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The immune system’s role is much more than merely recognizing self vs. non-self

and involves maintaining homeostasis and integrity of the organism starting from early

development to ensure proper organ function later in life. Unlike other systems, the central

nervous system (CNS) is separated from the peripheral immune machinery that, for

decades, has been envisioned almost entirely as detrimental to the nervous system. New

research changes this view and shows that blood-borne immune cells (both adaptive and

innate) can provide homeostatic support to the CNS via neuroimmune communication.

Neurodegeneration is mostly viewed through the lens of the resident brain immune

populations with little attention to peripheral circulation. For example, cognition declines

with impairment of peripheral adaptive immunity but not with the removal of microglia.

Therapeutic failures of agents targeting the neuroinflammation framework (inhibiting

immune response), especially in neurodegenerative disorders, call for a reconsideration

of immune response contributions. It is crucial to understand cross-talk between the

CNS and the immune system in health and disease to decipher neurodestructive and

neuroprotective immune mechanisms for more efficient therapeutic strategies.
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INTRODUCTION

The immune system protects us from all possible threats that could endanger the homeostasis
of the body. The primary two arms of this protective system are innate and adaptive immunity.
Both are represented by specific cells that directly (cell-to-cell) or indirectly (via mediators)
eliminate danger. The innate system is older phylogenetically as compared to adaptive, exists
in most life forms, is rapid and non-specific, and is highly efficient right at birth. Adaptive
immunity is present only in jawed vertebrates, matures over time, is specific, and creates memory
cells that can protect the organism throughout life (1). Regarding the central nervous system
(CNS), immune responses are complex and unique, and so far, mechanisms operating in different
disorders are poorly understood. This directly translates to poor treatment efficacies. Classic
immune responses in the CNS relate to infectious or autoimmune diseases with T and B cells as
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leading players and tissue damage caused by inflammatory
infiltrates (2). In inflammatory brain diseases such as
bacterial meningitis and encephalitis, the primary immune
response is initiated by meningeal macrophages activated by
proinflammatory mediators from lysed bacteria (3). In the case
of neurodegeneration or metabolic disorders, immune responses
depend on innate immune activation with the involvement of
microglia, macrophages, and astrocytes (4). Independent of the
initiating machinery, after the insult, immune-competent cells
are programmed to dampen the response and start tissue repair
and functional healing. Mechanisms that are responsible for
the vicious inflammatory loop that turns into chronic disease
are not well-understood. One possible mechanism is based on
persistent systemic inflammation coming from the periphery
that can permanently change cognitive and behavioral states
and lead to neurodegenerative disorders (5). It is well-known
that cognitive decline is common in sepsis survivors, as well
as patients suffering from chronic inflammatory conditions.
Almost all systemic lupus erythematosus (SLE) patients develop
neuropsychiatric dysfunction.

Cells that define the CNS and its neurological functions
are neurons, which constitute only about 1/3 of the whole
brain volume. The remainder are glial cells such as microglia,
astrocytes, and oligodendrocyte lineage cells. Their central
role is to create a neuron-supportive environment. Astrocytes
possess a wide range of homeostatic functions including
metabolic support and synaptic connections coordination.
Microglia during development remove apoptotic debris, ensure
synapse formation, influence neuronal survival and modulate
vascularization and in the adult, survey the parenchymal
environment, phagocytose synaptic rudiments, and modulate
neuroplasticity. Oligodendrocyte lineage cells are responsible for
myelinization and metabolic support for axons, form synapses
with neurons, and sustain the blood–brain barrier (BBB)
integrity. All glial cells can be classified as immune-competent
cells within the CNS and possess characteristics of innate
immunity. They respond to neuronal injury with programs
that include propagation, changes in morphology, production
of inflammatory molecules, and debris clearing. The brain is
separated from the rest of the body by the BBB, which blocks
passage of cells including immune cells and many molecules
including antibodies. In this respect, the brain received the status
of an immune-privileged organ. First studies that led to this
concept came from the 19th-century experiments with dyes that
stained all tissues except the brain, suggesting that the brain is
efficiently separated from the rest of the body. Discovery of the
BBB as a shielded structure that keeps away peripheral immune
cells and mediators, the absence of classical antigen-presenting
cells in CNS, diminished expression of MHC molecules, and
lack of the classic lymphatic system further strengthened the
concept of the CNS as an immunologically barricaded organ (6).
However, pioneering work by Medawar in 1948 questioned this
concept showing the existence of an immune response to CNS
antigens (7). Gradually, the viewpoint of the CNS as an immune-
privilege site became questioned (8, 9). Discoveries based on
studies using cell-specific targeting, in vivo imaging, and single-
cell expression analysis revealed the existence of meningeal

lymphatic vessels and opened new perceptions of the interaction
between CNS and the immune system (10, 11). Indeed, the
CNS has now been suggested to be an actively regulated site
of immune surveillance where the exchange between the brain
and the periphery is a dynamic process necessary for the
well-being of the entire nervous system (12). Moreover, the
peripheral immune system, especially the adaptive arm often
considered to be harmful, might be an essential guardian for
CNS health.

It is crucial to realize that in the brain, the function of immune
sentinels extends far beyond their classic roles in the peripheral
immune system. Several cytokines, including IL-1β, IL-6, IL-10,
IFNs, TNF-α, and TGF-β, have been observed in the healthy brain
where they perform a wide range of functions (13). Additionally,
direct translations of cytokine functions that are well-defined in
the periphery may not operate similarly within CNS context,
such as TNF-α displaying neuroprotective properties or TGF-
β1 that is upregulated in aging and after CNS injury (14,
15) as well as in EAE, a mouse model for multiple sclerosis
(MS) (16). Cytokines, pleiotropic proteins, and chemokines with
established roles in systemic immunity are crucial during brain
development. Cytokines play a role as neurotrophic factors,
promote survival or apoptosis of cells, and facilitate proper
inter-neuronal connections. Chemokines guide neurons and glia
to the proper location. In the inflammatory brain, the role of
cytokines that exhibit extraordinary functional redundancy with
therapeutic potential is broadly described elsewhere (17, 18).
One example is the IL-12 family of heterodimeric cytokines
with a remarkable influence on innate and adaptive immune
responses. One of the IL-12 family members, IL-35, is a
potent inducer of regulatory B cells able to augment CNS
autoimmunity (17). An important aspect that links the immune
system with the nervous system is that immune cells express
adrenoreceptors responsive to noradrenaline and adrenaline,
resulting in anti-inflammatory effects (19). Downregulation of
these receptors on microglia and astrocytes may contribute
to autoimmunity or neurodegeneration. Recently, extracellular
vesicles (EVs) as a newly recognized means of cell-to-cell
communication, not only among CNS cells but also between
CNS and the periphery, have been extensively studied and
described (20). EVs secreted by almost all cell types are
cargos filed with bioactive molecules such as proteins including
cytokines, chemokines, neurotransmitters, and nucleic acids
including DNA, RNA, and miRNA. Although current findings
in the EV field need further exploration, like, for example,
the mechanisms by which peripheral EVs cross the BBB and
contribute to neuroinflammation and vice versa, they can play an
important role in the diagnosis and as new therapeutics of CNS
disorders (21).

