provide a new insight for future research (Liu et al.,
2017). With regard to receptors of periostin, integrins
avpl, avp3, avPs, and a6P4 have been reported in
cardiac and cancer cells (Horiuchi et al., 1999; Bonnet et
al., 2016). However, to our best knowledge, no study has
examined the relationships between periostin and the
specific integrin subtypes in cerebrovascular diseases.
Periostin  binds to integrins, leading to
neuroinflammation and BBB disruption via activation of
MAPKSs and upregulation of MMP-9 in experimental
SAH (Kawakita and Suzuki, 2020). In contrast, binding
of periostin to integrins also induces neurogenesis via
activation of PI3K/Akt signaling pathways and
upregulation of anti-inflammatory cytokine TGF-f3
(Kawakita and Suzuki, 2020). In clinical settings, higher
serum levels of periostin on admission were related to
worse initial neurological status, larger hemorrhage
volume, more frequent development of DCI and poorer
outcomes in patients with aneurysmal SAH (Luo et al.,
2018). In addition, plasma periostin levels increased
preceding the development of DCI irrespective of the
presence or absence of cerebral vasospasm (Kanamaru et
al., 2019b; Kawakita and Suzuki, 2020). Therefore,
peripheral blood levels of periostin may be one of
biomarkers to predict the development of post-SAH DCI
irrespective of the development of cerebral vasospasm.
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Conclusions

Neuroinflammation is one of the most common
causes of brain injury in SAH, and some studies indicate
that targeting neuroinflammation would be a therapeutic
option (Lucke-Wold et al., 2016). In contrast, other
clinical studies have found that modulating inflammation
following SAH has no beneficial effects (Lucke-Wold et
al., 2016). It is likely that inflammatory signaling
pathways and mediators act as protective or detrimental
responses at different phases. Indeed, microglia/
macrophages are also involved in clot phagocytosis in
hemorrhagic stroke (Zhao et al., 2009; Aronowski and
Zhao, 2011; Hammond et al., 2014; Keep et al., 2018).
Interestingly, monocytes played a role in tissue repair
and hematoma phagocytosis in hemorrhagic stroke,
while depletion of inflammatory monocytes reduced
brain damage in hemorrhagic stroke (Zhao et al., 2009;
Aronowski and Zhao, 2011, Hammond et al., 2014;
Keep et al., 2018). Monocytes are comprised of two
populations: CCR2+Ly6Chi and CX3CR1+Ly6C—. The
former exerts inflammatory effects at perihematomal
brain tissue, while the latter patrols the endothelium of
blood vessels and is considered to have a healing role
(Hammond et al., 2014). Thus, it is important to
suppress neuroinflammation without preventing
neuroprotective immunoreaction. Tailoring therapy to
match the timing and intensity of an individual patient’s
inflammatory response would need to be developed in
the future.

On the other hand, at clinical practice, it is much
more difficult to assess neuroinflammation compared to
large-vessel vasospasm. To predict or diagnose early a
risk of EBI and DCI after SAH, reliable biomarkers
should be explored (Geraghty et al., 2019). Peripheral
blood levels of MCPs may be good candidates for
guiding us to diagnose neuroinflammation earlier
(Suzuki et al., 2018; Tanioka et al., 2019). To elucidate
the appropriate inflammatory biomarkers and the
mechanisms of neuroinflammation after SAH, further in
vivo and in vitro investigations should be implemented
with meticulous study designs (Suzuki and Nakano,
2018).

References

Abderrazak A., Syrovets T., Couchie D., El Hadri K., Friguet B., Simmet
T. and Rouis M. (2015). NLRP3 inflammasome: from a danger
signal sensor to a regulatory node of oxidative stress and
inflammatory diseases. Redox Biol. 4, 296-307.

Akira S. and Takeda K. (2004). Toll-like receptor signaling. Nat. Rev.
Immunol. 4, 499-511.

Aloisi F. (2001). Immune function of microglia. Glia 36, 165-179.

Aronowski J. and Zhao X. (2011). Molecular pathophysiology of cerebral
hemorrhage: secondary brain injury. Stroke 42, 1781-1786.

Bianchi R., Kastrisianaki E., Giambanco |. and Donato R. (2011). S100B
protein stimulates microglia migration via RAGE-dependent up-
regulation of chemokine expression and release. J. Biol. Chem. 286,
7214-7226.

Bonnet N., Garnero P. and Ferrari S. (2016). Periostin action in bone.
Mol. Cell. Endocrinol. 432, 75-82.

Bowman G., Dixit S., Bonneau R.H., Chinchilli V.M. and Cockroft K.M.
(2004). Neutralizing antibody against interleukin-6 attenuates
posthemorrhagic vasospasm in the rat femoral artery model.
Neurosurgery 54, 719-726.

Buchanan M.M., Hutchinson M., Watkins L.R. and Yin H. (2010). Toll-
like receptor 4 in CNS pathologies. J. Neurochem. 114, 13-27.

Budohoski K.P., Guilfoyle M., Helmy A., Huuskonen T., Czosnyka M.,
Kirollos R., Menon D.K., Pickard J.D. and Kirkpatrick P.J. (2014).
The pathophysiology and treatment of delayed cerebral ischaemia
following subarachnoid haemorrhage. J. Neurol. Neurosurg.
Psychiatry 85, 1343-1353.

Burguillos M.A., Svensson M., Schulte T., Boza-Serrano A., Garcia-
Quintanilla A., Kavanagh E., Santiago M., Viceconte N., Oliva-Martin
M.J., Osman A.M., Salomonsson E., Amar L., Persson A., Blomgren
K., Achour A., Englund E., Leffler H., Venero J.L., Joseph B. and
Deierborg T. (2015). Microglia-secreted galectin-3 acts as a toll-like
receptor 4 ligand and contributes to microglial activation. Cell Rep.
10, 1626-1638.

