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Abstract

Microglial activation is one of common pathological findings in the lesions of 
many neurodegenerative diseases. In the 1980’s immunohistochemical studies, using 
anti-major histocompatibility complex class II (MHCII) antibodies identified activated 
microglia in postmortem brains of neurodegenerative diseases. Microglial activation 
in the brains of patients with neurodegenerative diseases has been demonstrated 
since 2000 by positron emission tomography studies employing PK11195. Moreover, 
activated microglia have also recently been implicated in endogenous psychiatric 
disorders, such as schizophrenia and mood disorders, where common pathological 
findings had never before been identified. However, the exact functional states of 
microglial activation in neuropsychiatric diseases remain to be clarified, since an 
increase in expression of a microglial marker MHC II or PK11195 is not necessarily 
an indicator of classical inflammatory microglial activation. Accumulating evidence 
shows that both antidepressants and antipsychotics attenuate the classical activation 
of microglia, suggesting that such an action may be associated with their therapeutic 
effects. It is clearly desirable to establish reliable markers that would identify specific 
microglial activation states in neuropsychiatric diseases.

ABBREVIATIONS
COX, cyclooxygenase; D2R, dopamine 2 receptor; EAE, 

experimental autoimmune encephalomyelitis; GFAP, glial 
fibrillary acidic protein; IFN, interferon; IL, interleukin; iNOS, 
inducible nitric oxide synthase; LPS, lipopolysaccharide; MHC II, 
major histocompatibility complex class II;NF-kB, nuclear factor-
kB; NO, nitric oxide; PET, positron emission tomography; PHOX, 
NADPH oxidase; PKA, protein kinase A; SSRI, selective serotonin 
reuptake inhibitor; TCA, tricyclic antidepressant; TNF, tumor 
necrosis factor

INTRODUCTION
Microglial activation is a common pathological finding in 

lesions of a broad spectrum of neurodegenerative diseases. 
In the 1980’s seminal studies by the McGeer group, using 
immunohistochemistry with anti-major histocompatibility 
complex class II (MHC II) antibodies, identified activated 
microglia in the postmortem brains of Alzheimer disease [1,2], 
Parkinson disease [2], multiple sclerosis [3] and amyotrophic 
lateral sclerosis [3]. From 2000 onward, the microglial activation 
in the brain of patients with various neurodegenerative diseases 
has been demonstrated by positron emission tomography 
(PET) studies employing PK11195, a tracer of peripheral 

benzodiazepine receptors [4]. Moreover, activated microglial 
have also recently been implicated in endogenous psychiatric 
disorders, such as schizophrenia and mood disorders, where no 
common pathological findings had previously been identified. 
Immunohistochemical studies have shown an increase 
in MHCII expression in the postmortem brains with both 
schizophrenia and affective disorder [5,6], while PET studies 
have demonstrated increased binding of PK11195 in brains of 
schizophrenia patients [7,8]. In a way, these studies appear to 
verify “the macrophage theory” proposed by Smith in 1990’s that 
argued that dysregulation of innate immune and inflammatory 
processes caused by activated macrophage/microglia may 
be involved in the pathogenesis of schizophrenia and major 
depression [9,10]. However, the exact functional states of 
microglial activation in neuropsychiatric diseases must still be 
clarified, since increases in expression of the microglial marker 
MHC II and PK11195 are not necessarily indicators of classical 
activation [11]. Accumulating evidence suggests that inhibitory 
effects on the classical inflammatory activation of microglia 
may be associated with therapeutic actions of psychoactive 
drugs, such as antidepressants (reviewed in [12-14]) and 
antipsychotics (reviewed in [15,16]). This mini-review discusses 
anti-inflammotoxic properties of the neuroleptics and nature of 
microglial activation associated with neuropsychiatric disorders.
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ACTIVATION STATES OF MICROGLIA AND 
NEUROPSYCHIATRIC DISORDERS

Recent studies imply that microglial response is heterogeneous 
and that microglial activation states are more complicated 
than originally described by Del Rio Hortega almost a century 
ago [11,17]. Del Rio Hortega defined “activation” of microglia 
based on their morphology, in which ramified microglia in the 
healthy brain are supposed to be in a resting state and, upon any 
potential danger signal, these cells morph into an amoeboid or 
macrophage-like shape [18,19]. It has now been suggested that 
there are, at least, three different states of microglial activation.

Conversion of microglia into the pro-inflammatory phase as an 
innate immune response is one of the initial functional outcomes 
of the activation process and has been defined as “classical 
activation”. This microglial state is associated with the production 
and release of pro-inflammatory cytokines (e.g., tumor necrosis 
factor (TNF)-a, interleukin (IL)-6, IL-1b), proteases (e.g., matrix 
metalloproteinase-9), chemokines, superoxide anion, nitric oxide 
(NO) and reactive oxygen-nitrogen species [20-23]. Although 
cytoactive agents released during classical activation are aimed 
at tissue defense and the destruction of pathogens, they also have 
potency to induce inflammotoxic response of host tissue [11].