Close communication between the immune system
and the CNS is evident, and any dysfunction within the
immune machinery may lead to neurological disorders.
In this review, we present recent findings highlighting
the role of innate immune responses mostly operating
within the CNS and adaptive immune responses in
brain health and disease with a specific focus on MS and
Alzheimer’s disease (AD).
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IMMUNE COMPONENTS IN BRAIN
DEVELOPMENT

The involvement of immune mediators, especially
cytokines and chemokines, in brain development
starts right at the beginning and includes coordinating
trafficking, proliferation, and differentiation of neuronal
and glial cells.

Neurogenesis Is Synchronized With
Microglia Development
As early as day 19 after conception, human hematopoiesis
starts to proceed within the yolk sac, creating erythromyeloid
precursors for yolk sac macrophages, which further colonize
the brain and become microglia cells. Microglia development is
synchronized with neurogenesis. Neurogenesis happens under
the supervision of the TGF-β cytokine superfamily, especially
bone morphogenic proteins (BMPs), which repress the induction
of the process. Additionally, in the embryonic brain, many gp130
family cytokines are present such as LIF, CNTF, CT-1, and
NP, where they play a role in the neuroepithelial/radial glial
cell (RGC) self-renewal (22). The role of the gp130 family of
cytokines, also referred to as a neuropoietic family, in nervous
system development, disease, and injury, is broadly described in a
review paper by Bauer et al. (23). RGCs create a pool of precursor
cells for neurons, astrocytes, oligodendrocytes, and scaffolds for
radially migrating neurons. Embryonic progenitor proliferation
depends on IL-1β, a cytokine that induces neuronal stem and
progenitor cell proliferation in adults as a response to injury
and disease (24). During brain development and in the adult
brain in mice, the microglia proliferation, differentiation and
survival, and maintenance critically depend on CSF-1R (25) and
its ligands CSF1 and IL-34. Blockage of CSF-1R leads to microglia
elimination and abnormal circuit connectivity in adult mice (26).
IL-34 is the cytokine that controls the growth and development
of myeloid cells and in the brain is produced by neurons. Both
CSF1 and IL-34 are essential for proper microglia development
in mice (27). Further steps of microglia development, including
differentiation, molecular, and functional identity, depend on
TGF-β released in the brain, mostly by astrocytes (28). As
demonstrated by experiments in mouse models, mice lacking
TGFβR2 were characterized by an activated phenotype (29).
It has been proposed that disturbances within the TGF-β
signaling may play a role in pathological conditions of the CNS
(30). Interestingly, Wlodarczyk et al. discovered a functionally
diverse type of microglia in neonatal brain participating in
CNS myelination. This new transient subset of cells was
characterized by expression of CD11c and high levels of IGF1
mRNA that might directly influence myelination by stimulating
oligodendrocytes (31). Furthermore, a study by Hagemeyer et
al. revealed the existence of a distinct, early postnatal microglia
population in mouse white matter that regulates myelinogenesis
by shaping the number of oligodendrocyte progenitor cells (32).
This active interaction between microglia and oligodendrocyte
progenitor cells was also evident in the adult brain. As recently
shown by Lloyd et al., an efficient remyelination later in life

in mice depends on microglia necroptosis and transition to a
pro-regenerative state (33).

Synaptic Pruning Critically Depend on
Complement Compounds
In the developing brain, microglia are involved in neurogenesis
and synaptic pruning. Microglia actively eliminate and
phagocytose neurons via the production of toxic products
such as superoxide ions, nerve growth factor (NGF), and TNF,
which induce apoptosis without inflammation triggered by
CR3/DAP12 signal transduction (34). Microglial phagocytic
activity during development is also maintained by TREM 2.
Mice lacking this microglia receptor display increased synaptic
density and poor learning and social behavior in adulthood
(35). Phagocytosis is linked to apoptosis through signals like
ATP released by apoptotic cells (36). Classical complement
cascade plays a crucial role in the process of developmental
synaptic pruning. Synapses destined for removal are tagged by
complement components such as C3 and C1q and recognized in
this form by microglia for elimination. Moreover, microglia are
the main sources for C1q and CR5 (37). Aberrant pruning and
excessive synaptic loss has been observed in several neurological
and psychiatric conditions. Re-activation of complement-
mediated synaptic elimination is involved in cognitive decline
in AD (38) and virus-mediated memory impairment (39).
As presented by human genetic studies, higher levels of C4a
expression have been linked to increased risk for schizophrenia
(40). An important contribution to synaptic elimination and
maturation during early postnatal period is attributed to
CX3CL1–CX3CR1 interaction (41). Abnormal synaptic pruning
by microglia in a complement-dependent manner and/or via
fractalkine-receptor signaling leads to wiring anomalies (41, 42).
Some developmental processes based on complement-dependent
phagocytosis by microglia may occur in a gender-specific
manner, as shown in a rat model (43).

Astrocytes Control Synaptogenesis
Synaptogenesis coincides with astrogenesis, and as shown by
experiments with neuronal cell culture, the survival of isolated
neurons and formation of synapses is dependent on astrocytes
and/or their factors (44). An astrocyte’s crucial role in brain
development is an involvement in synaptogenesis and regulation
of neuronal circuits by direct cell-to-cell contact and by
soluble mediators. Direct contact is maintained by adhesion
molecules present on neurons and astrocytes, and these play
a vital role during the embryonic formation of excitatory and
inhibitory synapses. Direct neuron–astrocyte contact mediated
by neurexin–neuroglin cross-talk not only facilitates neuronal
synaptic function but also supports astrocytic morphology (45).
Astrocytes secrete both stimulatory and inhibitory mediators
associated with synaptogenesis, thus possessing effective control
over the creation and development of synapses. Some astrocytic
factors that control synaptogenesis, the formation of structural
synapses, regulation of synaptic plasticity, and postsynaptic
receptor levels are Secreted Protein Acidic, Rich in Cysteine
(SPARC), thrombospondin (TSP1,2), hevin, and glypicans. The
broad aspects of the biology of astrocyte–synapse interactions
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are reviewed elsewhere (46, 47). The same crucial role in
the modulation of postsynaptic receptor levels is attributed
to immune mediators such as TNF-α. This cytokine induces
active synapses by increasing AMPA receptors and reducing
GABA receptors present in inhibitory synapses. Besides secreting
synaptogenicmodulators shaping circuit development, astrocytes
respond and get activated by signals coming from neurons by
virtue of neurotransmitter receptors’ expression (48). Astrocytes
respond to neuronal mediators by elevating calcium levels
(49), leading to the release of gliotransmitters such as ATP,
GABA, and glutamate that modulate astrocytic and neuronal
activity (50). The presynaptic terminal development and function
in vivo as well as regulation of synaptic transmission is
partially dependent on cholesterol also synthesized by astrocytes.
Mice with interrupted lipid synthesis show lessened synaptic
development and plasticity (51). These findings establish a critical
role for astrocytic lipid metabolism. During neurodevelopment,
astrocytes’ final pruning of synapses is performed on a much
higher level than microglia. Astrocytic direct engulfment of
synaptic material is maintained through MEGF10 and MERTK
phagocytic pathways (52). In mice, an indirect pathway is based
on the release of TGF-β, which increases complement C1q
expression in neurons and makes them visible for phagocytosis
by microglia (53). Another way of indirect phagocytosis is
the release of astrocytic IL-33, a member of the IL-1 family,
which sends signals to phagocytic microglia via the IL1RL1
receptor (54).