Caffes N., Kurland D.B., Gerzanich V. and Marc Simard J. (2015).
Glibenclamide for the treatment of ischemic and hemorrhagic stroke.
Int. J. Mol. Sci. 16, 4973-4984.

Chaudhry S.R., Hafez A., Jahromi B.R., Kinfe T.M., Lamprecht A.,
Niemeléd M. and Muhammad S. (2018). Role of damage associated
molecular pattern molecules (DAMPs) in aneurysmal subarachnoid
hemorrhage (aSAH). Int. J. Mol. Sci. 19, 2035.

Chen S., Ma Q., Krafft P.R., Chen Y., Tang J., Zhang J. and Zhang J.H.
(2013a). P2X7 receptor antagonism inhibits p38 mitogen-activated
protein kinase activation and ameliorates neuronal apoptosis after
subarachnoid hemorrhage in rats. Crit. Care Med. 41, e466-e474.

Chen S., Ma Q., Krafft P.R., Hu Q., Rolland W., Sherchan P., Zhang J.,
Tang J. and Zhang J.H. (2013b). P2X7R/cryopyrin inflammasome
axis inhibition reduces neuroinflammation after SAH. Neurobiol. Dis.
58, 296-307.

Choi B.-R., Cho W.-H., Kim J., Lee H.J., Chung C., Jeon W.K. and Han
J.-S. (2014). Increased expression of the receptor for advanced
glycation end products in neurons and astrocytes in a triple
transgenic mouse model of Alzheimer’s disease. Exp. Mol. Med. 46,
e75.

Cooke J.P. and Dzau V.J. (1997). Nitric oxide synthase: role in the
genesis of vascular disease. Annu. Rev. Med. 48, 489-509.

David S. and Kroner A. (2011). Repertoire of microglial and macrophage
responses after spinal cord injury. Nat. Rev. Neurosci. 12, 388-399.

Di Virgilio F., Dal Ben D., Sarti A.C., Giuliani A.L. and Falzoni S. (2017).
The P2X7 Receptor in Infection and Inflammation. Immunity 47, 15-
31.

Ellison J.A., Barone F.C. and Feuerstein G.Z. (1999). Matrix remodeling
after stroke. De novo expression of matrix proteins and integrin
receptors. Ann. N. Y. Acad. Sci. 890, 204-222.

Elola M.T., Wolfenstein-Todel C., Troncoso M.F., Vasta G.R. and
Rabinovich G.A. (2007). Galectins: matricellular glycan-binding
proteins linking cell adhesion, migration, and survival. Cell. Mol. Life
Sci. 64, 1679-1700.

Fang H., Wang P.-F., Zhou Y., Wang Y.-C. and Yang Q.-W. (2013).
Toll-like receptor 4 signaling in intracerebral hemorrhage-induced
inflammation and injury. J. Neuroinflammation 10, 27.

Feng L., Chen Y., Ding R., Fu Z., Yang S., Deng X. and Zeng J. (2015).
P2X7R blockade prevents NLRP3 inflammasome activation and



632

Neuroinflammation in SAH

brain injury in a rat model of intracerebral hemorrhage: involvement
of peroxynitrite. J. Neuroinflammation 12, 190.

Férstermann U. and Minzel T. (2006). Endothelial nitric oxide synthase
in vascular disease: from marvel to menace. Circulation 113, 1708-
1714.

Fountas K.N., Tasiou A., Kapsalaki E.Z., Paterakis K.N., Grigorian A.A.,
Lee G.P. and Robinson J.S. (2009). Serum and cerebrospinal fluid
C-reactive protein levels as predictors of vasospasm in aneurysmal
subarachnoid hemorrhage. Clinical article. Neurosurg. Focus 26,
E22.

Fujimoto M., Suzuki H., Shiba M., Shimojo N., Imanaka-Yoshida K.,
Yoshida T., Kanamaru K., Matsushima S. and Taki W. (2013).
Tenascin-C induces prolonged constriction of cerebral arteries in
rats. Neurobiol. Dis. 55, 104-109.

Fujimoto M., Shiba M., Kawakita F., Shimojo N., Imanaka-Yoshida K.,
Yoshida T., Kanamaru K., Taki W. and Suzuki H. (2015).
Vasoconstrictive effect of tenascin-C on cerebral arteries in rats.
Acta Neurochir. Suppl. 120, 99-103.

Fujimoto M., Shiba M., Kawakita F., Liu L., Nakasaki A., Shimojo N.,
Imanaka-Yoshida K., Yoshida T. and Suzuki H. (2016a). Epidermal
growth factor-like repeats of tenascin-C-induced constriction of
cerebral arteries via activation of epidermal growth factor receptors
in rats. Brain Res. 1642, 436-444.

Fujimoto M., Shiba M., Kawakita F., Liu L., Shimojo N., Imanaka-
Yoshida K., Yoshida T. and Suzuki H. (2016b). Deficiency of
tenascin-C and attenuation of blood-brain barrier disruption following
experimental subarachnoid hemorrhage in mice. J. Neurosurg. 124,
1693-1702.

Fujimoto M., Shiba M., Kawakita F., Liu L., Shimojo N., Imanaka-
Yoshida K., Yoshida T. and Suzuki H. (2018). Effects of tenascin-C
knockout on cerebral vasospasm after experimental subarachnoid
hemorrhage in mice. Mol. Neurobiol. 55, 1951-1958.

Gaetani P., Tartara F., Pignatti P., Tancioni F., Rodriguez y Baena R.
and De Benedetti F. (1998). Cisternal CSF levels of cytokines after
subarachnoid hemorrhage. Neurol. Res. 20, 337-342.