Classical activation is followed rapidly by an anti-inflammatory 
and repair phase that ideally leads to wound healing and the 
return of tissue homeostasis, the ultimate outcome of a successful 
innate immune response [11]. This anti-inflammatory and repair 
function of microglial activation includes “alternative activation” 
and “acquired deactivation” [24,25]. When stimulated with IL-4 
and/or IL-13, microglia demonstrate alternative activation, with 
decreased expression of pro-inflammatory mediators, including 
inducible nitric oxide synthase (iNOS) and TNF-a mRNA, and 
an increased expression of repair genes, such as arginase I and 
mannose receptor [26,27]. Acquired deactivation is induced by 
exposure to IL-10, transforming growth factor-b and/or apoptotic 
cells [25,28-30]. After engulfment of the apoptotic phospholipid 
phosphatidylserine, microglia reduces their generation and 
release of superoxide anion, NO and TNF-a [31, 32]. Alternative 
activation and acquired deactivation both down-regulate innate 
immune responses and show similar, but not identical, gene 
profiles, even though many investigators mix them up [17]. 

Several antigenic markers have commonly been established 
to indicate microglial activation states. For example, CD45/ MHCII 
and mannose receptor/CD163 are conventionally used as typical 
makers for classical activation and for alternative activation, 
respectively [17,22]. However, recent studies have revealed 
that CD45 expression represents a down-regulation of pro-
inflammatory and neurotoxic activation of microglia [33,34] and 
that increased expression of MHCII is also observed in alternative 
activated microglia [11]. Although microglial activation in 
brain of patients with neuropsychiatric disorders has been 
demonstrated by PET studies using PK11195, the mechanism 
by which the mitochondrial peripheral benzodiazepine receptor 
directly regulates classical microglial activation is unknown. 
Therefore, it is obvious that single microglial marker cannot 
provide enough information to identify the specific activation 
states of microglia, and that microglial activation states in lesions 
of neuropsychiatric diseases have yet to be elucidated. It is likely 

that lesions contain heterogeneous activation states of microglia 
in various neuropsychiatric disorders, since Wynn et al. [35] 
defined chronic inflammation as the coexpression of alternative 
activation and classical activation. Although the exact states of 
microglial activation associated with neuropsychiatric diseases 
are still unknown, growing evidence indicates that the common 
antidepressants and antipsychotics have inhibitory effects on the 
classical inflammatory activation of microglia. 

EFFECTS OF ANTIDEPRESSANTS ON CLASSICAL 
ACTIVATION OF MICROGLIA

Animal studies have established the ability of antidepressants 
to suppress the classical activation of microglia in inflamed brain. 
Desipramine, a tricyclic antidepressant (TCA), prevents the 
increase in mRNA expression of the microglial activation markers 
CD11b and CD40, and proinflammatory mediators IL-1b, TNF-a, 
iNOS in the cortex of lipopolysaccharide (LPS)-injected rats 
[36]. Desipramine also diminishes the cortical activity of the 
inflammatory transcription factor nuclear factor-kB (NF-kB) [36]. 
The reduced mRNA expression of proinflammatory molecules 
seems to be at least partially due to attenuated activity of 
microglia, but astrocytes and infiltrated peripheral immune cells 
may also be involved in the LPS-induced cortex inflammation. 
Post-injury intraperitoneal administration of the TCA 
amitriptyline attenuates spinal nerve ligation-induced increase 
in CD11b immunoreactivity and thermal hypersensitivity, 
but does not inhibit up-regulation of immunoreactivity of 
the astrocytic markerglial fibrillary acidic protein (GFAP) or 
mechanical hypersensitivity [37]. Intrathecal pretreatment with 
amitriptyline plus post-injury intraperitoneal injection of the 
same agent suppresses not only CD11b immunoreactivity and 
thermal hypersensitivity, but also GFAP immunoreactivity and 
mechanical hypersensitivity [37]. Preemptive administration of 
fluoxetine, a selective serotonin reuptake inhibitor (SSRI), inhibits 
the increase in the mRNAs for IL-1b, TNF-a and cyclooxygenase 
(COX)-2, and in the immunoreactivities of the microglial marker 
IBA-1 and GFAP in the hippocampus of kainic acid-injected mice 
[38]. These findings suggest that fluoxetine has some power to 
reduce the inflammatory activation of microglia and astrocytes 
in the pathological brain of an epilepsy model. Interestingly, 
fluoxetine also prevents the kainic acid-caused neuronal death 
in the hippocampus and markedly improves kainic acid-induced 
memory impairment [38]. Even after occlusion of the middle 
cerebral artery, fluoxetine treatment inhibits the rise in mRNA 
levels of COX-2, IL-1b and TNF-a in the rat brain of an ischemia 
model [39]. Fluoxetine also attenuates the microglial activation, 
quantified by immunoreactivity for IBA-1 and Mac2, and reduces 
the neutrophil infiltration, shown by enhanced immunoreactivity 
for myeloperoxidase [39]. Moreover, fluoxetine decreases the 
NF-kB activity and infarct volumes in the post ischemic brain. 
The effectiveness of fluoxetine is accompanied by improvement 
of motor impairment and neurological deficits [39]. The in vivo 
studies mentioned above demonstrate that antidepressant 
treatment reduces the increased levels of inflammatory 
molecules and activated microglia in lesions. To interpret the 
data appropriately, it should be noted that the antidepressant-
reduced levels of inflammatory mediators may not be exclusively 
due to inhibition of microglial activation, in spite of the fact that 
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microglia are the main source of inflammatory mediators in the 
central nervous system. Under pathological conditions peripheral 
immune cells, which could produce variousinflammatory 
substances, infiltrate the brain [40]. Ex vivo studies have shown 
that antidepressants decrease the production of proinflammatory 
cytokines in peripheral immune cells [41,42].