The deep understanding of active pathways during
development associated with synaptic pruning or eliminating
neurons is of key importance, as some of these pathways
may be reactivated during neurodegenerative diseases such as
AD. The triparty axis composed of complement–microglia–
astrocytes is especially important in synapsis elimination during
development. In adulthood, the complement C1q is largely
downregulated. In many neurodegenerative disorders, the
complement cascade may become re-activated (55). Recently,
in a mouse model, re-activation of complement C1q early in
AD leading to synaptic loss by microglia, has been shown even
before plaque deposition (38). In addition, it is possible that
some populations of microglia, which are physiologically present
during development and are inactivated during adulthood, may
appear in pathological conditions. A better understanding of the
role of such populations may allow for a better understanding
of neuropathology.

AN INNATE ARM OF IMMUNITY IN BRAIN
HEALTH

Common knowledge is that the CNS lacks a wide array of
immune sentinels with only one population of immune-
competent cells—microglia. However, recent advances in
neuroimmunology research shed new light on immune-
competent cells in the brain. Besides microglia, astrocytes,
oligodendrocytes, and non-parenchymal macrophages also
possess characteristics linked to innate immunity such as

phagocytosis, antigen presentation, and expression of innate-
immunity sensors (TLRs, NODs), and the production and
response to cytokines. Of note, as innate-immune cells, microglia
and astrocytes produce significant amounts of antimicrobial
peptides (AMP) that provide immune surveillance against
pathogens, regulate the immune response and inflammation
within the CNS, and maintain a healthy tissue (56, 57). Cross-
talk between microglia and astrocytes is fundamental for brain
homeostasis (58). The role of microglia and astrocytes in
homeostasis during CNS development and adulthood, and their
main responses to environmental changes are shown in Figure 1.

Microglia, the Primary Myeloid Cells in The
Brain
Brain macrophages comprise four distinct cell populations:
microglia, meningeal, perivascular, and choroid plexus
macrophages. Microglia are the only parenchymal macrophages,
while other macrophages occupy most strategic frontiers
between the parenchyma and vasculature (59). Microglia are
derived from yolk sac (YS) erythro-myeloid progenitors that
migrate to the developing brain before BBB is formed (25).
Microglia and macrophages in the peripheral immune system
come from the same primitive progenitor; however, early
during embryonic life, their developmental pathways separate.
Microglia populate the CNS parenchyma, creating a long-lived
pool of cells that renew independently from hematopoietic
cells. Meningeal and perivascular macrophages also come
from YS precursors, whereas choroid plexus macrophages
have both embryonic and adult hematopoietic ontogeny (60).
Thus, only choroid plexus macrophages can be replenished by
macrophages from the circulation. The others are maintained by
self-renewal. Any insult to CNS may result in the recruitment
of bone marrow-derived myeloid cells and replacement of
perivascular macrophages (61). All CNS macrophages create a
morphologically, phenotypically, and functionally heterogeneous
system, occupy specific localizations, and cover the entire CNS
(59, 60). Each population’s exact function is still poorly
understood, mostly because of the significant research burden
arising from overlapping combinations of phenotypic and
genetic characteristics among populations. Microglia differ
from other brain macrophages by a lower expression of MHC
II and CD45. Their genetic and phenotypic characteristics
resemble more of brain non-parenchymal macrophages than
blood-borne myeloid cells. Genes such as Tmem119, P2ry12,
and Sall1 are considered microglia-specific markers (29, 62).
It has been found that Sall1 is a key transcription factor in
maintaining a quiescent microglia phenotype, and its loss
is linked to upregulation of genes found in other tissue
macrophages (29). Conversion from microglia to other brain
macrophages during development is possible, as shown byWong
et al. in mice (63). By blocking the transmembrane protein
negative regulator of reactive oxygen species (NRROS) that
promotes microglial identity, microglial specific genes were
downregulated, whereas genes characteristic for perivascular
macrophages were upregulated (63). Interestingly, in the adult
brain, Sall1, not NRROS, is required for microglial identity.
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FIGURE 1 | Role of microglia and astrocytes in homeostasis during CNS development and adulthood, and their main responses to environmental changes. Some

molecules participating in these processes are depicted.

In general, true macrophage characteristics are shaped by the
local environment and epigenetics (64), and in the case of
mouse microglia as shown by cell transplantation systems, the
combination of ontogeny and brain environmental cues critically
controls microglial uniqueness and their exquisite plasticity (65).
A homeostatic signature is imprinted in microglia, which even
after excessive in vitromanipulations is recovered once microglia
are implanted back into adult mouse brain (66). Hematopoietic
stem cell–microglia-like cells (HSC-MLC), although able to
mimic microglia, have been found to be genetically different
and enriched in genes associated with neurological diseases such
as AD (65). Different mouse CNS regions are characterized
by distinctive subpopulations of microglia with unique
transcriptomic profiles, morphology, and function, most
pronounced in early development (67). Interestingly, despite
the high diversification of microglia subpopulations during
early development, a predominance of genes associated with
metabolism, growth, motility, and proliferation has been found.
Some of those genes can probably be re-activated during injury
and in the aging brain. An essential difference between mouse
and human microglia is the partially activated phenotype even

in the absence of pathology in the human brain (68), where
microglia display more complex phenotypes (69). The activated
phenotype of the human brain might be associated with the
fact that humans are exposed to systemic infections or might
be related to age factors like neurodegeneration or diet that can
change the gut microbiome’s composition. Thus, although useful,
animal models do not entirely reflect the situation that prevails
in humans (70). Moreover, a classic division of macrophages
to M1-like or M2-like phenotypes is no longer accurate for
microglia, as evidenced by modern transcriptome sprofiling (71).

Microglia Are Restless Cells Protecting
Brain Parenchyma
Microglia are restless cells that monitor every aspect of the
brain environment using fine processes (72) that sense neuronal
activity and changes in molecules, including neurotransmitters
and ATP. The latter is a main attractant and stimulus of microglia
for differentially regulated non-directional and directed motility.
It is also the main molecule used by microglia and neurons
to communicate. Activated neurons release ATP that signals
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microglia via purinergic receptors, as shown by using the larval
zebrafish model (73). This is a signal for resting microglia to
move processes toward targets, surround highly active neurons,
and consequently regulate their activity. Additional ways of
communication between microglia and the environment are
based on activation of ion channels and cell surface receptors
(74). Movement of ramified microglia is controlled by potassium
and its channel THIK-1 (75), whereas movement of microglia
caused by acute injury is performed via the ATP–P2Y12
receptor axis (76). Microglia detect changes in the environment
using ∼100 genes called “sensome” (77). It contains proteins
as diverse as Fc receptors, purinoceptors, pattern-recognition
receptors, different CDs, chemokine receptors, and integrins.
CD33 and a triggering receptor expressed on myeloid cells 2
(TREM2) are two genes belonging to the microglia sensome
that have been found as risk factors for late-onset AD (78).
It has been proposed that mediators released by microglia,
such as TREM2 or complement components, may function
as early biomarkers for CNS pathology or monitor disease
progression and therapeutic efficacy like in the case of AD (79).
In the brain, microglia participate in neuromodulation, synaptic
plasticity, learning, and memory formation. Microglia can
regulate those processes by producing inflammatory cytokines
such as interleukins or TNF-α. The latter is a key molecule for
proper synapse maturation and plasticity as previously discussed
for synaptogenesis. Neurons and microglia control each other
via fractalkine–CX3CR1 interaction. The only cells responsive
to fractalkine in the brain are microglia (78), and their resting
state is under the supervision of fractalkine released mainly
by neurons and CNS endothelium. Besides, fractalkine saves
microglia from apoptosis and facilitates glutamate uptake by
astrocytes (78). The lack of CX3CR1 reduces neurogenesis
and weakens learning tasks (80). Thus, microglia in the adult
brain mostly regulate processes linked to long-term synaptic
plasticity and adult neurogenesis, which underline learning and
memory abilities, and abnormal levels of TGF-β or CX3CR1
during development can result in aberration in neuroplasticity in
adulthood (34).