Galea J., Ogungbenro K., Hulme S., Patel H., Scarth S., Hoadley M.,
Illingworth K., McMahon C.J., Tzerakis N., King A.T., Vail A,
Hopkins S.J., Rothwell N. and Tyrrell P. (2018). Reduction of
inflammation after administration of interleukin-1 receptor antagonist
following aneurysmal subarachnoid hemorrhage: results of the
Subcutaneous Interleukin-1Ra in SAH (SCIL-SAH) study. J.
Neurosurg. 128, 515-5283.

Geraghty J.R., Davis J.L. and Testai F.D. (2019). Neuroinflammation
and microvascular dysfunction after experimental subarachnoid
hemorrhage: Emerging components of early brain injury related to
outcome. Neurocrit. Care 31, 373-389.

Graeber M.B. (2010). Changing face of microglia. Science 330, 783-
788.

Greenhalgh A.D., Brough D., Robinson E.M., Girard S., Rothwell N.J.
and Allan S.M. (2012). Interleukin-1 receptor antagonist is beneficial
after subarachnoid haemorrhage in rat by blocking haem-driven
inflammatory pathology. Dis. Model. Mech. 5, 823-833.

Guo Z., Sun X., He Z., Jiang Y., Zhang X. and Zhang J.H. (2010). Matrix
metalloproteinase-9 potentiates early brain injury after subarachnoid
hemorrhage. Neurol. Res. 32, 715-720.

Hamann G., Isenberg E., Strittmatter M. and Schimrigk K. (1993).
Absence of elevation of big endothelin in subarachnoid hemorrhage.
Stroke 24, 383-386.

Hammond M.D., Taylor R.A., Mullen M.T., Ai Y., Aguila H.L., Mack M.,

Kasner S.E., McCullough L.D. and Sansing L.H. (2014). CCR2 +
Ly6C(hi) inflammatory monocyte recruitment exacerbates acute
disability following intracerebral hemorrhage. J. Neurosci. 34, 3901-
3909.

Hanafy K.A. (2013). The role of microglia and the TLR4 pathway in
neuronal apoptosis and vasospasm after subarachnoid hemorrhage.
J. Neuroinflammation 10, 83.

Hayman E.G., Patel A.P., James R.F. and Simard J.M. (2017). Heparin
and heparin-derivatives in post-subarachnoid hemorrhage brain
injury: a multimodal therapy for a multimodal disease. Molecules 22,
724.

Hendryk S., Jarzab B. and Josko J. (2003). Increase of the IL-1 beta
and IL-6 levels in CSF in patients with vasospasm following
aneurysmal SAH. Neuro. Endocrinol. Lett. 25, 141-147.

Hopkins S.J., McMahon C.J., Singh N., Galea J., Hoadley M., Scarth S.,
Patel H., Vail A., Hulme S., Rothwell N.J., King A.T. and Tyrrell P.J.
(2012). Cerebrospinal fluid and plasma cytokines after subarachnoid
haemorrhage: CSF interleukin-6 may be an early marker of infection.
J. Neuroinflammation 9, 255.

Horiuchi K., Amizuka N., Takeshita S., Takamatsu H., Katsuura M.,
Ozawa H., Toyama Y., Bonewald L.F. and Kudo A. (1999).
Identification and characterization of a novel protein, periostin, with
restricted expression to periosteum and periodontal ligament and
increased expression by transforming growth factor . J. Bone
Miner. Res. 14, 1239-1249.

Hu X., Li P., Guo Y., Wang H., Leak R.K., Chen S., Gao Y. and Chen J.
(2012). Microglia/macrophage polarization dynamics reveal novel
mechanism of injury expansion after focal cerebral ischemia. Stroke
43, 3063-3070.

Igbal S., Hayman E.G., Hong C., Stokum J.A., Kurland D.B., Gerzanich
V. and Simard J.M. (2016). Inducible nitric oxide synthase (NOS-2)
in subarachnoid hemorrhage: regulatory mechanisms and
therapeutic implications. Brain Circ. 2, 8-19.

Jayakumar A.R., Apeksha A. and Norenberg M.D. (2017). Role of
matricellular proteins in disorders of the central nervous system.
Neurochem. Res. 42, 858-875.

Jung C.S., Lange B., Zimmermann M. and Seifert V. (2012). The CSF
concentration of ADMA, but not of ET-1, is correlated with the
occurrence and severity of cerebral vasospasm after subarachnoid
hemorrhage. Neurosci. Lett. 524, 20-24.

Kacira T., Kemerdere R., Atukeren P., Hanimoglu H., Sanus G.Z., Kucur
M., Tanriverdi T., Gumustas K. and Kaynar M.Y. (2007). Detection of
caspase-3, neuron specific enolase, and high-sensitivity C-reactive
protein levels in both cerebrospinal fluid and serum of patients after
aneurysmal subarachnoid hemorrhage. Neurosurgery 60, 674-680.

Kanamaru H. and Suzuki H. (2019). Potential therapeutic molecular
targets for blood-brain barrier disruption after subarachnoid
hemorrhage. Neural Regen. Res. 14, 1138-1143.

Kanamaru H., Kawakita F., Asada R. and Suzuki H. (2019a). The role of
periostin in brain injury caused by subarachnoid hemorrhage. OBM
Neurobiol. 3, 15.

Kanamaru H., Kawakita F., Nakano F., Miura Y., Shiba M., Yasuda R.,
Toma N. and Suzuki H. (2019b). Plasma periostin and delayed
cerebral ischemia after aneurysmal subarachnoid hemorrhage.
Neurotherapeutics 16, 480-490.

Kawakita F. and Suzuki H. (2020). Periostin in cerebrovascular disease.
Neural Regen. Res. 15, 63-64.

Kawakita F., Fujimoto M., Liu L., Nakano F., Nakatsuka Y. and Suzuki
H. (2017). Effects of Toll-like receptor 4 antagonists against cerebral



633

Neuroinflammation in SAH

vasospasm after experimental subarachnoid hemorrhage in mice.
Mol. Neurobiol. 54, 6624-6633.