In line with in vivo studies, a number of in vitro studies 
have also demonstrated that various types of antidepressants 
attenuate classical microglial activation which leads to the 
production of inflammatory molecules and neurotoxicity. 
Although a few in vitro studies imply that antidepressants do not 
affect or even increase microglial expression of inflammatory 
mediators [36, 43], the majority of studies on this subject 
show that treatment of cultured microglia with TCA, SSRI or 
serotonin-noradrenaline reuptake inhibitor before stimulation 
with LPS or interferon (IFN)-g results in reduced microglial 
expression of proinflammatory cytokines, including IL-1b, IL-6 
and TNF-a, at both mRNA and protein levels [44-48]. Such drug 
efficacy is also observed when antidepressants and stimuli 
are simultaneously added to microglial cultures [39, 49, 50]. 
In addition to proinflammatory cytokines, antidepressants 
diminish LPS or IFN-g-induced microglial generation of free 
radicals, such as nitric oxide and reactive oxygen species [44-
46,48-50].In vitro studies using microglia-neuron cocultures 
demonstrate that antidepressants confer neuroprotection against 
LPS- or 1-methyl-4-phenyl-pyridinium-induced microglial 
neurotoxicity [46,48,51]. Interestingly, the antidepressants-
induced neuroprotection is not observed in astrocyte-neuron 
cocultures or neuron-enriched cultures [48,51]. Glutamate and 
D-serine, which acts as a co-agonist with glutamate on N-methyl-
D-aspartate receptors, are secreted from activated microglia 
and supposed to lead excitatory neurotoxicity. The SSRIs 
fluoxetine and citalopram decrease the release of glutamate 
and D-serine from LPS-activated microglia to promote cortical 
neuronal viability [52]. Calcium signaling is implicated in 
microglial activation [53]. A recent calcium imaging study has 
revealed that SSRIs suppress the amplitude of the IFN-g-induced 
increase in the intracellular calcium concentration ([Ca2+]i) of 
6-3 murine microglial cells [45]. On the other hand, neither the 
noradrenaline-dopamine reuptake inhibitorbupropion, nor the 
noradrenaline-dopamine disinhibitor agomelatine, reduces the 
IFN-g-induced [Ca2+]i elevation in 6-3 cells [45].

Molecular targets for the inhibitory effects of antidepressants 
on the classical activation of microglia are yet to be clarified. 
However, the cAMP-dependent protein kinase A (PKA) pathway 
has been suggested as mediating the anti-inflammatory events 
[44,50] and seems to be one of the most plausible for the 
following reasons:

1) Antidepressants have been thought to exert their 
therapeutic effects via activation of the cAMP-PKA cascade [54].

2) Various antidepressants have been shown to up-regulate 
adenylate cyclase activity through enhancing coupling between 
the stimulatory a-subunit of the G protein Gs and adenylate 
cyclase, resulting in elevated levels of cellular cAMP in C6 glioma 
cells [55,56].

3) In a number of cell types, the up-regulated cAMP/PKA 
pathway has been shown to inhibit the activity of NF-kB [57], 

whose up-regulation induces the gene expression of iNOS 
and a wide range of proinflammatory cytokines, such as IL-
1b, IL-6 and TNF-a [58]. In fact, fluoxetine [39,48,49] and the 
TCAs imipramine and clomipramine [46] have been shown to 
attenuate the LPS-induced NF-kB activation in cultured rodent 
microglia. These drugs have also been demonstrated to inhibit 
LPS-evoked phosphorylation of p38, a key upstream regulator of 
NF-kB [46,49].