Brain Vital Functions Depend on Astrocytic
Actions
Astrocytes (from the Greek astron means star), the most
numerous glial cells, are star-like cells with long processes
assembling a dense network with all other CNS cells. In
the human brain, one astrocyte makes connections with ∼2
million synapses (81). Astrocytic diversity is most pronounced
in humans. Human astrocytes are 4 times bigger and possess 10
times more processes than mouse astrocytes (82), features that
most likely are responsible for logical thinking and cognitive
abilities. Astrocytes, neurons, and oligodendrocytes come from
the same progenitor cells called RGCs that originate from
neuroepithelial stem cells. Radial cells create the main pool
of brain cells and additionally help neurons migrate to their
final location by serving as scaffolds (46). Astrogenesis starts
during the late stages of neurogenesis, and the whole set of
brain astrocytes is created throughout the 1st month of life.

Astrocytes form a pool of highly polymorphic cells, especially
in the human brain (83). So far, an exclusive astrocyte marker
is not known to exist, and for decades, glial fibrillary acidic
protein (GFAP) has been used to identify astrocytes in the CNS
(84). Based on gene expression profiling, astrocytes are far more
diverse than previously anticipated (85). Traditionally, astrocytes
have been divided into two groups based on morphology and
location. One group is operational in gray matter with bushy
processes that stay in close touch with blood vessels via endfeet
and endsheet synapses (86, 87). The second group occupies
white matter, is fibrous in structure, stays in touch with Ranvier
nodes, and supports myelination (46). Astrocytes display a
wide array of homeostatic functions, and neuronal existence
hinges on astrocytes. Long astrocyte processes penetrate all
areas of the brain. Endfeet as a part of BBB and cerebral
fluid–brain barrier allow metabolite exchange to nourish the
CNS and provide nutrients and oxygen from the blood to
neurons. Additionally, astrocytic endfeet control ion and water
levels via the potassium channel, Kir4.1, present only in
astrocytes. For example, astrocytes buffer K+ ions to prevent
neuronal over-excitability. Neurons need a constant high supply
of energy to cope with their metabolic demands. Astrocytes
maintain metabolic stability of the brain, produce cholesterol,
and store glucose in the form of glycogen used for lactate
production as an energy source for the CNS (88). One of
the most critical roles of astrocytes during development is
the control of synaptic formation and elimination that lead
to proper synaptic connectivity and, in the adult brain, the
proper synaptic transmission and function of synaptic circuits.
Astrocytes are part of a so-called tripartite synapse together
with presynaptic and postsynaptic structures (89), where they
control the clearance of toxic neurotransmitters, e.g., glutamate
(90). Glutamate together with ATP, gamma-aminobutyric acid
(GABA), d-serine, lactate, and TNF-α creates a pool of astrocytic
mediators called gliotransmitters used by astrocytes to control
many vital functions and influence plasticity of neurons and
their communication with microglia and endothelial cells (90).
Activation of astrocytes to produce gliotransmitters is partially
regulated by oscillations in Ca2+ levels and purinergic receptors
(84). Although there is no strong scientific evidence yet, there
is a certain probability that astrocytes’ excitability based on
calcium transients carries codes and computational properties
(91). Glutamate in excess is neurotoxic and is removed from
synapses by astrocytes that convert it to glutamine. Glutamine
is transferred to neurons for glutamate and GABA production.
This process is partly assisted by fractalkine, a chemokine
produced by neurons that promotes neuroprotection. Microglia
are the only cells in the CNS expressing fractalkine receptors.
Glutamate production by astrocytes is partially controlled by
TNF-α released by microglia. TNF-α together with hevin and
SPARC, is a synapse-modifying factor as described above
and is responsible for synaptic plasticity called homeostatic
scaling, important for bracing the synapse as a function
of neuronal activity (92). Glutamate and TNF-α provide a
homeostatic feedback loop to limit excitability. Excessive TNF-
α levels caused by promoting massive secretion of glutamate are
neurotoxic (93).
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FIGURE 2 | Oligodendrocyte and oligodendrocyte precursors cells’ roles during homeostasis and their conduct during dyshomeostasis. Some signals/molecules

participating in these processes are presented.

Oligodendrocyte Lineage Cells, the Fourth
Strength of The Brain
Oligodendrocytes produce myelin sheaths that wrap neuronal
axons and sustain axonal integrity and function. Proper myelin
insulation allows for undisrupted information passage within
neuronal network on which cognitive and motor functions
hinge. During embryogenesis, oligodendrocytes are the last brain
cells to develop. They arise from oligodendrocyte progenitor
cells (OPCs) generated from radial cells in three waves in
mice, and in humans around the embryonic–fetal transition
(94). OPCs express NG2 chondroitin sulfate proteoglycan and
platelet-derived growth factor receptor α (PDGFRα). The latter
is a commonly used OPC marker important for proliferation,
migration, and, potentially, differentiation. However, those
markers are not exclusively expressed by oligodendrocyte lineage
cells. OPCs are precursor cells not only for oligodendrocytes
but also for Schwann cells, and astrocytes expressing GFAP
and S100b (94). One of the key OPC factors in transitioning
from immature to myelinating oligodendrocytes is TGF-β (95),

which additionally supports BBB integrity (96). Cytokines
such as IL-9, IFN-γ and TNF-α inhibit differentiation of
OPCs into myelinating oligodendrocytes whereas cytokines
like IL-11 and IL-17A enhance OPCs survival and transition
to mature oligodendrocytes (97–99). OPCs expressing NG2
create a fourth large population within the glial pool of brain
cells (100), are as numerous as astrocytes, and are present
within the gray and white matter, neurogenic niche, and optic
nerve in the adult CNS (101). In physiological conditions in
adult brain, they are responsible not only for generation of
oligodendrocytes producing myelin but also for axonal integrity,
cognition abilities, and immune responses (102). Although still
under discussion, additionally, OPCs seem to participate in
diverse processes such as monitoring environment to ensure
brain homeostasis, forming functional synapses with neurons,
promoting angiogenesis, regulating tightness and function of
BBB and pericytes, and providing metabolic support (94).
Recently, Zhang et al. showed that NG2+ cells are the main
producers of TGFα-2, a cytokine that controls microglia activity
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via CX3CR1 and is responsible for the maintenance of microglia
homeostasis under physiological conditions (103). The lack of
quiescent NG2+ glia but not mature oligodendrocytes in animal
models disrupted the resting state of microglia and moderately
increased expression of TNF-α suggesting a novel function for
NG2+ cells in buffering and controlling the immune responses
in adult brain. Studies indicate that NG2 controls brain cell
activity and may represent a universal tool of maintaining the
subtle immune balance across the entire CNS. The functions of
some molecules participating in oligodendrocytes and the roles
of OPC during homeostasis and dyshomeostasis are presented
in Figure 2.