Kawakita F., Kanamaru H., Asada R. and Suzuki H. (2019). Potential
roles of matricellular proteins in stroke. Exp. Neurol. 322, 113057.
Keep R.F., Andjelkovic A.V., Xiang J., Stamatovic S.M., Antonetti D.A.,
Hua Y. and Xi G. (2018). Vascular disruption and blood-brain barrier
dysfunction in intracerebral hemorrhage. J. Cereb. Blood Flow

Metab. 38, 1255-1275.

Khalafalla M.G., Woods L.T., Camden J.M., Khan A.A., Limesand K.H.,
Petris M.J., Erb L. and Weisman G.A. (2017). P2X7 receptor
antagonism prevents IL-1(3 release from salivary epithelial cells and
reduces inflammation in a mouse model of autoimmune
exocrinopathy. J. Biol. Chem. 292, 16626-16637.

Kii I., Nishiyama T., Li M., Matsumoto K., Saito M., Amizuka N. and
Kudo A. (2010). Incorporation of tenascin-C into the extracellular
matrix by periostin underlies an extracellular meshwork architecture.
J. Biol. Chem. 285, 2028-2039.

Kim S.-W., Lim C.-M., Kim J.-B., Shin J.-H., Lee S., Lee M. and Lee J.-
K. (2011). Extracellular HMGB1 released by NMDA treatment
confers neuronal apoptosis via RAGE-p38 MAPK/ERK signaling
pathway. Neurotox. Res. 20, 159-169.

Kudo A. (2017). Introductory review: periostin—gene and protein
structure. Cell. Mol. Life Sci. 74, 4259-4268.

Lee E.J. and Park J.H. (2013). Receptor for advanced glycation
endproducts (RAGE), its ligands, and soluble RAGE: potential
biomarkers for diagnosis and therapeutic targets for human renal
diseases. Genomics Inform. 11, 224-229.

Li W.-D., Sun Q., Zhang X.-S., Wang C.-X,, Li S., Li W. and Hang C.-H.
(2014). Expression and cell distribution of neuroglobin in the brain
tissue after experimental subarachnoid hemorrhage in rats: a pilot
study. Cell. Mol. Neurobiol. 34, 247-255.

Li R., Liu W,, Yin J., Chen Y., Guo S., Fan H., Li X, Zhang X., He X.
and Duan C. (2018). TSG-6 attenuates inflammation-induced brain
injury via modulation of microglial polarization in SAH rats through
the SOCS3/STAT3 pathway. J. Neuroinflammation 15, 231.

Lin C.-L., Dumont A.S., Calisaneller T., Kwan A.-L., Hwong S.-L. and
Lee K.S. (2005). Monoclonal antibody against E selectin attenuates
subarachnoid hemorrhage-induced cerebral vasospasm. Surg.
Neurol. 64, 201-206.

Lister M.F., Sharkey J., Sawatzky D.A., Hodgkiss J.P., Davidson D.J.,
Rossi A.G. and Finlayson K. (2007). The role of the purinergic P2X7
receptor in inflammation. J. Inflamm. (Lond.) 4, 5.

Liu L. and Suzuki H. (2018). The role of matricellular proteins in
experimental subarachnoid hemorrhage-induced early brain injury.
In: Springer Series in Translational Stroke Research: Cellular and
Molecular Approaches to Regeneration and Repair. Lapchak P.A.
and Zhang J.H. (eds). Springer Nature. Cham. pp 397-407.

Liu A.Y., Zheng H. and Ouyang G. (2014). Periostin, a multifunctional
matricellular protein in inflammatory and tumor microenvironments.
Matrix Biol. 37, 150-156.

Liu H., Liu Y., Zhao J., Liu H. and He S. (2016). Prognostic value of
plasma galectin-3 levels after aneurysmal subarachnoid
hemorrhage. Brain Behav. 6, e00543.

Liu L., Kawakita F., Fujimoto M., Nakano F., Imanaka-Yoshida K.,
Yoshida T. and Suzuki H. (2017). Role of periostin in early brain
injury after subarachnoid hemorrhage in mice. Stroke 48, 1108-
1111.

Liu L., Fujimoto M., Nakano F., Nishikawa H., Okada T., Kawakita F.,
Imanaka-Yoshida K., Yoshida T. and Suzuki H. (2018). Deficiency of

tenascin-C alleviates neuronal apoptosis and neuroinflammation
after experimental subarachnoid hemorrhage in mice. Mol.
Neurobiol. 55, 8346-8354.

Lucke-Wold B.P., Logsdon A.F., Manoranjan B., Turner R.C.,
McConnell E., Vates G.E., Huber J.D., Rosen C.L. and Simard J.M.
(2016). Aneurysmal subarachnoid hemorrhage and
neuroinflammation: a comprehensive review. Int. J. Mol. Sci. 17, 1-
17.

Luo W., Wang H. and Hu J. (2018). Increased concentration of serum
periostin is associated with poor outcome of patients with
aneurysmal subarachnoid hemorrhage. J. Clin. Lab. Anal. 32,
€22389.

Luo Y., Lu J., Ruan W., Guo X. and Chen S. (2019). MCC950
attenuated early brain injury by suppressing NLRP3 inflammasome
after experimental SAH in rats. Brain Res. Bull. 146, 320-326.

Ma L., Jiang Y., Dong Y., Gao J., Du B. and Liu D. (2018). Anti-TNF-
alpha antibody attenuates subarachnoid hemorrhage-induced
apoptosis in the hypothalamus by inhibiting the activation of Erk.
Neuropsychiatr. Dis. Treat. 14, 525-536.

Makino H., Tada Y., Wada K., Liang E.l., Chang M., Mobashery S.,
Kanematsu Y., Kurihara C., Palova E., Kanematsu M., Kitazato K.
and Hashimoto T. (2012). Pharmacological stabilization of
intracranial aneurysms in mice: a feasibility study. Stroke 43, 2450-
2456.