EFFECTS OF ANTIPSYCHOTICS ON CLASSICAL 
ACTIVATION OF MICROGLIA

Increasing evidence shows that antipsychotics also attenuate 
the classical activation of microglia in vitro. With regard to 
conventional antipsychotics, flupentixol and trifluperidol reduce 
the secretion of TNF-aand NO from LPS-activated rat microglia 
[59]. Flupentixol, trifluperidol, chlorpromazine and loxapine 
reduce IL-1β and IL-2 release from LPS-activated microglia[60, 
61]. The typical antipsychotics spiperone also reduces the release 
of NO and pro-inflammatory cytokines such as IL-1β and TNF-a 
from LPS-activated microglia [62]. Moreover, spiperone has been 
shown to attenuate microglial neurotoxicity in the microglia/
neuroblastoma cell coculture [62]. 

Increasing evidence also shows pharmacological actions 
of atypical antipsychotics on the inflammatory activation of 
microglia. Olanzapine treatment of murine microglia inhibits 
LPS-induced NO production, but haloperidol and clozapine do not 
reduce the NO production [63]. Risperidone, one of the common 
atypical antipsychotics, decreases the secretion of NO and pro-
inflammatory cytokines such as IL-1β, IL-6, and TNF-α from the 
IFN-γ-activated microglia to greater extent than does haloperidol, 
a typical antipsychotic drug [64]. The atypical antipsychotics 
perospirone and quetiapine also have inhibitory effects on 
IFN-γ-induced classical activation of microglia. Perospirone, 
quetiapine and ziprasidone significantly inhibit the NO release. 
Quetiapine and perospirone decrease the TNF-α release, whereas 
ziprasidone increases the TNF-a secretion [64]. Clozapine exerts 
neuroprotective effects via inhibition of classical activation of 
microglia [65]. Clozapine attenuates NADPH oxidase (PHOX)-
generated ROS production, as well as production of NO and 
TNF-a in LPS-activated microglia [65]. All of above-mentioned 
antipsychotics are antagonist of dopamine 2 receptor (D2R), 
while aripiprazole, a novel unique atypical antipsychotic drug, is 
a D2R partial agonist [66]. Aripiprazole has inhibitory effects on 
thegeneration of NO and TNF-a in IFN-γ-activated microglia and 
suppresses the microglial toxicity to oligodendrocytes[67], while 
quinpirole, a D2R full agonist, has no efficacy [68].

Compared to the number of in vitro studies, fewer in vivo 
studies have shown inhibitory effects of antipsychotics on 
the classical activation of microglia. Ziprasidone, an atypical 
antipsychotic drug, reduces microglial IBA-1 intensity and 
prevents severe loss of neural marker intensity in the infarction 
cortical area caused by middle cerebral artery occlusion in 
rats [69]. Quetiapine decreases the accumulation of activated 
microglia shown by CD11b immunoreactivity and alleviates white 
matter pathology in sites of cuprizone-induced demyelination in 
the mouse brain [70]. Quetiapine diminishes the accumulation 
of microglial cells which are CD11b-positive or CD68-positive, 
and reduces infiltration of T cells in the spinal cord of mouse 
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with experimental autoimmune encephalomyelitis (EAE) [71]. 
Intriguingly, antipsychotic quetiapine dramatically attenuates 
the severity of EAE symptoms and diminishes demyelination 
[71].

It should be noted that certain animal studies demonstrate 
little or no effect of antipsychotics on microglia or even adverse 
effects on the brain. An animal study demonstrates that 
haloperidol prevents neither ketamine- nor phencyclidine-
induced microglial activation quantified by immunoreactivity 
for CD11b in the adult rat cortex [72]. Chronic treatment of 
haloperidol at both low and high doses induces degeneration of 
striatal neurons and myelin, scarcity of microglial macrophages, 
expansion of nuclear intermembranous space, degenerated 
mitochondria, and vacuoles in guinea pigs [73].

Although microglia have various receptors of 
neurotransmitters including D2R [74], the pharmacological 
basis for anti-inflammatory effects of antipsychotics appears not 
to be related to the conventional neurotransmitter receptors. 
Clozapine may inhibit microglial activation of PHOX via 
inhibiting phosphoinositide 3-kinase pathway [65]. Spiperone 
has been shown to repress microglial up-regulation of NF-kB 
and p38 mitogen-activated protein kinase [62]. A full agonist 
of D2R quinpirole has been demonstrated to have no anti-
inflammatory effects, while aripiprazole has anti-inflammatory 
effects with inhibition of microglial [Ca2+]i elevation [68]. 
Accordingly, it is suggested that these antipsychotics exerts their 
anti-inflammatory effects on microglia in a dopamine receptor-
independent manner.

