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Objective: The exact pathophysiology of bipolar disorder (BD) is not yet
fully understood, and there are many questions in this area which should
be answered. This review aims to discuss the roles of glial cells in the
pathophysiology of BD and their contribution to the mechanism of action
of mood-stabilising drugs.
Methods: We critically reviewed the most recent advances regarding
glial cell roles in the pathophysiology and treatment of BD and the
neuroprotective and neurotrophic effects of these cells.
Results: Postmortem studies revealed a decrease in the glial cell number
or density in the specific layers of prefrontal and anterior cingulate cortex
in the patients with BD, whereas there was no difference in other brain
regions, such as entorhinal cortex, amygdala and hippocampus.
Astrocytes and oligodendrocytes were the most important glial types that
were responsible for the glial reduction, but microglia activation rather
than loss may be implicated in BD. The decreased number or density of
glial cells may contribute to the pathological changes observed in
neurons in the patients with BD. Alteration of specific neurotrophic
factors such as glial cell line-derived neurotrophic factor and S100B may
be an important feature of BD. Glial cells mediate the therapeutic effects
of mood-stabilising agents in the treatment of BD.
Conclusion: Recent studies provide important evidence on the impairment
of glial cells in the pathophysiology and treatment of BD. However, future
controlled studies are necessary to elucidate different aspects of glial cells
contribution to BD, and the mechanism of action of mood-stabilising drugs.

Significant outcomes
∙ The review discusses about the potential roles of glial cells in the pathophysiology of bipolar disorder
(BD) by emphasising on the neurotrophic and neuroprotective roles of these cells.

∙ Glial cell loss especially in specific brain regions and glial cells-specific neurotrophic factor deprivation
may have important contribution to the pathophysiology of BD.

∙ Glial cells, at least partly, may mediate the therapeutic effects of mood-stabilising drugs.

Limitations

∙ In spite of many evidence that addresses glial cell roles in the pathophysiology and treatment of
BD, some inconsistencies are present that may be related to the obstacles present in the
neuropsychopharmacological studies.

∙ Establishment of relationship between peripheral and central levels of glial cells-specific neurotrophic
factors and assessing glial cell loss in regions revealed by neuroimaging studies seem very necessary.
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Introduction

BD is a common, chronic mental disorder with a high
rate of relapse, cognitive impairment, psychosocial
disability and suboptimal outcome (1). The preva-
lence of BD is between 1% and 2% around the world
(2,3). However, the real prevalence is mainly higher
because of under-diagnosed subjects (4,5). BD is a
heritable disorder that may disrupt several systems
and functioning such as sleep/wake system,
autonomic, motoric, cognitive and endocrine systems
(6). The exact pathophysiology of this complex
disorder remained elusive. However, it has been
proposed that multiple layers of body function
including behavioural, cellular and molecular
systems may be involved in the pathogenesis of this
disorder. Recent studies imply that the impaired
cellular plasticity of neuronal and glial network or
impaired communication of these cells may be
responsible for BD (7–9). Several postmortem
studies with neuroimaging investigations have
implied about the roles of glial cell in the
pathophysiology of this disorder. However, there
are many questions in this area that should be
answered to complete the puzzle of this disorder.
This review aims to discuss the roles of glial
cells in the pathophysiology of BD and their
contribution to the mechanism of action of mood-
stabilising drugs.

Glial cells

Glial cells have been considered as the passive
constitute of central nervous system (CNS) that only
have supportive or nutritional roles for the neural
network (10,11). However, recent evidence has
proposed that high-order CNS functions may be the
outcome of glial-neuronal interaction (12).
Astrocytes, oligodendrocytes and microglia are

three main types of glial cells in the CNS, which are
the most prevalent constitute of the cortex (13). Each
glia type can be distinguished by specialised
functions and specific morphology. For instance,
astrocytes are responsible for the metabolic support
of neurons and the development of blood–brain
barrier, oligodendrocytes for the myelin production,
whereas the function of microglia is important
in the cell immunity in the CNS (14). However,
dysfunction of any type of glial cells may be
involved with the development of neuropsychiatric
disorders (15). In general, all the glial types have
important physiological roles that can regulate
neuronal functions. Regulation of synapses (12), the
clearance of extracellular ions and transmitters
(16,17), the control of neuronal metabolism and
migration (18–20), the regulation of brain energy

supplies (15), neurotrophic factor synthesis and
release (21), angiogenesis and immune function in
the CNS (22), coping with brain insults (23), and
myelin formation (24) are the most important
functions of the glial cells. Among these functions,
several studies have suggested that neurotrophic and
neuroprotective roles of the glial cells may be very
relevant to the pathophysiology and treatment of
mood disorders (25,26).

Neurotrophic and neuroprotective roles of the glial cells

It has been shown that glial cells, especially
astrocytes, may possess the potency to exert
neuroprotective effects (27). Gliotoxins which abo-
lish astrocyte functions have increased the suscept-
ibility of neurons to the cellular stressors (28).
Moreover, in vivo ablation of astrocytic function
has been increased neuronal cell death and vulner-
ability to ischaemia-induced injuries (29,30). The
roles of the glial cells in the production of
neurotrophic factors, homoeostasis of glutamate and
production of antioxidants may be the important
mechanisms proposed for the neuroprotective actions
of these cells.

Glial cells synthesise and release several neuro-
trophic factors such as brain-derived neurotrophic
factor (BDNF), glial derived neurotrophic factor
(GDNF) and S100B that regulates neuronal survival
and plasticity (14). Accordingly, it was proposed that
the deprivation of neurotrophic factors, potentially
from the glial cells, may contribute to the neural
damage or death (31).