Mariathasan S., Weiss D.S., Newton K., McBride J., O’'Rourke K.,
Roose-Girma M., Lee W.P., Weinrauch Y., Monack D.M. and Dixit
V.M. (2006). Cryopyrin activates the inflammasome in response to
toxins and ATP. Nature 440, 228-232.

Mascia L., Fedorko L., Stewart D.J., Mohamed F., TerBrugge K., Ranieri
V.M. and Wallace M.C. (2001). Temporal relationship between
endothelin-1 concentrations and cerebral vasospasm in patients with
aneurysmal subarachnoid hemorrhage. Stroke 32, 1185-1190.

McGirt M.J., Lynch J.R., Parra A., Sheng H., Pearlstein R.D., Laskowitz
D.T., Pelligrino D.A. and Warner D.S. (2002). Simvastatin increases
endothelial nitric oxide synthase and ameliorates cerebral
vasospasm resulting from subarachnoid hemorrhage. Stroke 33,
2950-2956.

Mehta V., Russin J., Spirtos A., He S., Adamczyk P., Amar A.P. and
Mack W.J. (2013). Matrix metalloproteinases in cerebral vasospasm
following aneurysmal subarachnoid hemorrhage. Neurol. Res. Int.
2013, 943761.

Midwood K., Sacre S., Piccinini A.M., Inglis J., Trebaul A., Chan, E.,
Drexler S., Sofat N., Kashiwagi M., Orend G., Brennan F., Foxwell
B. (2009). Tenascin-C is an endogenous activator of Toll-like
receptor 4 that is essential for maintaining inflammation in arthritic
joint disease. Nat. Med. 15, 774-780.

Miller B.A., Turan N., Chau M. and Pradilla G. (2014). Inflammation,
vasospasm, and brain injury after subarachnoid hemorrhage.
Biomed Res. Int. 2014, 384342.

Miyauchi T. and Masaki T. (1999). Pathophysiology of endothelin in the
cardiovascular system. Annu. Rev. Physiol. 61, 391-415.

Monif M., Reid C.A., Powell K.L., Smart M.L. and Williams D.A. (2009).
The P2X7 receptor drives microglial activation and proliferation: a
trophic role for P2X7R pore. J. Neurosci. 29, 3781-3791.

Murakami K., Koide M., Dumont T.M., Russell S.R., Tranmer B.l. and
Wellman G.C. (2011). Subarachnoid hemorrhage induces gliosis
and increased expression of the pro-inflammatory cytokine high
mobility group box 1 protein. Transl. Stroke Res. 2, 72-79.

Murphy-Ullrich J.E. and Sage E.H. (2014). Revisiting the matricellular



634

Neuroinflammation in SAH

concept. Matrix Biol. 37, 1-14.

Nakano F., Kawakita F., Liu L., Nakatsuka Y., Nishikawa H., Okada T.,
Kanamaru H., Pak S., Shiba M. and Suzuki H. (2019a). Anti-
vasospastic effects of epidermal growth factor receptor inhibitors
after subarachnoid hemorrhage in mice. Mol. Neurobiol. 56, 4730-
4740.

Nakano F., Liu L., Kawakita F., Kanamaru H., Nakatsuka Y., Nishikawa
H., Okada T., Shiba M. and Suzuki H. (2019b). Morphological
characteristics of neuronal death after experimental subarachnoid
hemorrhage in mice using double immunoenzymatic technique. J.
Histochem. Cytochem. 67, 919-930.

Nakano F., Kawakita F., Liu L., Nakatsuka Y., Nishikawa H., Okada T.,
Shiba M. and Suzuki H. (2020). Link between receptors that engage
in developing vasospasm after subarachnoid hemorrhage in mice.
Acta Neurochir. Suppl. 127, 55-58.

Nakatsuka Y., Kawakita F., Yasuda R., Umeda Y., Toma N., Sakaida H.
and Suzuki H. (2017). Preventive effects of cilostazol against the
development of shunt-dependent hydrocephalus after subarachnoid
hemorrhage. J. Neurosurg. 127, 319-326.

Nakatsuka Y., Shiba M., Nishikawa H., Terashima M., Kawakita F.,
Fujimoto M. and Suzuki H. (2018). Acute-phase plasma osteopontin
as an independent predictor for poor outcome after aneurysmal
subarachnoid hemorrhage. Mol. Neurobiol. 55, 6841-6849.

Nishikawa H. and Suzuki H. (2017). Implications of periostin in the
development of subarachnoid hemorrhage-induced brain injuries.
Neural Regen. Res. 12, 1982-1984.

Nishikawa H. and Suzuki H. (2018). Possible role of inflammation and
galectin-3 in brain injury after subarachnoid hemorrhage. Brain Sci.
8, 30. doi: 10.3390/brainsci8020030.

Nishikawa H., Liu L., Nakano F., Kawakita F., Kanamaru H., Nakatsuka
Y., Okada T. and Suzuki H. (2018a). Modified citrus pectin prevents
blood-brain barrier disruption in mouse subarachnoid hemorrhage
by inhibiting galectin-3. Stroke 49, 2743-2751.

Nishikawa H., Nakatsuka Y., Shiba M., Kawakita F., Fujimoto M., Suzuki
H. and pSEED group. (2018b). Increased plasma galectin-3
preceding the development of delayed cerebral infarction and
eventual poor outcome in non-severe aneurysmal subarachnoid
hemorrhage. Transl. Stroke Res. 9, 110-119.

Nissen J.J., Mantle D., Gregson B. and Mendelow A.D. (2001). Serum
concentration of adhesion molecules in patients with delayed
ischaemic neurological deficit after aneurysmal subarachnoid
haemorrhage: the immunoglobulin and selectin superfamilies. J.
Neurol. Neurosurg. Psychiatry 71, 329-333.