CONCLUSION
It is evident that both antidepressants and antipsychotics 

inhibit classical activation of microglia and exert anti-
neuroinflammatory effects through suppressing microglial 
expression of inflammatory mediators. While the exact states of 
microglial activation associated with neuropsychiatric diseases 
must still be elucidated, it is clearly desirable to establish reliable 
markers that would identify specific microglial activation states 
in neuropsychiatric diseases in order to learn more of the 
pathogeneses of neuropsychiatric diseases and as a guide in 
developing new therapeutic agents.

ACKNOWLEDGMENTS
Sincere appreciation is extended to Dr. Edith G. McGeer for her 

invaluable support. This work was supported by JSPS KAKENHI 
Grant Number 24591721 (SH) and 23591673 (TM).  

REFERENCES
1. McGeer PL, Itagaki S, Tago H, McGeer EG. Reactive microglia in 

patients with senile dementia of the Alzheimer type are positive for 
the histocompatibility glycoprotein HLA-DR. Neurosci Lett. 1987; 79: 
195-200.

2. McGeer PL, Itagaki S, Boyes BE, McGeer EG. Reactive microglia 
are positive for HLA-DR in the substantia nigra of Parkinson’s and 
Alzheimer’s disease brains. 1988; 38: 1285-1291.

3. McGeer PL, Itagaki S, McGeer EG. Expression of the histocompatibility 
glycoprotein HLA-DR in neurological disease. Acta Neuropathol. 
1988; 76: 550-557.

4. Doorduin J, de Vries EF, Dierckx RA, Klein HC. PET imaging of the 
peripheral benzodiazepine receptor: monitoring disease progression 
and therapy response in neurodegenerative disorders. Curr Pharm 
Des. 2008; 14: 3297-3315. 

5. Bayer TA, Buslei R, Havas L, Falkai P. Evidence for activation of 
microglia in patients with psychiatric illnesses. Neurosci Lett. 1999; 
271: 126-128.

6. Radewicz K, Garey LJ, Gentleman SM, Reynolds R. Increase in HLA-DR 
immunoreactive microglia in frontal and temporal cortex of chronic 
schizophrenics. J Neuropathol Exp Neurol. 2000; 59: 137-150.

7. Doorduin J, de Vries EF, Willemsen AT, de Groot JC, Dierckx RA, Klein 
HC. Neuroinflammation in schizophrenia-related psychosis: a PET 
study. J Nucl Med. 2009; 50: 1801-1807.

8. van Berckel BN, Bossong MG, Boellaard R, Kloet R, Schuitemaker 
A, Caspers E. Microglia activation in recent-onset schizophrenia: a 
quantitative (R)-[11C]PK11195 positron emission tomography study. 
Biol Psychiatry. 2008; 64: 820-822.

9. Smith RS. The macrophage theory of depression. Med Hypotheses. 
1991; 35: 298-306.

10. Smith RS, Maes M. The macrophage-T-lymphocyte theory of 
schizophrenia: additional evidence. Med Hypotheses. 1995; 45: 135-
141.

11. Colton C, Wilcock DM. Assessing activation states in microglia. CNS 
Neurol Disord Drug Targets. 2010; 9: 174-191.

12. Hashioka S, Miyaoka T, Wake R, Furuya M, Horiguchi J. Glia: an 
important target for anti-inflammatory and antidepressant activity. 
Curr Drug Targets. 2013; 14: 1322-1328.

13. Hashioka S. Antidepressants and neuroinflammation: Can 
antidepressants calm glial rage down? Mini Rev Med Chem. 2011; 11: 
555-564. 

14. Hashioka S, McGeer PL, Monji A, Kanba S. Anti-inflammatory effects 
of antidepressants: possibilities for preventives against Alzheimer’s 
disease. Cent Nerv Syst Agents Med Chem. 2009; 9: 12-19.

15. Hashioka S. Anti-Neuroinflammatory Effects of Psychopharmaceuticals: 
Further than Monoamine Modulators. Mini Rev Med Chem 2011; 11: 
553-554.

16. Kato TA, Monji A, Mizoguchi Y, Hashioka S, Horikawa H, Seki Y. Anti-
Inflammatory properties of antipsychotics via microglia modulations: 
are antipsychotics a ‘fire extinguisher’ in the brain of schizophrenia? 
See comment in PubMed Commons below Mini Rev Med Chem. 2011; 
11: 565-574.