Furthermore, some reports have demonstrated the
role of astrocytes in the protection of neurons against
neurotoxic agents such as hydrogen peroxide and
glutamate (32,33). It has been revealed that
antioxidants are present at high concentrations in
the astrocytes (34,35), and protect other cells,
particularly neurons, from oxidative stress-induced
cell death (35). Moreover, neuro–astrocyte co-culture
system showed the protective effects of astrocytes
against hydrogen peroxide (H2O2)- and nitric
oxide (NO)-induced neuronal death (32,36). In
addition, astrocytes have important roles in the
modulation of glutamate level that may be actively
involved in the protection of neurons against
excitotoxicity. Astrocytes protect neurons against
excitotoxicity in the mixed neuro–astrocyte cultures
by reducing extracellular level of glutamate (37).
Recent findings on the cell loss in the brain of
patients with mood disorders have shown that
neurotrophic and neuroprotective effects of glial cells
may be very relevant to the pathophysiology of these
disorders (25).
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Glial cell roles in BD

Reduction in the grey matter volume in the patients with BD

Neuroimaging studies have consistently shown a
reduction in grey matter volume in the patients with
BD. A meta-analysis conducted by Ellison-Wright
and Bullmore (38) demonstrated that four regions of
the grey matter were decreased in the patients with
BD. The decrease in the grey matter volume was
occurred in the right insula, perigenual anterior
cingulate, left insula and subgenual anterior cingulate
(38). The findings of their study were similar to the
findings of other studies in which the authors have
reported a reduction in the prefrontal lobe volume
(39), the left anterior cingulate cortex (ACC) (39,40)
and the left subgenual prefrontal cortex (PFC)
(40,41). In contrast, a meta-analysis of amygdala
volumes did not show any significant change in the
patients with BD (42). It has been proposed that the
glial cell loss, at least partly, is responsible for a
reduction in the grey matter volume in the patients
with BD (43). Moreover, it has been revealed that
reduction in the neuronal density, which is more
subtle than glial alteration, may be relevant to
the morphometric changes detected in the patients
with BD (44).

Glial cell loss in the brain of patients with BD

In the late 90s, a theory developed that glial cell
abnormalities may play an important role in the
pathophysiology of mood disorders (13,44). For the
first time, Ongur et al. (45) found a selective
reduction in the glial cell number and density in the
subgenual PFC in the patients with an apparent
family history of BD. Afterwards, Rajkowska et al.
(46) demonstrated a significant alteration in the
density, shape and size of the glial cells in the
dorsolateral PFC of the patients with BD. Their
results showed that the mean glial cell density was
significantly reduced below the control values in the
sublayer IIIc of PFC, and was associated with a
marginally significant decrease in the sublayer Vb in
the brain of patients with BD (46). Moreover, Brauch
et al. (47) found a decrease in the glial size of the
temporal cortex in the patients with BD may reflect
glial dysfunction. In contrast, some studies have
reported no glial cell reduction in the dorsolateral
PFC of the patients with BD (48,49).

In addition to PFC, some investigators have
focused on other brain regions to find glial
abnormalities in the brain of patients with BD. In a
study conducted in 2011, Gittins and Harrison (50)
assessed glial cell density in the ACC and found
lower glial density in all layers except Vb in the
patients with major depressive disorder (MDD) and

BD. In contrast to the above mentioned investiga-
tions, several studies did not find any evidence of
glial cell reduction in this region (51,52). It is
important to notice that Gittins and Harrison study
had the limitation of measuring glial cell density in
only two patients with BD.

Some studies measured the density of the glial
cells in the amygdala of the patients with BD and
controls, but they found no difference in the glial
density in the patients with BD (53–55). Interest-
ingly, Bowley et al. (55) found glial cell reduction in
the amygdala of un-medicated patients with BD.
They proposed that mood-stabilising drugs such as
lithium and valproate may attenuate glial reduction in
the patients with BD (55). Moreover, Webster et al.
(49) studied the glial reduction in the hippocampus
and they reported no significant difference in the glial
cell density in this region in the patients with BD.
Table 1 summarises the studies that evaluated glial
cells loss in different brain regions in the patients
with BD.

An important limitation in postmortem studies is
that many of them have assessed the region that was
not match with the information received from the
volumetric studies. Neuroimaging studies have
shown grey matter volume reduction in the insula
and cingulate cortex of patients with BD (38),
whereas many postmortem studies have measured
glial loss or reduced glial density in the other regions
like amygdala or hippocampus. Moreover, some
reports showed that glial size has increased in the
patients with BD (46). Therefore, it can be suggested
that the reduced density of the glial cells in patients
with BD may be related to the increased glial size. In
addition, in a study conducted by Rajkowska et al.
(46), the authors reported that the glial cell alteration
may be layer specific. Moreover, the mean age of
participants in the majority of studies was above the
40 years, whereas mood disorders are very prevalent
among younger adults. Furthermore, another impor-
tant limitation of almost all of the above mentioned
postmortem studies is the small sample size.

Implications of the loss of glial cells in BD

There are some hypotheses about the mechanisms
underlying neuronal loss in the patients with mood
disorders. However, there are very limited informa-
tion about the cause and mechanism of glial loss or
reduced glial density in the patients with mood
disorders. Therefore, the exact mechanism under-
lying glial loss or reduced density of glial cells in the
patients with BD needs to be further elucidated.
Recent studies implied that chronic stress, cytokines,
excitotoxicity and oxidative stress may be involved
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Table 1. Glial cells loss in different brain regions in the patients with bipolar disorder

Location Results Subjects Factor measured Reference

Prefrontal cortex
PFC Layer IV: decreased

oligodendrocyte numerical
density

15 BD
15 MDD
15 SChZ
15 controls

Oligodendrocyte density (137)

Decreased one isoform of
GFAP

24 SChZ
23 BP
19 MDD
23 controls

Protein (77)

dlPFC Reduced glial density in IIIc
and Vb sublayers

10 BD
11 controls

Glial cell density (46)

No difference between BD
and controls

10 BD
11 MDD
9 SChZ
14 controls

Glial cell density (48)

No difference between BD
and controls

15 BD
15 MDD
15 SChZ
15 controls

Phosphorylated GFAP protein (49)

Decreased oligodendrocyte-
related and myelin-related
genes mRNA

No change in GFAP mRNA

15 BD
15 SChZ
15 controls

Oligodendrocyte-related and
myelin-related genes
mRNA

GFAP mRNA

(80)

Subgenual PFC Lower glial number in BD
Lower glial number in
familial BD

15 BD
14 MDD
15 SChZ
15 controls

Glial cells number (45)

Entorhinal cortex No difference in astrocytes
density

15 BD
14 MDD
15 SChZ
15 controls

GFAP-positive astrocyte
density

(81)

Anterior cingulate cortex Lower glial density in all
layers but Vb of mood
disorders

