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Abstract

Following neuronal disorders, astrocytes carry out either neuroprotection or neurodegeneration. Previous
authors suggest that favoring of heurodegeneration or neuroprotection by astrocytes can be due to many
factors such as the influence of cytokines following their binding on their receptors on astrocytes. These
receptors have however been shown to be region specific and heterogeneous. Further, research
exploiting their role and influence in determining astrocytic response remains partly elucidated. A review
of previous and ongoing research on these receptors would be helpful in the disclosure of astrocytic

responses to neuronal disorders.
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INTRODUCTION

Astrocytes are the most abundant macroglial
cells in the central nervous system (Min et al,
2006). Their fundamental roles include
nourishment of nerves (Garey, 2003), glial scar
formation (Huang et al, 2014), nitric acid
synthesis (Heales et al, 2004), and ion
hemostasis (Ridet et al, 1997).

During neuronal disorders, astrocytes have been
linked to neurodegeneration by causing
leukocyte infiltration (Sonfroniew, 2000), blood
brain barrier disruption (Cabezas et al, 2014) and
facilitating glial scar formation (Sonfroniew,
2009), which inhibits neuronal growth. However,
in other instances, they have been shown to
facilitate neuroprotection by supporting axonal
growth (Gage et al, 1988), aiding in the
formation and release of glutathione (Belanger,
2009) and aiding in the reformation of disrupted
blood brain barriers (Cabezas et al, 2014).

It has been suggested that this antagonistic
astrocytic response can be due to many factors

such as the influence  of  either
neurodegenerative or neuroprotective cytokines
following their binding on their receptors on the
astrocytes (Yunlong et al, 2011). For example, if
macroglial cells secrete a neurodegenerative
cytokine such as Tumor Necrosis Factor
following nervous disorders, this cytokine can
influence astrocyte mediated neurodegeneration
from the astrocyte upon which it binds. On the
other hand, if a neuroprotective cytokine such as
interleukin 6 is secreted, it can influence
neuroprotective effects.

Unfortunately, it has been hinted that the
receptors for the different cytokines/ligands that
may influence astrocyte reaction, exhibit region
specific heterogeneity (Zhang and Barres, 2010;
Oberheim et al, 2012). This means that
astrocytes located in one part of the brain may
not necessarily share the same receptors as
those located in a different part of the brain.
Hence, if the receptors of a particular
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cytokine/ligand are missing on the astrocytes
around where it is secreted, its effects may not
be observed.

Even though studies have hinted on the region
specific heterogeneous nature of the receptors
found on astrocytes, their influence in
determining astrocyte response to neuronal

Astrocytic reaction to nerve injury has been
linked to astrocyte mediated neurodegenerative
diseases like Alzheimer’s Disease and Parkinson'’s
disease whose prevalence is not only high but
has been increasing (Denis et al, 1989; Lau and
Breteler, 2006). Therefore, the role played by
the region specific and heterogeneous nature of

astrocyte receptors may be important in
disorders remains to be elucidated (Zhang and undergttanding pthese gstrocytic P mediated
Barres, 2010). diseases.
METHODOLOGY

Literature was searched using Google, Hinari

Scholar and PubMed for controlled and
experimental studies. Search items in the
databases were ‘roles of astrocytes in

neurodegenerative diseases’, ‘astrogliosis’, ‘glial
scar formation” , ‘'astrocyte receptors’,
'cytokines’, ‘astrocytes' and ‘reactive astrocytes’.
Any additional relevant studies from the

reference lists of these papers were also
included. Both human studies and animal model
studies were included. Out of 45 potential
papers, only 28 papers were used. The 17
papers that were not used were only provided
for in abstract form and this limited their use in
the review.

DISCUSSION

Role of the astrocyte receptors in
determining astrocytic response

Heterogeneity in astrocyte receptors
Studies on astrocytic receptors have hinted that
that their expression varies from region to region
(Zhang and Barres, 2010). Among the receptors
that have been reported to vary are those of
glutamate, erB and II-6 (Marz et al, 1999; Zhang
and Barres, 2010; Oberheim et al, 2012). For this
review, these receptors were selected amongst
others due to their variant expression as
compared to the rest.