Norris R.A., Moreno-Rodriguez R.A., Sugi Y., Hoffman S., Amos J., Hart
M.M., Potts J.D., Goodwin R.L. and Markwald R.R. (2008). Periostin
regulates atrioventricular valve maturation. Dev. Biol. 316, 200-213.

Okada T. and Suzuki H. (2017). Toll-like receptor 4 as a possible
therapeutic target for delayed brain injuries after aneurysmal
subarachnoid hemorrhage. Neural Regen. Res. 12, 193-196.

Okada T., Enkhjargal B., Travis Z.D., Ocak U., Tang J., Suzuki H. and
Zhang J.H. (2019a). FGF-2 attenuates neuronal apoptosis via
FGFR3/PI3K/Akt signaling pathway after subarachnoid hemorrhage.
Mol. Neurobiol. 56, 8203-8219.

Okada T., Kawakita F., Nishikawa H., Nakano F., Liu L. and Suzuki H.
(2019b). Selective Toll-like receptor 4 antagonists prevent acute
blood-brain barrier disruption after subarachnoid hemorrhage in
mice. Mol. Neurobiol. 56, 976-985.

Panenka W., Jijon H., Herx L.M., Armstrong J.N., Feighan D., Wei T.,
Yong V.W., Ransohoff R.M. and MacVicar B.A. (2001). P2X7-like

receptor activation in astrocytes increases chemokine monocyte
chemoattractant protein-1 expression via mitogen-activated protein
kinase. J. Neurosci. 21, 7135-7142.

Pannu R. and Singh I. (2006). Pharmacological strategies for the
regulation of inducible nitric oxide synthase: neurodegenerative
versus neuroprotective mechanisms. Neurochem. Int. 49, 170-182.

Papp L., Vizi E.S. and Sperlagh B. (2007). P2X7 receptor mediated
phosphorylation of p38MAP kinase in the hippocampus. Biochem.
Biophys. Res. Commun. 355, 568-574.

Peeyush Kumar T., McBride D.W., Dash P.K., Matsumura K., Rubi A.
and Blackburn S.L. (2019). Endothelial cell dysfunction and injury in
subarachnoid hemorrhage. Mol. Neurobiol. 56, 1992-2006.

Provencio J.J. and Vora N. (2005). Subarachnoid hemorrhage and
inflammation: bench to bedside and back. Semin. Neurol. 25, 435-
444.

Rani S.G., Sepuru K.M. and Yu C. (2014). Interaction of S100A13 with
C2 domain of receptor for advanced glycation end products (RAGE).
Biochim. Biophys. Acta 1844, 1718-1728.

Rogall R., Rabenstein M., Vay S., Bach A., Pikhovych A., Baermann J.,
Hoehn M., Couillard-Despres S., Fink G.R., Schroeter M. and
Rueger M.A. (2018). Bioluminescence imaging visualizes
osteopontin-induced neurogenesis and neuroblast migration in the
mouse brain after stroke. Stem Cell Res. Ther. 9, 182.

Rovere-Querini P., Capobianco A., Scaffidi P., Valentinis B., Catalanotti
F., Giazzon M., Dumitriu |.E., Mdller S., lannacone M., Traversari C.,
Bianchi M.E. and Manfredi A.A. (2004). HMGB1 is an endogenous
immune adjuvant released by necrotic cells. EMBO Rep. 5, 825-830.

Sabri M., Ai J., Lass E., D’abbondanza J. and Macdonald R.L. (2013).
Genetic elimination of eNOS reduces secondary complications of
experimental subarachnoid hemorrhage. J. Cereb. Blood Flow
Metab. 33, 1008-1014.

Sayama T., Suzuki S. and Fukui M. (1999). Role of inducible nitric oxide
synthase in the cerebral vasospasm after subarachnoid hemorrhage
in rats. Neurol. Res. 21, 293-298.

Schaefer L. (2014). Complexity of danger: the diverse nature of
damage-associated molecular patterns. J. Biol. Chem. 289, 35237-
35245.

Schallner N., Pandit R., LeBlanc R., Thomas A.J., Ogilvy C.S.,
Zuckerbraun B.S., Gallo D., Otterbein L.E. and Hanafy K.A. (2015).
Microglia regulate blood clearance in subarachnoid hemorrhage by
heme oxygenase-1. J. Clin. Invest. 125, 2609-2625.

Schneider U.C., Davids A.-M., Brandenburg S., Mlller A., Elke A.,
Magrini S., Atangana E., Turkowski K., Finger T., Gutenberg A.,
Gehlhaar C., Brick W., Heppner F.L. and Vajkoczy P. (2015).
Microglia inflict delayed brain injury after subarachnoid hemorrhage.
Acta Neuropathol. 130, 215-231.

Schroder K. and Tschopp J. (2010). The inflammasomes. Cell 140, 821-
832.

Sehba F.A., Hou J., Pluta R.M. and Zhang J.H. (2012). The importance
of early brain injury after subarachnoid hemorrhage. Prog.
Neurobiol. 97, 14-37.

Seifert V., Loffler B.M., Zimmermann M., Roux S. and Stolke D. (1995).
Endothelin concentrations in patients with aneurysmal subarachnoid
hemorrhage. Correlation with cerebral vasospasm, delayed ischemic
neurological deficits, and volume of hematoma. J. Neurosurg. 82,
55-62.

Shiba M. and Suzuki H. (2019). Lessons from tenascin-C knockout mice
and potential clinical application to subarachnoid hemorrhage.
Neural Regen. Res. 14, 262-264.



635

Neuroinflammation in SAH

Shiba M., Fujimoto M., Imanaka-Yoshida K., Yoshida T., Taki W. and
Suzuki H. (2014). Tenascin-C Causes Neuronal Apoptosis After
Subarachnoid Hemorrhage in Rats. Transl. Stroke Res. 5, 238-247.