Immunomodulatory Functions of
Oligodendrocyte Lineage Cells
In contrast to microglia cells, but similar to astrocytes,
oligodendrocytes and OPCs belonging to the same cell lineage
are commonly classified as non-immune glial cells. However,
recent discoveries shed new light on the immune properties of
oligodendrocyte lineage cells including the regulation of innate
and adaptive responses. Reciprocally, both adaptive and innate
immune cells can shape the fate of OPCs via a range of immune
mediators and trophic factors (104). Together with other glial
cells, OPCs play a role in modulating the immune response by
expression of immune-associated genes, response to immune
stimuli, phagocytosis, antigen presentation, and production of
immunomodulating factors (102, 105). In normal conditions,
oligodendrocytes express Toll-like receptors (TLRs) that might
allow for participation in the innate responses (106). So far, TLR2
and TLR3 create a unique composition of TLRs expressed by
oligodendrocytes, and their abnormal activation may directly
or indirectly affect other brain cells leading to different brain
pathologies such as AD (107).

Oligodendrocytes are the most susceptible cells of the CNS,
and mainly due to oxidative damage and their own high
metabolic speed and vast oxygen usage, they needed to produce a
bulk of lipids (108). Additionally, oligodendrocyte injuries and
death can be triggered by actions of microglia and astrocytes.
Nevertheless, they can actively protect themselves from harsh
environments, but most importantly, they can modulate and
shape immune responses and function of other brain cells. It
has been found that the key transcription factor regulating the
main functions of oligodendrocytes, improving their survival
and maturation, is nuclear factor-kB (NF-kB). Since NF-kB is
a master regulator of a variety of genes including immune-
related ones, it is postulated that oligodendrocytes directly or
indirectly influence brain immunity (109). It is worthmentioning
that NF-kB can be activated not only by inflammatory cytokines
such as TNF-α but also by neurotransmitters and neurotrophic
factors such as nerve growth factor (NGF) (110). Brain-derived
growth factor (BDNF) and leukemia inhibitory factor (LIF)
increase OPC differentiation and boost myelin repair (111,
112). In this context, oligodendrocyte lineage cells are also
responsive to factors produced by regulatory T and B cells
that improve remyelination and repair processes (113, 114).
Still quite controversial is the contribution of NF-kB in the

myelination process in the CNS. Several studies point out the
indirect contribution of the oligodendrocytic NF-kB pathway to
normal and pathologic myelination, in contrast to astrocytic and
microglial NF-kB, which directly boosts demyelination (109). A
wide range of factors involved in immune responses, including
various cytokines, chemokines, complement, antigen-presenting
molecules, tetraspanins, as well as neuroimmune regulatory
proteins, have been shown to be expressed by oligodendrocytes
(115). The ability of oligodendrocytes to produce IL-17 can
influence autoimmunity since dysregulation of IL-17 has been
linked to development of MS (116). A myriad of other
proinflammatory cytokines such as IL-1β, IL-18, and IL-6;
chemokine receptors; chemokines such as CCL2, CCL3, and
CXCL12; and others produced by oligodendrocyte lineage cells
under specified conditions for immune cell migration advocate
for their potential role as critical players in innate and acquired
immunity (104).

AN INNATE ARM OF IMMUNITY IN BRAIN
DISEASE

Glial cells as part of innate immunity are crucial players in a wide
array of neurological disorders. Their primarily role in the brain
is to protect the CNS from any insult and repair the nervous
tissue after the injury.

Astrogliosis, a Double-Edged Sword
Astrocytes were found to respond to stimuli by changing
morphology, upregulation of MHC and GFAP, and immune
mediators’ release. Astrocytes are in close contact with blood
vessels and control and guard the infiltration of cells from the
blood to CNS parenchyma (117). Astrocytes can serve as APCs
and upregulate MHC I and II (118). It has been found that
oxidative stress is the main force for astrocytic activation (119).
The term astrogliosis refers to a physiological defense response of
astrocytes to neurological disorders (120). This process aims for
the inhibition of the spread of inflammatory cells, repair of BBB,
and scar formation. During astrogliosis, the formation of new
neurons and oligodendrocytes from stem-like reactive astrocytes
has been observed (121). Additionally, the scar formation
may stimulate axonal regrowth after severe spinal cord injury
(122). During MS progression, astrocytes produce and release
anti-inflammatory molecules like IL-10 and TGF-β leading to
resolution of the inflammatory responses (123). Although glial
scar formation promotes axonal regeneration after spinal cord
injury in mice (122), the study using the murine model for
MS shows that remyelination occurs despite an abundant glial
reaction (124). The exact effect of reactive astrogliosis in disease
is complex and can range from beneficial to harmful. During
acute stress or focal cerebral ischemia, this process is beneficial.
However, it may have unfavorable outcome during regeneration.
Excessive astrogliosis may be neurotoxic by producing reactive
oxygen species or proinflammatory cytokines. Elimination of
activated astrocytes improved axonal regeneration after injury
in mice (125). Atrophic astrocytes with loss of function are
hallmarks for many chronic neurological disorders. Deciphering
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the precise role of activated astrocytes in different neurological
diseases is currently difficult due to the lack of specific markers
for highly heterogeneous, region-specific astrocyte subtypes.

Microglia in Neurological Disorders
Microglia and non-parenchymal macrophages, after stimulation,
change their morphology and resemble systemic macrophages,
upregulate MHCs, and release cytokines and nitric oxide.
Recent exciting discoveries based on new genetic, molecular,
and pharmacological tools allow for a better understanding
of microglia phenotypes during an injury or disease that can
be detrimental or beneficial (126). Infection-related damage
efficiently triggers microglia activation with inflammasome
activation, a mechanism that keeps control of infection in
the CNS. Several studies show severe disease progression
in animal models with microglia deletion (127, 128). AD
is the most frequent neurodegenerative disorder and the
leading cause of dementia. Characteristic features of AD are
parenchymal depositions of Aβ aggregates in the form of
plaques and aggregates of tau protein, creating intraneural
neurofibrillary tangles. Inflammation in neurodegenerative
disorders like AD primarily relates to the innate immune
system compared to classic inflammatory diseases such as
MS (129). In neurodegenerative diseases, large-scale genome-
wide association studies (GWAS) show more than 20 loci
in immune-related genes mostly expressed in microglia or
myeloid cells (15). These genes also create a pool of risk factors
for neurodegenerative diseases. One of the most pronounced
risk factors for neurodegenerative diseases is mutated TREM2.
TREM2 is an innate immune receptor expressed by myeloid
cells, including microglia. During the early stages of brain
development, TREM2 has been found to play a key role in
eliminating extra synapses by regulation of microglial activity,
adding to synaptic remodeling and plasticity described above
(35). TREM2 signaling suppresses inflammatory responses in
microglia by reducing cytokine production and increasing
phagocytic activity that might lead to a reduction in Aβ