Lower GFAP in white matter
of mood disorders

5 MDD
2 BD
9 controls

Glial cell density
GFAP protein

(50)

No evidence for glial cell
reduction

15 BD
15 MDD
15 SChZ
15 controls

Glial cell density (51)

No difference in glial cells 10 BD
11 SChZ
12 controls

Glial cell density (52)

Amygdala No reduction in BD
Reduced in non-medicated
BD

7 MDD
10 BD
12 controls

Glial cell density (55)

No reduction in BD 8 MDD
9 BD
10 controls

Glial cell density
S100β-positive astrocytes

(53)

No difference in neuron or
astrocytes in BD

15 BD
15
MDD
15
SChZ
15 controls

GFAP-positive astrocytes (54)

Hippocampus No difference between BD
and controls

15 BD
15 MDD
15 SChZ
15 control

Phosphorylated GFAP-
astrocytes

(49)

BD, bipolar disorder; dlPFC, dorsolateral PFC; GFAP, glial fibrillary acidic protein; MDD, major depressive disorder; mRNA, messenger RNA; PFC, prefrontal cortex;

SChZ, schizophrenia.

The results only show the condition of patients with bipolar disorder compared with control group.
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in the glial loss in the patients with BD. It has been
proposed that volume change in the patients with
mood disorder may be related to the stress-induced
reduction in the glial cells (56). Cytokines such as
tumour necrosis factor-α (TNF-α) can induce glial
apoptosis (57) and reduce glial fibrillary acidic
protein (GFAP) content in the primary mouse
astrocyte culture and human glioblastoma cells
(58). Stimulation of TNF-receptor with enhanced
level of TNF-α activates apoptotic routes in the glial
cells during mood episodes (57). Glial cells are
sensitive to the elevated levels of glutamate
(excitotoxicity) and oxidative stress (59–62). These
vulnerabilities may contribute to the glial loss in the
ischaemia and demyelinating diseases (59,63,64).
However, the exact relationship between these
factors and glial loss in the patients with BD should
be determined (65).

The impact of glial loss or reduced glial cell
density in the pathophysiology of BD is not fully
elucidated. Moreover, it needs to be fully clarified
that the glial reduction is a reaction to the process of
underlying mechanism of mood disorders or have a
causative role in these disorders (55). However, some
evidence shows that decreasing glial number or
density may play important roles in BD. Neuronal
activity is crucially dependent upon homoeostatic
functions of glial cell and glial loss can damage these
modulatory roles of the glial cells (55).

Glial cells express a wide range of neurotrans-
mitter receptors such as receptors for serotonin,
norepinephrine and dopamine (66). It has been
suggested that perturbation of brain monoamine
system may be an important mechanism underlying
mood disorder (67) and impairment of monoamine
neurotransmission may be related, at least partly,
to the glial loss in mood disorders (65).

In addition, glutamate activity may contribute to
the neuroplasticity impairment detected in the
patients with mood disorders (68). In normal
condition, glutamate exerts substantial roles in the
regulation of neuroplasticity, learning and memory
(69). Glutamate also is the most important excitatory
neurotransmitter responsible for the neurotoxicity in
the CNS, which is known as excitotoxicity (68). Glial
cells, particularly astrocytes, have a primary function
in the regulation of glutamate level in the brain by
glial transporters (70). Reuptake of glutamate by
astrocytes decreases synaptic level of this excitatory
neurotransmitter and protects neurons from apoptotic
insults in the mixed culture (37). Astrocytes convert
glutamate to the glutamine via an enzymatic reaction
by glutamine synthetase and use glutamine as the
source of glutamate and gamma-aminobutyric acid
(GABA) for the neurons (71). Therefore, glial loss
may give rise to the perturbation of glutamate

homoeostasis and enhancement of the risk of
excitotoxicity in neurons in the patients with mood
disorder. These functions are mainly related to the
astrocytes, whereas oligodendrocytes are the other
glial type which is involved in the glial loss in the
patients with BD (55). Therefore, the effects of
oligodendrocyte loss in BD need to be exactly
clarified in the future.

Contribution of each glial type to the loss of glial
cells in BD

The exact cell type responsible for the glial loss in the
patients with BD is not completely clear. Some studies
have suggested that astrocytes and oligodendrocytes
may be the most relevant cell types in the glial
cell loss in patients with BD (14). However, recent
reports imply that microglia activation but not loss
may contribute to the pathophysiology of BD (53,72).

Contribution of astrocytes to the loss of glial cells in BD

Growing evidence suggests that astrocytes have a
potential role in the pathophysiology of several CNS
disorders (73). It was demonstrated that the structure
and function of astrocytes have been altered in the
neuropsychiatric disorders such as neurodegenerative
disorders, epilepsy, schizophrenia and mood
disorders (74–76). Therefore, many groups have
investigated the potential roles of astrocytes in the
pathophysiology of mood disorders.

Johnston-Wilson et al. (77) showed that some
isoforms of GFAP, specific markers of astrocytes,
were reduced in the frontal lobe of patients with BD.
Moreover, Gittins and Harrison (50) documented
lower level of GFAP in the white matter of patients
with mood disorder (both BD and MDD). A study
conducted by Gos et al. (78) showed that there was a
reduction in S100B-immunocontent of astrocytes in
the hippocampus of patients with BD and MDD.
Toro et al. (79) also demonstrated that the level of
GFAP was reduced in the PFC and orbitofrontal
cortex of the patients with BD compared with the
healthy controls. On the contrary, some studies have
not supported astrocytes role as a main glial type
responsible for the glial loss in the patients with BD.
In line with this, the finding of a study conducted by
Tkachev et al. (80) showed that there was no change
in the level of GFAP in the PFC of patients with BD
compared with the healthy controls. Similarly,
Altshuler et al. (54) found no difference in the
density of astrocyte in the amygdala of the patients
with BD. Another study in the entorhinal cortex in 13
patients with BD showed that there was no difference
in the astrocyte density between the patients with BD
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and the healthy controls (81). Bernstein et al. (82)
measured the numerical density of glutamine
synthetase immunoreactive-astrocytes in eight corti-
cal and two subcortical regions of the patients with
BD. However, they found no change in the glutamine
synthetase immunoreactive-astrocytes in the patients
with BD (82).
It is very hard to make a conclusion about the

astrocytic loss in the brain of patients with BD.
Several factors can confound the results of the studies
on the glial cell loss in the patients with BD. One
important factor may be the proliferative effects of the
mood-stabilising drugs on the astrocytes that affect the
density of these cells in the CNS (83,84). Unfortu-
nately, a majority of these studies have not reported
drug effects on the GFAP or astrocyte density.