Heterogeneity of Glutamate astrocyte
receptors

Astrocytes have been shown to express
glutamate receptors that enable them to sense
and respond to neuronal activity. Among the
glutamate receptors that have been shown to
vary depending on the brain region is the a-
amino-3-hydroxy-5-methyl-4-isoxazolepropionic
acid (AMPA) receptors. These receptors are
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found mostly in astrocytes of the cerebellum,
neocortex and brain stem unlike other parts of
the brain (Hoft et al, 2014). AMPA receptors in
cortical astrocytes are important in neuron-glia
signaling as well as regulation of levels of
glutamate at the synaptic cleft (Hoft et al, 2014).
This regulation occurs through the absorption of
excess glutamate following synaptic release of
the neurotransmitter during nerve firing. This
absorption prevents glutamate excito-toxicity,
which is the accumulation of glutamate in the
synaptic cleft (Anderson and Swanson, 2000).
Excito-toxicity has been shown to occur in areas
where the glutamate receptors are deficient or
non-functional. Therefore, in areas such as the
hippocampus, where glutamate receptors are
deficient, excito-toxicity and  hence
neurodegeneration are prone following excess
glutamate accumulation in the synaptic cleft as
compared to other areas such as cerebellum,
neocortex and brain stem where these
glutamate receptors are abundant on the
astrocytes. This is further supported by the fact
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that Alzheimer’s disease (Sheldon and Robinson,
2007), which usually occurs following
dysfunctional neurons in the hippocampus has
been linked to glutamate toxicity. In excito-
toxicity, the excess glutamate binds to N-Methyl-
D-aspartate receptor on the post synaptic
membrane of nerves following failure of its total
absorption into the astrocyte (Lau and
Tymianski, 2010). This has been suggested to
lead to increased Ca2+ influx in the surrounding
nerve and activation of a number of enzymes,
including phospholipases, endonucleases, and
proteases such as calpain. These enzymes go on
to damage nerve cell structures such as
components of the cytoskeleton, membrane,
and DNA (Lau and Tymianski, 2010). This may
explain the nervous dysfunction in Alzheimer’s
disease.

Heterogeneity of erB astrocyte receptors

The erB family of proteins are receptor tyrosine
kinases whose role in the central nervous system
is neuron to glia communication (Sharif et al,
2009). In humans, the family of erB includes erB
1, erB 2, erB 3 and erB 4 receptors. These
receptors are also identified as the HER
receptors in humans (Casalini et al, 2004). They
bind several ligands referred to as Epidermal
Growth Factor related peptide growth factors.
These stimulate the intrinsic tyrosine kinase
activity of the receptors and triggers auto
phosphorylation of specific tyrosine residues in
the astrocyte cytoplasm (Sharif et al, 2009).
These residues finally provide sites for
downstream signaling molecules and eventually
facilitate the effects of the growth factor. Just
like the glutamate receptors, the erB receptors
have been shown to vary within different brain
regions with cortical astrocytes expressing
erbBl, erbB2, and erbB3, whereas human
hypothalamic astrocytes expressing erbBl1,
erbB2, and erbB4 receptors (Sharif et al, 2009).
Recent data implicates insufficient ErbB signaling
in neurodegenerative diseases (Gondi et al,
2009). Insufficient erB 3 and erB 4 receptors
have been linked to schizophrenia whereas
alterations in erB 4 has been linked to
Alzheimer’s disease. erB 1 and erB 2 have also

1171

been linked to pathophysiology of Parkinson’s
disease. Therefore, in areas expressing erB 1
and erB 2 receptors, nervous dysfunction might
be common; so are the areas deficient in erB 4
receptors (Sharif et al, 2009).