17. Colton CA. Heterogeneity of microglial activation in the innate immune 
response in the brain. J Neuroimmune Pharmacol. 2009; 4: 399-418.

18. Del Rio-Hortega P: Microglia. Cytology and Cellular Pathology of the 
Nervous System edited by Penfield W New York: Hoeber 1932: 482-
534.

19. Hellwig S, Heinrich A, Biber K. The brain’s best friend: microglial 
neurotoxicity revisited. Front Cell Neurosci. 2013; 7: 71.

20. Block ML, Zecca L, Hong JS. Microglia-mediated neurotoxicity: 
uncovering the molecular mechanisms. Nat Rev Neurosci. 2007; 8: 
57-69.

21. Klegeris A, McGeer EG, McGeer PL. Therapeutic approaches to 
inflammation in neurodegenerative disease. Curr Opin Neurol. 2007; 
20: 351-357.

22. McGeer PL, McGeer EG. Inflammation and the degenerative diseases of 
aging. Ann N Y Acad Sci. 2004; 1035: 104-116.

23. Schwab C, McGeer PL. Inflammatory aspects of Alzheimer disease and 

http://www.ncbi.nlm.nih.gov/pubmed/3670729
http://www.ncbi.nlm.nih.gov/pubmed/3670729
http://www.ncbi.nlm.nih.gov/pubmed/3670729
http://www.ncbi.nlm.nih.gov/pubmed/3670729
http://www.ncbi.nlm.nih.gov/pubmed/3399080
http://www.ncbi.nlm.nih.gov/pubmed/3399080
http://www.ncbi.nlm.nih.gov/pubmed/3399080
http://www.ncbi.nlm.nih.gov/pubmed/2974227
http://www.ncbi.nlm.nih.gov/pubmed/2974227
http://www.ncbi.nlm.nih.gov/pubmed/2974227
http://www.ncbi.nlm.nih.gov/pubmed/19075709
http://www.ncbi.nlm.nih.gov/pubmed/19075709
http://www.ncbi.nlm.nih.gov/pubmed/19075709
http://www.ncbi.nlm.nih.gov/pubmed/19075709
http://www.ncbi.nlm.nih.gov/pubmed/10477118
http://www.ncbi.nlm.nih.gov/pubmed/10477118
http://www.ncbi.nlm.nih.gov/pubmed/10477118
http://www.ncbi.nlm.nih.gov/pubmed/10749103
http://www.ncbi.nlm.nih.gov/pubmed/10749103
http://www.ncbi.nlm.nih.gov/pubmed/10749103
http://www.ncbi.nlm.nih.gov/pubmed/19837763
http://www.ncbi.nlm.nih.gov/pubmed/19837763
http://www.ncbi.nlm.nih.gov/pubmed/19837763
http://www.ncbi.nlm.nih.gov/pubmed/18534557
http://www.ncbi.nlm.nih.gov/pubmed/18534557
http://www.ncbi.nlm.nih.gov/pubmed/18534557
http://www.ncbi.nlm.nih.gov/pubmed/18534557
http://www.ncbi.nlm.nih.gov/pubmed/1943879
http://www.ncbi.nlm.nih.gov/pubmed/1943879
http://www.ncbi.nlm.nih.gov/pubmed/8531836
http://www.ncbi.nlm.nih.gov/pubmed/8531836
http://www.ncbi.nlm.nih.gov/pubmed/8531836
http://www.ncbi.nlm.nih.gov/pubmed/20205642
http://www.ncbi.nlm.nih.gov/pubmed/20205642
http://www.ncbi.nlm.nih.gov/pubmed/24020976
http://www.ncbi.nlm.nih.gov/pubmed/24020976
http://www.ncbi.nlm.nih.gov/pubmed/24020976
http://www.ncbi.nlm.nih.gov/pubmed/21699486
http://www.ncbi.nlm.nih.gov/pubmed/21699486
http://www.ncbi.nlm.nih.gov/pubmed/21699486
http://www.ncbi.nlm.nih.gov/pubmed/20021334
http://www.ncbi.nlm.nih.gov/pubmed/20021334
http://www.ncbi.nlm.nih.gov/pubmed/20021334
http://www.ncbi.nlm.nih.gov/pubmed/21699485
http://www.ncbi.nlm.nih.gov/pubmed/21699485
http://www.ncbi.nlm.nih.gov/pubmed/21699485
http://www.ncbi.nlm.nih.gov/pubmed/21699487
http://www.ncbi.nlm.nih.gov/pubmed/21699487
http://www.ncbi.nlm.nih.gov/pubmed/21699487
http://www.ncbi.nlm.nih.gov/pubmed/21699487
http://www.ncbi.nlm.nih.gov/pubmed/21699487
http://www.ncbi.nlm.nih.gov/pubmed/19655259
http://www.ncbi.nlm.nih.gov/pubmed/19655259
http://www.ncbi.nlm.nih.gov/pubmed/23734099
http://www.ncbi.nlm.nih.gov/pubmed/23734099
http://www.ncbi.nlm.nih.gov/pubmed/17180163
http://www.ncbi.nlm.nih.gov/pubmed/17180163
http://www.ncbi.nlm.nih.gov/pubmed/17180163
http://www.ncbi.nlm.nih.gov/pubmed/17495632
http://www.ncbi.nlm.nih.gov/pubmed/17495632
http://www.ncbi.nlm.nih.gov/pubmed/17495632
http://www.ncbi.nlm.nih.gov/pubmed/15681803
http://www.ncbi.nlm.nih.gov/pubmed/15681803
http://www.ncbi.nlm.nih.gov/pubmed/18487845