Contribution of oligodendrocytes to the loss of glial cells in BD

Oligodendrocyte is another cell type that may be
responsible for the glial cell loss in the brain of
patients with BD. Some studies showed that the gene
expression of oligodendrocyte- and myelin-related
genes has been greatly reduced and multiple
transcription factors with regulatory roles on the
myelin gene expression have been altered in the
patients with BD (80). Moreover, Uranova et al. (85)
showed that the numerical density of oligodendro-
cytes in the VI layer of the PFC in the patients with
BD was reduced compared with the control groups.
Because the volume of brain regions was not
different between groups, authors concluded that
the difference should be related to the reduced
oligodendrocytes numbers in the patients with BD.
Similarly, follow-up studies have demonstrated a
reduction of myelin staining of the dorsolateral PFC
in the patients MDD and BD (86). Gos et al. (78)
showed that S100B-immunocontent of oligodendro-
cytes was reduced in the hippocampus of the patients
with BD, but it was not reduced in that of the patients
with MDD. Therefore, some studies suggested that
the glial cells loss in the patients with BD may be
related to the oligodendrocytes abnormalities (53,85).

Contribution of microglia to the pathophysiology of BD

Some evidence suggests the involvement of microglia
in BD. According to this theory, chronic activation of
the immune system mediated by the microglia in the
CNS and enhanced production of inflammatory
mediators may precipitate mood disturbances (87).
Moreover, it has been postulated that the enhanced
release of pro-inflammatory cytokines by the acti-
vated microglia exerts debilitating effects on the
neuroprotective system, thereby interfering with the

pathophysiological changes in BD (65,87). In vivo
analysis of peripheral blood showed that the pro-
inflammatory cytokines have increased in various
phases of BD (88). Moreover, Söderlund et al. (89)
revealed higher level of pro-inflammatory markers in
the cerebro-spinal fluids (CSF) of patients with BD.
It has been shown that pro-inflammatory cytokines
activate microglia and this may result in the enhanced
release of glutamate from microglia and excitotoxicity
(90). Therefore, microglia activation rather than
microglia loss may contribute to the pathophysiology
of BD. In this line, Hamidi et al. (53) showed no
significant change in the density of microglia in the
amygdala of patients with BD. However, there are
very limited reports in the literature about the alteration
of microglia in the patients with BD.

Roles of glial cells-specific neurotrophic factors in the
pathophysiology of BD

Recently, it was hypothesised that the cell loss or the
reduced density of glial cells in the patients with BD
may be related to the abnormalities of the neuro-
trophic factor (91). Glial cells loss may be an
important feature of BD and it is possible to assume
that the abnormalities in the synthesis or release of
neurotrophic factors that mainly origin form glial
cells may be, at least partly, responsible for the
pathologic events in the process of BD. Therefore,
we discuss possible roles of some glial cells-specific
neurotrophic factors in the pathophysiology and
treatment of BD.

GDNF in BD

GDNF is an important neurotrophic factor for the
dopaminergic neurons (21). However, this neuro-
trophic factor is extensively expressed throughout the
CNS (92), and produces neuroprotective effects in
different neuronal populations (93). It has been
demonstrated that GDNF has regulatory effects on
the noradrenergic neurons (94) and protects against
kainate-induced oxidative stress in the rat hippocam-
pus (95). Furthermore, it has been shown that GDNF
can protect both neurons and glial cells against
oxidative stress insults (94–96).

Some other studies have shown that GDNF can
contribute to the pathophysiology of BD. In 2006,
Takebayashi et al. (97) studied the alteration in the
level of GDNF in the Japanese patients with BD and
reported that total blood level of GDNF was lower in
the patients with BD I and II compared with the
healthy controls. Moreover, Zhang et al. (98)
evaluated a Chinese Han cohort of patients with
manic and depressive stages of BD for the serum
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GDNF levels and their finding showed a lower level
of serum GDNF in both stages of disease and an
increment of this neurotrophic factor after 8 weeks of
treatment with mood-stabilising drugs (98). On the
contrary, Rosa et al. (99) showed that there was a
higher level of GDNF in the manic and depressive
phases of Brazilian patients with BD. Moreover,
Barbosa et al. (26) reported a higher plasma GDNF
level in the euthymic patients with BD compared
with the manic and healthy controls. In contrast,
Otsuki et al. (100) reported no alterations in the
expression of GDNF messenger RNA in the
peripheral blood cells in the depressive and remissive
phases of patients with BD compared with the
healthy controls. Tunca et al. (101) studied 92
patients with BD I and II and their finding showed
that there was no difference in the serum GDNF
level, whereas early onset patients (before 19) had
higher serum GDNF level. Furthermore, in a study
conducted by Rybakowski et al. (102), the authors
reported that there was no difference in the serum
level of GDNF in the drug-responder and non-
responder patients with BD. Table 2 summarises the
studies which have measured the level of GDNF in
the patients with BD.

Findings related to the peripheral measures of
GDNF are inconsistent (101). An important limita-
tion of most of these studies is the ignorance of the
renal function. It seems that renal impairment may
affect plasma level of neurotrophic factors including
GDNF. To our knowledge, only one study has
reported the renal function (99), whereas others have
not reported any information about the renal condi-
tion of patients with BD. In addition, most of these
studies were limited with the measurement of GDNF

in the peripheral tissues, whereas it is not clear
whether these peripheral changes reflect actual
changes in the CNS. Previous data indicate that
GDNF penetrates very poorly across the brain–blood
barrier (103,104). Moreover, small sample size of
these studies may be another limitation and future
meta-analyses may overcome this limitation. In spite
of these controversies, it has been suggested that
GDNF may be a non-specific peripheral marker in
different phases of BD (98,105).