deposition and limitation of neurodegeneration. Using optical
imaging studies, microglia have been found to create a protective
barrier at an early stage of the disease (130). Studies on mice
and human subjects with R47H TREM2 mutations confirmed
that microglia surround amyloid plaques and consequently
limit plaque-associated neuritic dystrophy (131). Of note, the
R47H variant of TREM2 is one of the strongest single allele
genetic risk factors for AD, Parkinson’s disease, amyotrophic
lateral sclerosis (ALS), and frontotemporal dementia (FTD).
Recently, Jay et al. (132) demonstrated that TREM2 deficiency
in regard to Aβ deposition plays a different role depending
on the stage of disease in the mouse model of AD. It seems
that amyloid plaques in the early stage of the disease activate
microglia, which protect against disease; however, in the long
run, plaques accumulate and stimulate the inflammasome in
microglia, causing malfunctions and disease progression. The
NLRP3 inflammasome is fundamental for IL-1β maturation and
inflammatory responses caused by β-amyloid (Aβ) depositions
in AD. In APP/PS1AD transgenic mice, deletion of caspase-1 or
NLRP3 reduced amyloid depositions (133). An important role

for TREM2 is to sustain metabolic fitness, energy homeostasis,
proliferation, and survival in microglia through mTOR signaling.
Ulland et al. showed that TREM2 deficiency in 5XFAD
mouse model of AD causes metabolic and energetic imbalance
followed by increased autophagy that results in a stressed and
dysfunctional microglia state (134). Wendeln et al. (135), for
the first time, showed that immune memory occurs in the
mouse brain via epigenetic changes and that it is predominantly
mediated by microglia with an impact on neuropathology. This
epigenetic reprogramming followed by inflammatory stimuli
may induce immune training or tolerance and change microglial
responses to β-amyloid depositions. Training promotes while
tolerance alleviates neuropathology.

Gliosis is one of the characteristics of MS, and involvement of
innate immunity is evident. Microglia respond to tissue damage
by MHC class I, II, and co-stimulatory molecule upregulation,
the release of cytokines and chemokines that further attract a
plethora of cells like T cells, B cells, monocytes, and dendritic
(DC)-like cells that add to the myelin sheath destruction by nitric
oxide, and matrix metalloproteinases. In EAE, microglia react
to injury through increased proliferation, directed migration,
phagocytosis, activation of the NLRP3 inflammasome, and,
consequently, the release of proinflammatory mediators (136).
Both tissue-resident and recruited macrophages play a key role
in EAE as their depletion leads to diminution of the disease
(137). Moreover, depletion of monocyte-derived cells in EAE has
a therapeutic effect on long-term axonal loss (138). However,
it has been shown that antigen presentation by microglia is
not crucial for disease induction as shown by experiments
with mice lacking MHCII in microglia, but not peripheral
myeloid cells (139). So far, microglia’s involvement vs. recruited
myeloid cells in the activation of CD4+T cells has not been
resolved. It has been proven that in the animal model driven
by CD8+ T cells, the microglial involvement is crucial (140).
Recent studies using advanced technologies such as single-cell
RNA sequencing and mass cytometry show that in EAE and
MS, microglia and macrophages display complex heterogeneity
that may lead to both immune-mediated inflammation and
regeneration (141). In active MS lesions, the correlation between
activated microglia and macrophages, demyelination, and axonal
loss has been observed. However, active tissue injury also
coincided with upregulation of anti-inflammatory and tissue-
repair processes (142).

Oligodendrocyte Lineage Cells in a
Disease Context
Activated by immune stimuli, similar to astrocytes andmicroglia,
OPCs undergo morphological and phenotypic changes such as
shortening of processes, adopting ameboid shape, and expression
of CD11b (143). During adult cerebral cortex injury, OPCs
differentiate preferentially into astrocytes and participate in
glial scar formation (144). After insult, NG2+ cells contribute
to re-myelination (145). In MS and in a lysolecithin model
of demyelination, aberrant OPC perivascular migration was
detected, leading to disruption of BBB and CNS inflammation
(146). NG2+ glial cells respond to systemic inflammation after
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LPS treatment and exposure to proinflammatory cytokines like
IL-1β and IL-6, by reduced proliferation (147).

Recently, a single-cell transcriptomic analysis of
oligodendrocyte lineage cells from the spinal cord of mice
with EAE revealed unique OPCs that expressed several genes
associated with immune cells such as genes involved in
antigen processing and presentation, and genes involved in
immunoprotection (105). These distinct, disease-associated
OPCs found also in human MS brains acquired phagocytic
abilities and, by expressing MHC-II, possess the ability to
boost primary and memory CD4+ T cells and express known
MS susceptibility genes. Of note, many genes detected in
oligodendrocyte lineage cells were those belonging to MS
susceptibility genes (148). In proinflammatory disease settings,
OPCs acquire the ability to present antigen in the context of
both MHC class I and class-II (102). Human studies in several
neurological disorders based on single-cell and single-nucleus
RNA sequencing revealed proinflammatory characteristics
of OPCs. However, a recent single-nucleus RNA-sequencing
study done on frozen tissue from healthy individuals and MS
patients revealed several different, highly heterogeneous mature
oligodendrocyte sub-clusters with upregulated immune genes in
both diseased and normal tissue (149). How the existence of such
heterogeneous functional states of oligodendrocytes contributes
to health and disease is still a conundrum. Another recent study
of MS lesions using the same technique showed a signature
of stressed oligodendrocytes and damages to neurons in
upper-cortical layers underlying meningeal inflammation (150).

The process of demyelination and consequent remyelination
with different intensities dependent on disease phase and extent
of damage are key features of MS. There is an ongoing
debate on whether the remyelination process is dependent on
recruitment of OPCs or on surviving, existing oligodendrocytes.
Recent imaging and histologic studies on human samples show
a quite limited process of OPC migration, differentiation to
oligodendrocytes and ensheathing injured axons (104). OPCs
have been found to gather around acute lesions; however,
in chronic MS lesions, their number is limited (151). Such
“differentiation block” and reduced numbers of OPC’s in
chronic MS lesions leading to remyelination failure can be a
consequence of their high vulnerability to metabolic stress as
mentioned above, or/and an intrinsic and systemic compartment
attack (152, 153). Cytotoxic factors produced by MS B cells
have been found to be detrimental to OPCs differentiation
and survival (154). Accumulating evidence suggests, however,
that naturally occurring IgM in mice and humans possesses
remyelination-promoting abilities (155). Direct and/or indirect
involvement of astrocytes and microglia can also be responsible
for OPC death. Reactive astrocytes induced by activated
microglia may kill OPCs and block their differentiation
(156). One of the cytokines that allow cross-talk between
OPCs and astrocytes is IL-17, which, via Notch signaling,
enhances proliferation and inflammatory gene expression and
impairs OPCs differentiation (157). A similar effect on OPC
differentiation is attributed to IFN-γ. The role of IFN-γ as
an inducer of immune transition of oligodendrocyte lineage
cells is still controversial since its effect on oligodendrocyte