Central

Hashioka et al.  (2014)
Email:  

J Neurol Disord Stroke 2(5): 1089 (2014) 5/7

other neurodegenerative disorders. J Alzheimers Dis. 2008; 13: 359-
369.

24. Gordon S. Alternative activation of macrophages. Nat Rev Immunol. 
2003; 3: 23-35.

25. Gordon S, Taylor PR. Monocyte and macrophage heterogeneity. Nat 
Rev Immunol. 2005; 5: 953-964.

26. Colton CA, Mott RT, Sharpe H, Xu Q, Van Nostrand WE, Vitek MP. 
Expression profiles for macrophage alternative activation genes in AD 
and in mouse models of AD. J Neuroinflammation. 2006; 3: 27.

27. Lyons A, Griffin RJ, Costelloe CE, Clarke RM, Lynch MA. IL-4 attenuates 
the neuroinflammation induced by amyloid-beta in vivo and in vitro. J 
Neurochem. 2007; 101: 771-781.

28. De Simone R, Ajmone-Cat MA, Minghetti L. Atypical antiinflammatory 
activation of microglia induced by apoptotic neurons: possible role 
of phosphatidylserine-phosphatidylserine receptor interaction. Mol 
Neurobiol 2004; 29: 197-212.

29. Fadok VA, Bratton DL, Konowal A, Freed PW, Westcott JY, Henson 
PM: Macrophages that have ingested apoptotic cells in vitro inhibit 
proinflammatory cytokine production through autocrine/paracrine 
mechanisms involving TGF-beta, PGE2, and PAF. J Clin Invest. 1998; 
101: 890-898.

30. Lee YB, Nagai A, Kim SU. Cytokines, chemokines, and cytokine 
receptors in human microglia. J Neurosci Res. 2002; 69: 94-103.

31. Hashioka S, Han YH, Fujii S, Kato T, Monji A, Utsumi H, et al. 
Phosphatidylserine and phosphatidylcholine-containing liposomes 
inhibit amyloid beta and interferon-gamma-induced microglial 
activation. Free Radic Biol Med. 2007; 42: 945-954.

32. Hashioka S, Han YH, Fujii S, Kato T, Monji A, Utsumi H, et al. 
Phospholipids modulate superoxide and nitric oxide production by 
lipopolysaccharide and phorbol 12-myristate-13-acetate-activated 
microglia. Neurochem Int 2007; 50: 499-506.

33. Tan J, Town T, Mori T, Wu Y, Saxe M, Crawford F. CD45 opposes 
beta-amyloid peptide-induced microglial activation via inhibition of 
p44/42 mitogen-activated protein kinase. J Neurosci. 2000; 20: 7587-
7594.

34. Tan J, Town T, Mullan M. CD45 inhibits CD40L-induced microglial 
activation via negative regulation of the Src/p44/42 MAPK pathway. J 
Biol Chem. 2000; 275: 37224-37231.

35. Wynn TA, Thompson RW, Cheever AW, Mentink-Kane MM. 
Immunopathogenesis of schistosomiasis. Immunol Rev. 2004; 201: 
156-167.

36. O’Sullivan JB, Ryan KM, Curtin NM, Harkin A, Connor TJ. Noradrenaline 
reuptake inhibitors limit neuroinflammation in rat cortex following 
a systemic inflammatory challenge: implications for depression and 
neurodegeneration. Int J Neuropsychopharmacol. 2009; 12: 687-699.

37. Cheng KI, Wang HC, Chang LL, Wang FY, Lai CS, Chou CW, et al. 
Pretreatment with intrathecal amitriptyline potentiates anti-
hyperalgesic effects of post-injury intra-peritoneal amitriptyline 
following spinal nerve ligation. BMC Neurol. 2012; 12: 44.

38. Jin Y, Lim CM, Kim SW, Park JY, Seo JS, Han PL. Fluoxetine attenuates 
kainic acid-induced neuronal cell death in the mouse hippocampus. 
Brain Res. 2009; 1281: 108-116.