S100B in BD

Another glial cells-specific neurotrophic factor that
may be involved in the pathophysiology of BD is
S100B. S100B is an acidic Ca+2-binding protein
(106) which is primarily found in the CNS, especially
in the cytoplasm of astrocytes (107). It regulates cell
shape, energy metabolism, contraction, cell-to-cell
communication, intracellular signal transduction and
cell growth (108). Interestingly, the extracellular
S100B can produce both pro- and anti-apoptotic
effects depending on its concentration (106). S100B
at nano-molar concentrations acts as a growth and/or
differentiation factor for neurons and astrocytes,
whereas at micro-molar concentrations may activate
apoptotic pathways (109).

Several animal and human studies have shown that
S100B has a potential role in the pathophysiology of
BD. Previous studies have shown that S100B has
been changed in both serum (110,111) and CSF
(112) of the patients with mood disorder. It was also
revealed in an animal model of mania, S100B
increased in the CSF of rodents (113). Moreover,
Machado-Vieira et al. (114) showed that serum

Table 2. Glial cell line-derived neurotrophic factor (GDNF) level in the patients with major psychiatric disorder

Subjects Location Findings Drug effect Reference

17 BD

39 MDD

56 control

Blood Lower in BD and MDD vs. healthy

No difference between BD and MDD

Lithium and antidepressant had no effect (97)

44 BD I

14 healthy

Plasma Higher GDNF immunocontent in manic and

depressive episodes vs. healthy

No difference between euthymic and healthy

NM (99)

42 BD

60 MDD

28 control

Peripheral white blood cells No difference between BD (depressive or remissive)

and healthy controls

Lower in MDD (depressive but not remissive) vs.

healthy or BD

Mood stabilisers had no effects

Antidepressant or remission in MDD

increased GDNF

(100)

40 BD I

50 controls

Serum Lower in BD (manic or depressive) vs. controls Antidepressants, antipsychotics and mood

stabilisers had no effect

(98)

35 manic

35 euthymic

50 healthy

Plasma Higher in euthymic

BD vs. manic and healthy controls

Negatively correlated with YMRS in BD

Drugs had no effect (26)

92 BD I or II

61 healthy

Serum Higher in early onset (before 19) than late onset BD

No difference between groups

Lithium had no effect (101)

BD, bipolar disorder; MDD, major depressive disorder; NM, not mentioned; YMRS, Young Mania Rating Scale.

Keshavarz

146

https://doi.org/10.1017/neu.2016.56 Published online by Cambridge University Press

https://doi.org/10.1017/neu.2016.56


S100B was higher in the 16 drug-naïve patients with
acute mania compared with the healthy controls.
Similarly, the results of other studies confirmed the
elevated level of S100B in the manic and depressive
but not euthymic patients (115). Furthermore,
a meta-analysis demonstrated that serum S100B is
higher in the acute phase of mania in the patients
with BD (110). In another meta-analysis, Schroeter
et al. (116) studied 174 patients with mood disorder
and 102 healthy controls and their findings
showed that both young and older patients with BD
had higher levels of S100B compared with the
healthy control. In addition to the peripheral levels of
S100B, a postmortem study which was conducted by
Dean et al. (117) revealed that S100B was increased
in the area supramarginalis of parietal cortex and
decreased in the dorsolateral PFC of patients with BD
compared with the healthy controls. As it was
mentioned previously, the S100B-immunocontent
of astrocytes and oligodendrocytes has decreased in
the hippocampus of patients with BD (78).
However, it is not fully understood that the altered
level of S100B was related to the passive diffusion
from destroyed astrocytes or secretion from
the activated astrocytes to repair neuronal injury
(109,118). Table 3 summarises the studies
which have measured S100B level in the patients
with BD.

In addition, genetic studies provide new evidence
for the association of S100B with BD. The gene
encoding S100B in humans is located on chromo-
some 21q22.3 (119). This region shows a genetic
linkage to BD (120, 121).Whole genome scan
revealed that variants within S100B are related to
BD (121). Moreover, Dagdan et al. (122) found that
single nucleotide polymorphisms within the promoter
of S100B gene are related to BD. Furthermore, a
powerful whole genome gene expression studies with
mega-analytic evidence has demonstrated an increase
in the S100B gene expression in the hippocampus of
patients with BD, but not in that of the patients with
MDD (123).

Consequently, it has been suggested that S100B
may be an important factor involved in the
pathophysiology of BD. However, the exact role of
this neurotrophic factor in the pathophysiology of
BD remains to be elucidated.

Glial cell roles in the mechanism of action of mood
stabiliser drugs

Regarding the roles of the glial cells in the pathophy-
siology of BD, it is possible to assume that these cells
may be involved in the mechanism of action of mood-
stabilising drugs. Several studies have demonstrated
that mood-stabilising drugs such as lithium increase the

Table 3. S100B level in the patients with mood disorders

Subjects Location Finding in BD Reference

Part I

10 MDD

10 control

Serum Higher in acute and remission phase vs. control

No difference between acute and remission phase

(110)

Part II

86 depressive

63 manic

44 euthymic

meta-analysis Effect size:

MDD: 2.57± 0.70

Manic: 1.53± 0.13

Euthymic: 2.54± 2.48

Higher in the acute phases (MDD and manic)

8 BD I

20 control

Brain Decreased in dorsolateral PFC compared with control and increased in area

supramarginalis of parietal cortex in BD compared with control

(117)

20 BD

20 control

Serum Higher in BD (114)

7 MDD

11 manic

8 control

Serum Higher in MDD and mania in admission and discharge (107)

57 BD

60 control

Brain, Letter to editor,

mega-analysis

Increase in gene expression in hippocampus (111)

9 MDD

6 BD

13 control

Hippocampus Decreased S100-immunocontent astrocytes in BD and MDD vs. control

Decreased S100-oligodendrocytes in BD only

(78)

21 MDD

32 manic

31 euthymic BD

32 healthy

Serum Increased in depressive and manic but not euthymic (115)

Rat CSF in animal model of mania 30% increase in manic model animals (113)