Siasios |., Kapsalaki E.Z. and Fountas K.N. (2013). Cerebral vasospasm
pharmacological treatment: an update. Neurol. Res. Int. 2013, 1-20.

Singh N., Hopkins S.J., Hulme S., Galea J.P., Hoadley M., Vail A.,
Hutchinson P.J., Grainger S., Rothwell N.J., King A.T. and Tyrrell
P.J. (2014). The effect of intravenous interleukin-1 receptor
antagonist on inflammatory mediators in cerebrospinal fluid after
subarachnoid haemorrhage: a phase Il randomised controlled trial.
J. Neuroinflammation 11, 2-9.

Sobowale O.A., Parry-dJones A.R., Smith C.J., Tyrrell P.J., Rothwell N.J.
and Allan S.M. (2016). Interleukin-1 in stroke: from bench to
bedside. Stroke 47, 2160-2167.

Sokot B., Wasik N., Jankowski R., Hotysz M., Marnko W., Juszkat R.,
Matkiewicz T. and Jagodziniski P.P. (2017). Increase of soluble
RAGE in cerebrospinal fluid following subarachnoid haemorrhage.
Biomed. Res. Int. 2017, 7931534.

Sparvero L.J., Asafu-Adjei D., Kang R., Tang D., Amin N., Im J.,
Rutledge R., Lin B., Amoscato A.A., Zeh H.J. and Lotze M.T. (2009).
RAGE (Receptor for Advanced Glycation Endproducts), RAGE
ligands, and their role in cancer and inflammation. J. Transl. Med. 7,
17.

Springborg J.B., Mgller C., Gideon P., Joergensen O.S., Juhler M. and
Olsen N. V. (2007). Erythropoietin in patients with aneurysmal
subarachnoid haemorrhage: a double blind randomised clinical trial.
Acta Neurochir. (Wien). 149, 1089-1100.

Stevenson J.L., Choi S.H. and Varki A. (2005). Differential metastasis
inhibition by clinically relevant levels of heparins: correlation with
selectin inhibition, not antithrombotic activity. Clin. Cancer Res. 11,
7003-7011.

Suarez J.l., Tarr R.W. and Selman W.R. (2006). Aneurysmal
subarachnoid hemorrhage. N. Engl. J. Med. 354, 387-396.

Sugawara T., Ayer R., Jadhav V., Chen W., Tsubokawa T. and Zhang
J.H. (2008). Simvastatin attenuation of cerebral vasospasm after
subarachnoid hemorrhage in rats via increased phosphorylation of
Akt and endothelial nitric oxide synthase. J. Neurosci. Res. 86,
3635-3643.

Suzuki H. (2015). What is Early Brain Injury? Transl. Stroke Res. 6, 1-3.

Suzuki H. (2019). Inflammation: a good research target to improve
outcomes of poor-grade subarachnoid hemorrhage. Transl. Stroke
Res. 10, 597-600.

Suzuki H. and Kawakita F. (2016). Tenascin-C in aneurysmal
subarachnoid hemorrhage: deleterious or protective? Neural Regen.
Res. 11, 230-231.

Suzuki H. and Nakano F. (2018). To improve translational research in
subarachnoid hemorrhage. Transl. Stroke Res. 9, 1-3.

Suzuki H., Kanamaru K., Shiba M., Fujimoto M., Kawakita F., Imanaka-
Yoshida K., Yoshida T. and Taki W. (2015). Tenascin-C is a
possible mediator between initial brain injury and vasospasm-related
and -unrelated delayed cerebral ischemia after aneurysmal
subarachnoid hemorrhage. Acta Neurochir. Suppl. 120, 117-121.

Suzuki H., Nishikawa H. and Kawakita F. (2018). Matricellular proteins
as possible biomarkers for early brain injury after aneurysmal
subarachnoid hemorrhage. Neural. Regen. Res. 13, 1175-1178.

Suzuki H., Nakatsuka Y., Yasuda R., Shiba M., Miura Y., Terashima M.,
Suzuki Y., Hakozaki K., Goto F. and Toma N. (2019). Dose-
dependent inhibitory effects of cilostazol on delayed cerebral
infarction after aneurysmal subarachnoid hemorrhage. Transl.

Stroke Res. 10, 381-388.

Suzuki H., Fujimoto M., Kawakita F., Liu L., Nakatsuka Y., Nakano F.,
Nishikawa H., Okada T., Kanamaru H., Imanaka-Yoshida K.,
Yoshida T. and Shiba M. (2020). Tenascin-C in brain injuries and
edema after subarachnoid hemorrhage: Findings from basic and
clinical studies. J. Neurosci. Res. 98, 42-56.

Takada Y., Ye X. and Simon S. (2007). The integrins. Genome Biol. 8,
215.

Tang Y. and llles P. (2017). Regulation of adult neural progenitor cell
functions by purinergic signaling. Glia 65, 213-230.

Tang D., Kang R., Coyne C.B., Zeh H.J. and Lotze M.T. (2013). PAMPs
and DAMPs: signals Os that spur autophagy and immunity. Immunol.
Rev. 249, 158-175.

Tanioka S., Ishida F., Nakano F., Kawakita F., Kanamaru H., Nakatsuka
Y., Nishikawa H., Suzuki H. and pSEED group. (2019). Machine
learning analysis of matricellular proteins and clinical variables for
early prediction of delayed cerebral ischemia after aneurysmal
subarachnoid hemorrhage. Mol. Neurobiol. 56, 7128-7135.