Heterogeneity of IL-6 astrocyte receptors

Interleukin 6(IL-6) is a cytokine not only involved
in infection and metabolic processes but also
neural processes. Its role in the CNS has been
reported to be antagonisticc promoting
inflammation in some instances and anti-
inflammation in others (Scheller et al, 2011;
Burton and Johnson, 2012). This antagonistic
pattern has been linked to its receptors, which
vary regionally. The receptors of IL 6 can be
grouped into the membrane bound IL 6
receptors and the soluble IL 6 receptors. The
soluble receptors are produced following
cleaving of the membrane receptors immediately
before the membrane-spanning region by
alternative splicing or by proteolytic enzymes
(Scheller et al, 2011). Research has shown that
IL6 binding through its membrane receptors
induces anti-inflammatory reaction. On the other
hand, binding through the soluble IL 6 receptors
induces pro-inflammatory reactions (Burton and
Johnson, 2012). Unlike the soluble IL 6 receptors
which are expressed in almost all cells, the
membrane bound receptors have been shown to
be highly expressed in a few cells including the
astrocytes located in the cortex as compared to
other areas (Marz et al, 1999). The binding of IL
6 on these areas induces the production
neurotrophic factors. In the cortex, for example,
IL 6 has been shown to induce production of
neurotrophic factor 4 and 5 (Marz et al, 1999).
These neurotrophic factors have been shown to
be neuroprotective. Areas with the soluble IL 6
receptors may however be prone to astrocyte
mediated neuro-degeneration. This differential
receptor expression, as illustrated above, may
explain the antagonistic astrocyte response to
nerve injury.

These differential receptor expression in
astrocytes as illustrated have been linked to the
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different embryological origins of the astrocytes
(Oberheim et al, 2012).

Astrocyte embryology

Embryologically, astrocytes have been reported
to differentiate from different regions (Oberheim
et al, 2012). Astrocytes located in the brain have
been shown to originate in the ventricular zone
from radial glial intermediate cells (Voigt, 1989;
Oberheim et al, 2012). These astrocytes have
been reported to populate the regions of the
cortex, dorsal pallium and ventral telencephalon
in the developing brain (Oberheim et al, 2012).
The other source of astrocytes located in the
brain is the Sub ventricular zone. These
astrocytes have been reported to populate most
of the marginal zone during embryonic brain
development, the ganglionic emminences, dorsal
pallium and ventral striatum (Paterson et al,
1973; Oberheim et al, 2012). The astroblasts
from the medial ganglionic emminence populate
the basal ganglia and hippocampus whereas
those of the lateral ganglionic emminence
populate the septum and amygdala. Astrocytes
from the caudal ganglionic emminence occupy
the nucleus accumbens, stria terminalis and part
of the hippocampus (Paterson et al, 1973;
Oberheim et al, 2012). Differentiations of these
astrocytes have been reported to be under
regulation of many region specific molecular
factors such as Gli and Nkx genes. Research has
suggested that these sub types of astrocytes
acquire heterogeneity in function due to this
differential molecular expression during their
embryology (Oberheim et al, 2012).

In the spinal cord, just like in the brain, research
has also shown a difference in the origins of
astrocytes. In the spinal cord, astrocytes have
been reported to originate from three domains
that are arranged in a dorso-ventral axis
(Chaboub and Deneen, 2012). These three
domains are termed p1, p2 and p3 and they have
been shown to express transcription factors Pax6
and Nkx6.1, as well as Reelin and Slit (Figure 1)
(Chaboub and Deneen, 2012).

GFAP+
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VZ Patterning

Gliogenesis

Nkx6.1/0lig2 (YN \A
NKkxB.1/NKx22 P3SN~

Pax6/Nkx6.1 1274 VA1 (Reelin+)
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Similar to the brain, astrocytes within the spinal
cord may also bear different receptor types. It is
also possible that the different expression of
molecular factors during their embryology in the
spinal cord influences astrocyte receptor
specificity, just like in the brain.

Conclusion

Astrocyte response following neuronal disorders
is highly governed by distinct astrocyte receptor
expression that is region specific.
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