BA, Brodmann area; BD, bipolar disorder; CSF, cerebro-spinal fluid; MDD, major depressive disorder.
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volume of brain grey matter (124). An magnetic
resonance imaging (MRI) study has reported that
chronic lithium therapy increased cortical grey matter
volume (125) and N‐acetyl aspartate which is a marker
of cell viability in the CNS (126). Accordingly, it was
suggested that lithium may act as a neurotrophic and
neuroprotective agent (127). Some have proposed that
this increase in grey matter volume may be related to
the anti-apoptotic or proliferative effects of these
agents on the glial cells. It has been demonstrated an
increase in the GFAP (83) and astrocytosis (84) in the
hippocampus of rats after 4 weeks treatment with
lithium. Moreover, Rajkowska et al. (128) showed that
4 weeks treatment with lithium increases the total
number of glial cells and the density of astrocytes in
the hippocampus, but not PFC of mice. In our
previous study, we showed that chronic lithium
therapy increased bcl-2, an important anti-apoptotic
agent, only in the astrocytes but not in the neuronal
culture (129). It is likely that lithium may exert glio-
protective effects by promoting bcl-2 up-regulation
(55) that can be possibly relevant to the therapeutic
mechanism of action of this agent (126,130). Human
studies have supported glio-protective effects of
mood-stabilising agents. Bowley et al. (55) showed
that the two patients with BD who were not treated
with lithium or valproic acid had low glial numbers that
were significantly lower than either control or treated
patients. They suggested that the mood-stabilising
drugs may be effective in the modulation of the glial
cell changes in the patients with mood disorders (55).
They proposed that mood-stabilising drugs effect
on the glial cells may be responsible, at least partly,
for the therapeutic effects of these agents. However,
their suggestion was based on only two patients and
future studies may be warranted to further investigate
this idea.

Regarding the glial cells-specific neurotrophic
factors, especially GDNF and S100B roles in the
pathophysiology of BD, it seems logical to assume
that these neurotrophic factors may have important
functions in the mechanism of action of mood-
stabilising drugs. Our study showed that chronic
lithium therapy in the therapeutically relevant con-
centration increased the level of GDNF in the
astrocytes culture (131). Moreover, lithium treatment
has increased GDNF concentration in some cortical
regions of the Flinders resistant rats (132). It has been
reported that up-regulation of neurotrophic factors
like GDNF, originated from astrocytes, may be
responsible for the neurotrophic and neuroprotective
effects of valproic acid (25). In contrast, it was shown
that acute or chronic lithium treatments did not
change GDNF protein expression in the brain of rat
(133), spinal cord-derived progenitor cells (134) and
neural precursor cells (135). Moreover, human

clinical studies have shown no relationship between
the serum level of GDNF and mood-stabilising drugs
(97,100).

As mentioned above, there are some inconsisten-
cies in the effects of mood-stabilising drugs on the
GDNF. However, regarding the in vitro and animal
studies, these differences may be related to different
setting of experiments (cell culture vs. animal model
or various animal models that were employed).
Moreover, to our knowledge, there is no controlled
clinical trial in the literature that specifically
assessed the effects of mood-stabilising drugs on
the level of GDNF and there is no established
relationship between CNS and the serum level
of GDNF.

There are few investigations on the lithium effects
on the S100B. Chronic lithium therapy does not
increase S100B in the rat primary astrocytes culture
(136). Human studies reported that there is no
relationship between mood-stabilising drugs and the
serum level of S100B (107). Currently, it is
impossible to draw any conclusive comment about
the relationship of the glial cells-specific neuro-
trophic factors and the mechanism of action of the
mood-stabilising drugs. However, future studies may
be warranted to further investigate the possible roles
of these neurotrophic factors in the mechanism of
action of mood-stabilising drugs.

Consequently, it seems that glial cells may be
important mediators for the action of mood-stabilising
drugs. However, future controlled trials may shed
more light on the contribution of these cells in the
mechanism of action of these agents.

Future direction and concluding remarks

Some postmortem studies, but not all, have shown
that there is a loss of glial cells or decreased in the
glial density in some layers of PFC and ACC, but
there is no difference in other regions of brain
including entorhinal cortex, amygdala and hippo-
campus in the patients with BD. Astrocytes and
oligodendrocytes may be the most important glial
types which are responsible for the glial reduction in
the brain of patients with BD. However, it seems
necessary to assess the loss of glial cell in the regions
that were established with neuroimaging studies.
Furthermore, some studies have shown the alteration
of the glial cells-specific neurotrophic factors (GDNF
and S100B) in the different phases of BD. However,
it is necessary to evaluate relationship between
plasma and central levels of these neurotrophic
factors. In addition, glial cells, at least partly, may
mediate therapeutic effects of mood-stabilising
agents in the treatment of BD.

Keshavarz

148

https://doi.org/10.1017/neu.2016.56 Published online by Cambridge University Press

https://doi.org/10.1017/neu.2016.56


Acknowledgements

The author would like to sincerely acknowledge
Dr. Masoumeh Emamghoreishi for her guidance.
Moreover, the author also thanks Mrs. Gholami for
revising the manuscript.

Conflicts of interest

None.

References

1. BELMAKER R. Bipolar disorder. New Engl J Med 2004;351:
476–486.

2. OSWALD P, SOUERY D, KASPER S et al. Current issues in bipolar
disorder: a critical review. Eur Neuropsychopharmacol
2007;17:687–695.

3. PINI S, DE QUEIROZ V, PAGNIN D et al. Prevalence and burden
of bipolar disorders in European countries. Eur Neuro-
psychopharmacol 2005;15:425–434.

4. ANGST J, AZORIN J-M, BOWDEN CL et al. Prevalence and
characteristics of undiagnosed bipolar disorders in patients
with a major depressive episode: the BRIDGE study. Arch
Gen Psychiat 2011;68:791–799.

5. GHAEMI SN, BOIMAN EE, GOODWIN FK. Diagnosing bipolar
disorder and the effect of antidepressants: a naturalistic study.
J Clin Psychiat 2000;61:804–808.

6. SCHLOESSER RJ, HUANG J, KLEIN PS, MANJI HK. Cellular
plasticity cascades in the pathophysiology and treatment of
bipolar disorder. Neuropsychopharmacol 2008;33:110–133.

7. KAPCZINSKI F, FREY BN, KAUER-SANT’ANNA M, GRASSI-OLIVEIRA

R. Brain-derived neurotrophic factor and neuroplasticity in
bipolar disorder. Expert Rev Neurother 2008;8:1101–1113.

8. CARLSON PJ, SINGH JB, ZARATE CA, DREVETS WC, MANJI HK.
Neural circuitry and neuroplasticity in mood disorders:
insights for novel therapeutic targets. NeuroRx 2006;3:22–41.