lineage cells is mostly related to upregulation of MHC molecules
and inhibition of differentiation (158). IFN-γ in a cuprizone-
induced demyelination mouse model in EAE prevented re-
myelinization (159) and astrocytic TNF-α-induced apoptosis
(160). One of the crucial factors regulating proinflammatory
properties and influencing the myelination process is low-
density lipoprotein receptor-related protein (LRP1). LRP1
knock-out mice in EAE and the cuprizone model display
lower inflammation and CD8+ cell proliferation and increased
myelination (161). Oligodendrocyte lineage cells are not the only
crucial players during MS development and progression but
they also may perform an important role in neurodegenerative
disorders. In a mouse model of AD, a new subpopulation of
serpina3+/C4b+ reactive oligodendrocytes has been detected
(162). Additionally, oligodendrocytes in AD have been found
to express granulocyte activation genes (163). In a mouse
model of Parkinson’s disease, deficiency of NG2+ cells resulted
in increased neuroinflammation and nigral dopaminergic
neuron loss (103). These immunomodulatory properties of
oligodendrocyte lineage cells are exceptionally important in
the context of neuroinflammation and neurodegenerative
disorders and may open new opportunities for research and
therapeutic modalities.

Unfortunately, glia research in its current form using
rodent models and in vitro settings poorly mimics human
neuropathology (70, 71). The vast majority of animal
models are based on young animals, mostly with aggressive
phenotypes of disease, which, in the case of AD, an age-related
neurodegenerative disease, is not suitable. Recently, the gene
expression profiling data obtained from post-mortem human
AD specimens of superior frontal gyrus demonstrated a lack
of resemblance to disease activation-related gene profiles from
animal models except genes involved in lipid/lysosomal function
(164). In contrast, this profile of human genes called Alzheimer’s
microglia/myeloid cells (HAM) significantly resembled an
“enhanced human aging” phenotype. The oxidative stress
that damages mitochondria is postulated to be the main
mediator of an energy crisis and upregulation of stress-response
genes observed in cognitive decline in neurodegenerative
disorders (165).

AN ADAPTIVE ARM OF IMMUNITY IN
BRAIN HEALTH

The discovery of the functional lymphatic system in the mouse
brain’s meninges changed our perception of cross-talk between
CNS and the adaptive immune system (10, 11). The brain is
separated from the peripheral immune system by cerebrospinal
fluid (CSF) and meninges. The latter is composed of the dura, the
arachnoid, and the pia mater. CSF is present in the subarachnoid
space between the arachnoid and pia mater. CSF and meningeal
borders are rich in peripheral lymphocytes such as T cells, CD8+
cells, CD4+ cells, natural killer (NK) cells, B cells, and natural
killer T (NKT) cells (166) (Figure 3). Although the precise ways
for immune cells and macromolecules to leave and enter the
CNS are still under discussion, a recent study on EAE shows that
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meningeal lymphatics allow the drainage of cerebrospinal fluid
components and enable immune cells to enter draining lymph
nodes in a CCR7-dependent manner (167). At the same time,
CSF and interstitial fluid (ISF) directly connect the CNS with the
head and neck lymph nodes carrying main components of innate
as well as adaptive immune cells like T cells, including regulatory
CD25+ FoxP3+ cells, B cells, macrophages, and dendritic cells
(168). In normal conditions, these immune cells assure proper
surveillance to maintain brain function and homeostasis.

T Cells and Their Cytokines Regulate
Neuronal Function
T cells through cytokine signaling clear viruses from the
CNS and regulate brain functions such as spatial learning.
Despite the importance of microglia in CNS homeostasis, the
removal of microglia at baseline does not change cognition
and behavioral tasks in adult mice (169). On the contrary, it
has been found that the removal of adaptive immunity can
harm cognitive functions. The main role in this process is
postulated for CD4+T cells and the cytokines that they secrete
in meningeal spaces, which modulate immune responses and
control neuronal activity, including learning and social behavior
(168, 170). Studies using B-cell-deficient mice demonstrated a
minimal role of B cells in supporting learning behaviors (171).
The importance of adaptive immunity in cognitive function
has been demonstrated using experiments with passive transfers
of T cells (172–174). A critical role has been assigned to T-
cell-derived IL-4 in regulating cognitive function by influencing
meningeal myeloid cell phenotype (175). Lack of T cells
from meningeal spaces or T cells’ inability to produce IL-
4 was related to proinflammatory phenotype by meningeal
myeloid cells and cognitive impairment. The ability of T
cells to infiltrate the meninges is a key event for optimal T
cells influence on cognition as the blockage of their entry
impairs this function (175). Recently, the role of CD4+ T-cell-
derived IL-13 cytokine in learning and memory, by acting on
astrocytes to produce BDNF, which fosters cognitive functions,
has been documented (176). Moreover, different in vitro and
in vivo approaches show that certain other anti-inflammatory
cytokines, such as IL-10 and IL-4, possess a neuroprotective
effect, inducing neurogenesis and synapse remodeling (177).
Interestingly, the autoimmune nature of pro-cognitive T cells
has been proposed because only MOG-reactive T cells within
meningeal barriers and not ovalbumin-specific T cells mediated
the beneficial effect (171). This is in line with an initial study
where autoimmune T cells specific to myelin basic protein
were neuroprotective and could protect injured neurons in
rats (178). Another study using murine model and culture-
based systems demonstrated that T cell-derived IL-4 in an
antigen-independent way protects and induces recovery of
axonal damage by activating neuronal IL-4 receptors, which
potentiated neurotrophin signaling (179). It is important to note
that environmental factors like prenatal gut microbiota might
influence offspring murine brain development via cytokines
released by T cells (180). Maternal inflammation with T cells
producing IL-17 lead to behavioral abnormalities (181). The

negative implication of social behavior is documented for IL-17
during brain development in mice (181). IL-17 production can
be driven by several different cytokines, such as IL-6, IL-21, IL-
23, and TGF-β (182). Studies show the influence of microbiota
on microglia maturation and function as well as autoimmune
mechanisms in the CNS (183).

Role of IFNs in Brain Homeostasis
As presented above, T cells and some Th2 cytokines possess
neuroprotective functions and control learning and memory
tasks, whereas the control of social behavior is attributed more
to T-cell-derived IFN-γ. IFN-γ knockout mice display aberrant
social behavior as this cytokine stimulated inhibitory neurons
and increased GABAergic currents in projection neurons.
This finding can have an important implication for autism
spectrum disorders with aberrant neuronal connectivity and
social dysfunction (184). On the other hand, in the old
mouse brain, decline in function might be related to IFN-
γ secreted by T cells inhibiting neural stem cells within
neurogenic niches (185). Moreover, studies with neurotropic
flaviviruses demonstrated post-infectious cognitive sequelae
leading to spatial-learning defects in animals driven by CD8+T
cells or T-cell-derived IFN-γ (186). Members of other type
interferons such as the subfamily members of IFN-α and IFN-
β originating from different sources including lymphocytes
are vital in maintaining brain homeostasis. In human and
mouse neuronal culture, IFN-β, a type I IFN, inhibited BDNF
and, thus, the neurite outgrowth and survival (187). The role
of IFN type I family in the CNS is quite enigmatic since
correct levels of every member of the family are needed
to maintain tissue functionality. Nevertheless, their chronic
release and permanent microglia stimulation have been linked
to the development of distinct human neurological diseases,
termed “cerebral cytokinopathies” (188). Interestingly, the
abundance of IFN-α subfamily members or their administration
changes circadian rhythm, the opioid receptor system, and
thermoregulation, whereas the IFNs’ absence has no effect on
these functions (189).