Tanriverdi T., Sanus G.Z., Ulu M.O., Tureci E., Uzun H., Aydin S. and
Kaynar M.Y. (2005). Serum and cerebrospinal fluid concentrations
of E-selectin in patients with aneurysmal subarachnoid hemorrhage.
Braz. J. Med. Biol. Res. 38, 1703-1710.

van Faassen E.E., Bahrami S., Feelisch M., Hogg N., Kelm M., Kim-
Shapiro D.B., Kozlov A.V, Li H., Lundberg J.O., Mason R., Nohl H.,
Rassaf T., Samouilov A., Slama-Schwok A., Shiva S., Vanin A.F.,
Weitzberg E., Zweier J. and Gladwin M.T. (2009). Nitrite as regulator
of hypoxic signaling in mammalian physiology. Med. Res. Rev. 29,
683-741.

van Gijn J., Kerr R.S. and Rinkel G.J.E. (2007). Subarachnoid
haemorrhage. Lancet 369, 306-318.

Vecchione C., Frati A., Di Pardo A., Cifelli G., Carnevale D., Gentile
M.T., Carangi R., Landolfi A., Carullo P., Bettarini U., Antenucci G.,
Mascio G., Busceti C.L., Notte A., Maffei A., Cantore G.P. and
Lembo G. (2009). Tumor necrosis factor-alpha mediates hemolysis-
induced vasoconstriction and the cerebral vasospasm evoked by
subarachnoid hemorrhage. Hypertension 54, 150-156.

Vergouwen M.D.I., Vermeulen M., van Gijn J., Rinkel G.J.E., Wijdicks
E.F., Muizelaar J.P., Mendelow A.D., Juvela S., Yonas H.,
Terbrugge K.G., Macdonald R.L., Diringer M.N., Broderick J.P.,
Dreier J.P. and Roos Y.B.W.E.M. (2010). Definition of delayed
cerebral ischemia after aneurysmal subarachnoid hemorrhage as an
outcome event in clinical trials and observational studies: proposal
of a multidisciplinary research group. Stroke 41, 2391-2395.

Wang K.-C., Tang S.-C., Lee J.-E., Li Y.-l., Huang Y.-S., Yang W.-S,
Jeng J.-S., Arumugam T.V. and Tu Y.-K. (2017). Cerebrospinal fluid
high mobility group box 1 is associated with neuronal death in
subarachnoid hemorrhage. J. Cereb. Blood Flow Metab. 37, 435-
443.

Wei S., Luo C., Yu S., Gao J., Liu C., Wei Z., Zhang Z., Wei L. and Yi B.
(2017). Erythropoietin ameliorates early brain injury after
subarachnoid haemorrhage by modulating microglia polarization via
the EPOR/JAK2-STATS3 pathway. Exp. Cell Res. 361, 342-352.

Wu B., Ma Q., Suzuki H., Chen C., Liu W., Tang J. and Zhang J. (2011).
Recombinant osteopontin attenuates brain injury after intracerebral
hemorrhage in mice. Neurocrit. Care 14, 109-117.

Yamasaki K., Muto J., Taylor K.R., Cogen A.L., Audish D., Bertin J.,
Grant E.P., Coyle A.J., Misaghi A., Hoffman H.M. and Gallo R.L.
(2009). NLRP3/cryopyrin is necessary for interleukin-1beta (IL-
1beta) release in response to hyaluronan, an endogenous trigger of



636

Neuroinflammation in SAH

inflammation in response to injury. J. Biol. Chem. 284, 12762-12771.
Yang C., Hawkins K.E., Doré S. and Candelario-Jalil E. (2019a).

Neuroinflammatory mechanisms of blood-brain barrier damage in

ischemic stroke. Am. J. Physiol. Cell Physiol. 316, C135-C153.

Yang Y., Wang H., Kouadir M., Song H. and Shi F. (2019b). Recent
advances in the mechanisms of NLRP3 inflammasome activation
and its inhibitors. Cell Death Dis. 10, 128.

Yeung P.K.K., Shen J., Chung S.S.M. and Chung S.K. (2013). Targeted
over-expression of endothelin-1 in astrocytes leads to more severe
brain damage and vasospasm after subarachnoid hemorrhage.
BMC Neurosci. 14, 131.

Zhao X., Grotta J., Gonzales N. and Aronowski J. (2009). Hematoma
resolution as a therapeutic target: the role of microglia/
macrophages. Stroke 40(3 Suppl), S92-S94.

Zhao H., Zhang X., Dai Z., Feng Y., Li Q., Zhang J.H., Liu X, Chen Y.
and Feng H. (2016). P2X7 receptor suppression preserves blood-
brain barrier through inhibiting RhoA activation after experimental
intracerebral hemorrhage in rats. Sci. Rep. 6, 23286.

Zheng V.Z. and Wong G.K.C. (2017). Neuroinflammation responses after

subarachnoid hemorrhage: A review. J. Clin. Neurosci. 42, 7-11.

Zheng Z.V. and Wong K.C.G. (2019). Microglial activation and
polarization after subarachnoid hemorrhage. Neuroimmunol.
Neuroinflammation 6, 1.

Zheng B., Zheng T., Wang L., Chen X., Shi C. and Zhao S. (2010).
Aminoguanidine inhibition of INOS activity ameliorates cerebral
vasospasm after subarachnoid hemorrhage in rabbits via restoration
of dysfunctional endothelial cells. J. Neurol. Sci. 295, 97-103.

Zhou K., Shi L., Wang Z., Zhou J., Manaenko A., Reis C., Chen S. and
Zhang J. (2017). RIP1-RIP3-DRP1 pathway regulates NLRP3
inflammasome activation following subarachnoid hemorrhage. Exp.
Neurol. 295, 116-124.

Zuo Y., Wang J., Liao F., Yan X,, Li J., Huang L. and Liu F. (2018).
Inhibition of heat shock protein 90 by 17-AAG reduces inflammation
via P2X7 receptor/NLRP3 inflammasome pathway and increases
neurogenesis after subarachnoid hemorrhage in mice. Front. Mol.
Neurosci. 11, 1-16.

Accepted February 6, 2020