9. CZEH B, FUCHS E, FLUGGE G. Altered glial plasticity in animal
models for mood disorders. Curr Drug Targets 2013;14:
1249–1261.

10. ABBOTT NJ, RÖNNBÄCK L, HANSSON E. Astrocyte–endothelial
interactions at the blood–brain barrier. Nat Rev Neurosci
2006;7:41–53.

11. ACOSTA MT, GIOIA GA, SILVA AJ. Neurofibromatosis type 1:
new insights into neurocognitive issues. Curr Neurol
Neurosci Rep 2006;6:136–143.

12. ARAQUE A, PARPURA V, SANZGIRI RP, HAYDON PG. Tripartite
synapses: glia, the unacknowledged partner. Trends
Neurosci 1999;22:208–215.

13. COTTER DR, PARIANTE CM, EVERALL IP. Glial cell
abnormalities in major psychiatric disorders: the evidence
and implications. Brain Res Bull 2001;55:585–595.

14. RAJKOWSKA G, MIGUEL-HIDALGO J. Gliogenesis and glial
pathology in depression. CNS Neurol Disord Drug Targets
2007;6:219.

15. EROGLU C, BARRES BA. Regulation of synaptic connectivity
by glia. Nature 2010;468:223–231.

16. VERKHRATSKY A, ORKAND RK, KETTENMANN H. Glial calcium:
homeostasis and signaling function. Physiol Rev 1998;78:
99–141.

17. MENNERICK S, ZORUMSKI CF. Glial contributions to excitatory
neurotransmission in cultured hippocampal cells. Nature
1994;368:59–62.

18. TSACOPOULOS M, MAGISTRETTI PJ. Metabolic coupling
between glia and neurons. J Neurosci 1996;16:877–885.

19. MAGISTRETTI PJ. Role of glutamate in neuron-glia metabolic
coupling. Am J Clin Nutr 2009;90:875S–880S.

20. ANTON ES, CAMERON RS, RAKIC P. Role of neuron-glial
junctional domain proteins in the maintenance and
termination of neuronal migration across the embryonic
cerebral wall. J Neurosci 1996;16:2283–2293.

21. LIN LF, DOHERTY DH, LILE JD, BEKTESH S, COLLINS F.
GDNF: a glial cell line-derived neurotrophic factor for
midbrain dopaminergic neurons. Science 1993;260:
1130–1132.

22. PONT-LEZICA L, BÉCHADE C, BELARIF‐CANTAUT Y, PASCUAL O,
BESSIS A. Physiological roles of microglia during
development. J Neurochem 2011;119:901–908.

23. TREMBLAY M-È, STEVENS B, SIERRA A, WAKE H, BESSIS A,
NIMMERJAHN A. The role of microglia in the healthy brain.
J Neurosci 2011;31:16064–16069.

24. BAUMANN N, PHAM-DINH D. Biology of oligodendrocyte and
myelin in the mammalian central nervous system. Physiol
Rev 2001;81:871–927.

25. CHEN PS, PENG G, LI G et al. Valproate protects
dopaminergic neurons in midbrain neuron/glia cultures by
stimulating the release of neurotrophic factors from
astrocytes. Mol Psychiatry 2006;11:1116–1125.

26. BARBOSA IG, HUGUET RB, SOUSA LP et al. Circulating levels
of GDNF in bipolar disorder. Neurosci Lett 2011;502:
103–106.

27. DHANDAPANI KM, HADMAN M, DE SEVILLA L, WADE MF,
MAHESH VB, BRANN DW. Astrocyte protection of neurons:
role of transforming growth factor-β signaling via Ac-Jun-
AP-1 protective pathway. J Biol Chem 2003;278:
43329–43339.

28. LARGO C, CUEVAS P, HERRERAS O. Is glia disfunction the
initial cause of neuronal death in ischemic penumbra? Neurol
Res 1996;18:445–448.

29. NAWASHIRO H, BRENNER M, FUKUI S, SHIMA K, HALLENBECK

JM. High susceptibility to cerebral ischemia in GFAP-
null mice. J Cereb Blood Flow Metab 2000;20:1040–1044.

30. CUI W, ALLEN ND, SKYNNER M, GUSTERSON B, CLARK AJ.
Inducible ablation of astrocytes shows that these cells are
required for neuronal survival in the adult brain. Glia
2001;34:272–282.

31. CONNOR B, DRAGUNOW M. The role of neuronal growth
factors in neurodegenerative disorders of the human brain.
Brain Res Rev 1998;27:1–39.

32. DESAGHER S, GLOWINSKI J, PREMONT J. Astrocytes protect
neurons from hydrogen peroxide toxicity. J Neurosci
1996;16:2553–2562.

33. COTTER D, MACKAY D, LANDAU S, KERWIN R, EVERALL I.
Reduced glial cell density and neuronal size in the anterior
cingulate cortex in major depressive disorder. Arch Gen
Psychiatry 2001;58:545–553.

34. PEUCHEN S, BOLAÑOS JP, HEALES SJ, ALMEIDA A, DUCHEN

MR, CLARK JB. Interrelationships between astrocyte
function, oxidative stress and antioxidant status within the
central nervous system. Prog Neurobiol 1997;52:261–281.

35. DRINGEN R, GUTTERER JM, HIRRLINGER J. Glutathione
metabolism in brain. Eur J Biochem 2000;267:4912–4916.

36. TANAKA J, TOKU K, ZHANG B, ISHIHARA K, SAKANAKA M,
MAEDA N. Astrocytes prevent neuronal death induced by
reactive oxygen and nitrogen species. Glia 1999;28:85–96.

Glial roles in bipolar disorder

149

https://doi.org/10.1017/neu.2016.56 Published online by Cambridge University Press

https://doi.org/10.1017/neu.2016.56


37. ROTHSTEIN JD, DYKES-HOBERG M, PARDO CA et al. Knockout
of glutamate transporters reveals a major role for astroglial
transport in excitotoxicity and clearance of glutamate.
Neuron 1996;16:675–686.