It is increasingly clear that the adaptive immunity and
cytokines derived from T cells and other sources control the
development and function of the CNS (190). Recently, the role
of ILC2 (type 2 innate lymphoid cells) within the meninges
has been discussed (191). Alarmins together with neuropeptide
NMU released by neurons can expand ILC2, the only immune
cells expressing the NMU receptor (192). Many questions still
exist about the homeostatic or inflammatory boosting abilities of
ILC2 cells.

AN ADAPTIVE ARM OF IMMUNITY IN
BRAIN DISEASE

The majority of our understanding of adaptive immunity in
CNS malfunction comes from the prototypic inflammatory
disease—MS and its animal model (experimental autoimmune
encephalomyelitis) EAE (193–198).

Frontiers in Neurology | www.frontiersin.org 11 May 2021 | Volume 12 | Article 672455

https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles


Matejuk et al. Brain Immunity

FIGURE 3 | Neuroimmune cross-talk. Meningeal lymphatics and blood vessels (in the brain parenchyma covered by BBB) drain macromolecules and immune cells (T

cells, B cells, ILC2, APC, etc.) to CSF present in subarachnoid space. Immune compounds can further travel to lymph nodes of head & neck where they encounter

the rest of the immune system. Peripheral immune cells and cells in brain parenchyma can communicate via cytokines, chemokines, tropic factors and

neurotransmitters. T cells via norepinephrine—choline acetyltransferase T cell-acetylcholine axis can suppress immune response. Neurons can communicate a danger

by release of alarmins (e.g., IL-33).

Adaptive Immune Sentinels in MS and EAE
MS is an autoimmune disorder of the CNS caused by an
aberrant, chronic progressive inflammatory response leading to
demyelination and permanent neurological disability in young
adults, especially women. The pathogenesis of MS possesses
a strong immune component supported by the efficacy of
selective and non-selective immunosuppressive therapies on the
disease progression. However, the innate or adaptive immune
system’s contribution to the development and progression of the
disease has not yet been fully elucidated. Immunological, genetic,
and histopathological studies in mice and humans suggested a
dominant involvement of peripheral adaptive immunity during
the early phase of disease and innate immune reactions within the
CNS during the progressive stage (199). Although traditionally
MS is portrayed as a T-cell-mediated disease over years of
research, it becomes evident that a myriad of immune cells
are responsible for MS pathology including B cells, CD8+ and
CD4+ T cells, monocytes, and macrophages, as well as NK
cells and neutrophils (200–204). One of the central differences
between EAE and MS is that in EAE, T cell inflammation
is dominated by CD4+T cells (205), whereas in MS, it is
dominated by CD8+ T cells (206) and B cells (123). Recently,
involvement of innate-like T lymphocytes, unconventional T

cells with characteristics of innate and adaptive cells in MS
pathology, has been suggested (207). Most likely initiated by
autoreactive T cells, the immune response is facilitated by both
peripheral and immune cells residing in the CNS. One of the
crucial players linking adaptive with innate immunity is the
inflammasome complex. NLRP3 inflammasome has been found
to be critical for EAE induction as shown by studies with NLRP3
and IL-1 knockout mice most likely through effects on caspase-
1-dependent cytokines, which then influence Th1 and Th17
cells (208). The protective mechanisms of current MS therapies
such as IFN-β or glatiramer partially rely on dampening the
IL-1β levels.

Besides obvious inflammatory mechanisms inMS, this disease
also has characteristics of neurodegeneration. Earlier, it was
believed that neurodegeneration is secondary to inflammatory-
demyelinating processes, but now, it is widely accepted that
axonal loss proceeds in parallel with induction of acute white
matter plaques (209). Several mechanisms contribute to
neurodegeneration in MS, like redistribution of ion channels,
proinflammatory mediators, ROS causing mitochondrial
dysfunction, and neuronal metabolic imbalance caused in
part by glutamate produced by meningeal infiltrating immune
cells (210).
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Protective Role of T Cells in Different
Neurological Disorders
For a long time, it has been established that CD4+ T cells
play a major role in preventing spontaneous experimental
autoimmune encephalomyelitis (Sp-EAE) (211, 212) as well as
spontaneous autoimmune disease such as non-obese diabetes
in mice (213). Transgenic mice with T cell receptors specific
for myelin basic protein (MBP)-Ac1-11 do not develop EAE
unless actively immunized with myelin basic protein (MBP).
However, when backcrossed to the RAG-1 background, these
mice spontaneously develop an acute form of progressive EAE
(211). Our previous study demonstrated that three different
populations of splenocytes isolated from AV4/BV8S2 double
transgenic mice immunized with MBP possess the ability to
protect from spontaneous EAE (214). The most effective in
regulating EAE was the population with a CD4+CD25+CCR4+
phenotype. An ultimate regulatory activity has been consistently
demonstrated for Tregs in inflammatory conditions, including
EAE andMS (215). Activation of endogenous Tregs and recovery
from EAE were proven for B cells and mechanisms involving IL-
10 (216). The first study on the role of meningeal drainage in
the context of neuroinflammation in EAE shows the importance
of this route for CNS drainage of antigens and immune cells
as well as importantly, shaping the phenotype of T cells (167).
The CNS fluid drainage of CSF antigens has been described
elsewhere (217).

Accumulating evidence shows that in classic
neurodegenerative diseases such as AD and ALS, besides
phagocytes, a crucial role is played by the adaptive immune
system, which contributes to disease progression and protection.
Mice models of AD and ALS, deficient in T cells, display rapid
disease progression (218, 219). Some early experiments inmurine
models point out the importance of adaptive immunity in nerve
injury (178, 220). It has been shown that T cell response in CNS
injury might be TCR-dependent as well as TCR-independent
depending on experimental conditions (178, 179). In the CNS
injury model, the adaptive response follows the activation of
glia and the release of IL-33, a monocyte recruitment cytokine
most abundantly present in the nervous system and mice lacking
IL-33 have impaired recovery after CNS injury, which is the
consequence of reduced myeloid cell infiltrates (221).

CONCLUDING REMARKS

Rapid progress in high-resolution live image technologies,
single-cell genomics, quantitative proteomics, and epigenetics

brings discoveries in the field of neurology. The long-
lasting dogma imposing separation of the peripheral immune
system from the nervous system, linking these two only in
extreme pathological conditions, becomes obsolete. Their co-
existence and close interplay assure proper functioning and
homeostasis of the CNS. Failure of clinical trials of CNS
therapeutics (with the possible exception of MS), mostly
immunosuppressive and anti-inflammatory, proves our poor
understanding of immune sentinels’ function in the CNS. It is
time to reconsider the immune system as a close partner to
the brain environment since it is crucial for brain development,
homeostasis, and disease. Recent discoveries of meningeal
lymphatic vessels changed our perception of cross-talk between
CNS and the immune system. How meningeal immunity and
reciprocal cross-talk between innate and adaptive immunity
influence CNS health and disease is now of critical importance
in neuroimmunology.
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