38. ELLISON-WRIGHT I, BULLMORE E. Anatomy of bipolar disorder
and schizophrenia: a meta-analysis. Schizophr Res
2010;117:1–12.

39. ARNONE D, CAVANAGH J, GERBER D, LAWRIE S, EBMEIER K,
MCINTOSH A. Magnetic resonance imaging studies in bipolar
disorder and schizophrenia: meta-analysis. Br J Psychiatry
2009;195:194–201.

40. KEMPTON MJ, GEDDES JR, ETTINGER U, WILLIAMS SC, GRASBY

PM. Meta-analysis, database, and meta-regression of 98
structural imaging studies in bipolar disorder. Arch Gen
Psychiatry 2008;65:1017–1032.

41. MCDONALD C, ZANELLI J, RABE-HESKETH S et al.
Meta-analysis of magnetic resonance imaging brain
morphometry studies in bipolar disorder. Biol Psychiatry
2004;56:411–417.

42. HAJEK T, KOPECEK M, KOZENY J, GUNDE E, ALDA M,
HÖSCHL C. Amygdala volumes in mood disorders – meta-
analysis of magnetic resonance volumetry studies. J Affect
Disord 2009;115:395–410.

43. ÖNGÜR D, BECHTHOLT AJ, CARLEZON WA JR, COHEN BM.
Glial abnormalities in mood disorders. Harv Rev Psychiatry
2013;22:334–337.

44. RAJKOWSKA G. Cell pathology in bipolar disorder. Bipolar
Disord 2002;4:105–116.

45. ÖNGÜR D, DREVETS WC, PRICE JL. Glial reduction in the
subgenual prefrontal cortex in mood disorders. Proc Natl
Acad Sci USA 1998;95:13290–13295.

46. RAJKOWSKA G, HALARIS A, SELEMON LD. Reductions in
neuronal and glial density characterize the dorsolateral
prefrontal cortex in bipolar disorder. Biol Psychiatry
2001;49:741–752.

47. BRAUCH RA, ADNAN EL-MASRI M, PARKER JC JR,
EL-MALLAKH RS. Glial cell number and neuron/glial cell
ratios in postmortem brains of bipolar individuals. J Affect
Disord 2006;91:87–90.

48. COTTER D, MACKAY D, CHANA G, BEASLEY C, LANDAU S,
EVERALL IP. Reduced neuronal size and glial cell density in
area 9 of the dorsolateral prefrontal cortex in subjects with
major depressive disorder. Cereb Cortex 2002;12:386–394.

49. WEBSTER M, KNABLE M, JOHNSTON-WILSON N, NAGATA K,
INAGAKI M, YOLKEN R. Immunohistochemical localization of
phosphorylated glial fibrillary acidic protein in the prefrontal
cortex and hippocampus from patients with schizophrenia,
bipolar disorder, and depression. Brain Behav Immun
2001;15:388–400.

50. GITTINS RA, HARRISON PJ. A morphometric study of glia and
neurons in the anterior cingulate cortex in mood disorder.
J Affect Disord 2011;133:328–332.

51. CHANA G, LANDAU S, BEASLEY C, EVERALL IP, COTTER D.
Two-dimensional assessment of cytoarchitecture in the
anterior cingulate cortex in major depressive disorder,
bipolar disorder, and schizophrenia: evidence for decreased
neuronal somal size and increased neuronal density. Biol
Psychiatry 2003;53:1086–1098.

52. BENES FM, VINCENT SL, TODTENKOPF M. The density of
pyramidal and nonpyramidal neurons in anterior cingulate
cortex of schizophrenic and bipolar subjects. Biol Psychiatry
2001;50:395–406.

53. HAMIDI M, DREVETS WC, PRICE JL. Glial reduction in
amygdala in major depressive disorder is due to
oligodendrocytes. Biol Psychiatry 2004;55:563–569.

54. ALTSHULER LL, ABULSEOUD OA, FOLAND-ROSS L et al. Amygdala
astrocyte reduction in subjects with major depressive disorder
but not bipolar disorder. Bipolar Disord 2010;12:541–549.

55. BOWLEY MP, DREVETS WC, ÖNGÜR D, PRICE JL. Low glial
numbers in the amygdala in major depressive disorder. Biol
Psychiatry 2002;52:404–412.

56. CZÉH B, MÜLLER-KEUKER JI, RYGULA R et al. Chronic social
stress inhibits cell proliferation in the adult medial prefrontal
cortex: hemispheric asymmetry and reversal by fluoxetine
treatment. Neuropsychopharmacology 2007;32:1490–1503.

57. BRIETZKE E, KAPCZINSKI F. TNF-α as a molecular target in
bipolar disorder. Prog Neuropsychopharmacol Biol
Psychiatry 2008;32:1355–1361.

58. MURPHY GM, LEE YL, JIA XC et al. Tumor necrosis factor‐α
and basic fibroblast growth factor decrease glial fibrillary
acidic protein and its encoding mRNA in astrocyte cultures
and glioblastoma cells. J Neurochem 1995;65:2716–2724.

59. DEWAR D, UNDERHILL SM, GOLDBERG MP. Oligodendrocytes
and ischemic brain injury. J Cereb Blood Flow Metab
2003;23:263–274.

60. MCDONALD JW, LEVINE JM, QU Y. Multiple classes of
the oligodendrocyte lineage are highly vulnerable to
excitotoxicity. Neuroreport 1998;9:2757–2762.

61. JUURLINK BH, THORBURNE SK, HERTZ L. Peroxide‐scavenging
deficit underlies oligodendrocyte susceptibility to
oxidative stress. Glia 1998;22:371–378.

62. DANILOV CA, CHANDRASEKARAN K, RACZ J, SOANE L, ZIELKE

C, FISKUM G. Sulforaphane protects astrocytes against
oxidative stress and delayed death caused by oxygen and
glucose deprivation. Glia 2009;57:645–656.

63. SUGAWARA T, LEWÉN A, NOSHITA N, GASCHE Y, CHAN PH.
Effects of global ischemia duration on neuronal, astroglial,
oligodendroglial, and microglial reactions in the vulnerable
hippocampal CA1 subregion in rats. J Neurotrauma 2002;19:
85–98.

64. MATUTE C, ALBERDI E, DOMERCQ MA, PÉREZ-CERDÁ F, PÉREZ-
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