39. Lim CM, Kim SW, Park JY, Kim C, Yoon SH, Lee JK. Fluoxetine affords 
robust neuroprotection in the postischemic brain via its anti-
inflammatory effect. J Neurosci Res. 2009; 87: 1037-1045.

40. Ransohoff RM, Brown MA. Innate immunity in the central nervous 
system. J Clin Invest. 2012; 122: 1164-1171.

41. Lanquillon S, Krieg JC, Bening-Abu-Shach U, Vedder H. Cytokine 
production and treatment response in major depressive disorder. 
Neuropsychopharmacology. 2000; 22: 370-379.

42. Tsao CW, Lin YS, Chen CC, Bai CH, Wu SR. Cytokines and 
serotonin transporter in patients with major depression. Prog 
Neuropsychopharmacol Biol Psychiatry. 2006; 30: 899-905.

43. Ha E, Jung KH, Choe BK, Bae JH, Shin DH, Yim SV, et al. Fluoxetine 
increases the nitric oxide production via nuclear factor kappa 
B-mediated pathway in BV2 murine microglial cells. Neurosci Lett. 
2006; 397: 185-189.

44. Hashioka S, Klegeris A, Monji A, Kato T, Sawada M, McGeer PL. 
Antidepressants inhibit interferon-gamma-induced microglial 
production of IL-6 and nitric oxide. Exp Neurol. 2007; 206: 33-42.

45. Horikawa H, Kato TA, Mizoguchi Y, Monji A, Seki Y, Ohkuri T, et 
al. Inhibitory effects of SSRIs on IFN-gamma induced microglial 
activation through the regulation of intracellular calcium. Prog 
Neuropsychopharmacol Biol Psychiatry. 1; 34: 1306-1316.

46. Hwang J, Zheng LT, Ock J, Lee MG, Kim SH, Lee HW. Inhibition 
of glial inflammatory activation and neurotoxicity by tricyclic 
antidepressants. Neuropharmacology. 2008; 55: 826-834.

47. Song JH, Marszalec W, Kai L, Yeh JZ, Narahashi T. Antidepressants 
inhibit proton currents and tumor necrosis factor-Î± production in 
BV2 microglial cells. Brain Res. 2012; 1435: 15-23.

48. Zhang F, Zhou H, Wilson BC, Shi J-S, Hong J-S, Gao H-M. Fluoxetine 
protects neurons against microglial activation-mediated neurotoxicity. 
Parkinsonism & Related Disorders. 2012; 18: S213-S217.

49. Liu D, Wang Z, Liu S, Wang F, Zhao S, Hao A. Anti-inflammatory effects 
of fluoxetine in lipopolysaccharide(LPS)-stimulated microglial cells. 
Neuropharmacology. 2011; 61: 592-599.

50. Tynan RJ, Weidenhofer J, Hinwood M, Cairns MJ, Day TA, Walker FR. 
A comparative examination of the anti-inflammatory effects of SSRI 
and SNRI antidepressants on LPS stimulated microglia. Brain Behav 
Immun. 2012; 26: 469-479.

51. Chung YC, Kim SR, Park JY, Chung ES, Park KW, Won SY. Fluoxetine 
prevents MPTP-induced loss of dopaminergic neurons by inhibiting 
microglial activation. Neuropharmacology. 2011; 60: 963-974.

52. Dhami KS, Churchward MA, Baker GB, Todd KG. Fluoxetine and 
citalopram decrease microglial release of glutamate and D-serine to 
promote cortical neuronal viability following ischemic insult. Mol Cell 
Neurosci. 2013; 56: 365-374.

53. Möller T. Calcium signaling in microglial cells. Glia. 2002; 40: 184-194.

54. Malberg JE, Blendy JA. Antidepressant action: to the nucleus and 
beyond. Trends Pharmacol Sci. 2005; 26: 631-638.

55. Chen J, Rasenick MM. Chronic treatment of C6 glioma cells with 
antidepressant drugs increases functional coupling between a G 
protein (Gs) and adenylyl cyclase. J Neurochem. 1995; 64: 724-732.

56. Zhang L, Rasenick MM. Chronic treatment with escitalopram but 
not R-citalopram translocates Galpha(s) from lipid raft domains and 
potentiates adenylyl cyclase: a 5-hydroxytryptamine transporter-
independent action of this antidepressant compound. J Pharmacol Exp 
Ther. 2010; 332: 977-984.

57. Delfino F, Walker WH. Hormonal regulation of the NF-kappaB 
signaling pathway. Mol Cell Endocrinol. 1999; 157: 1-9.

58. Pahl HL. Activators and target genes of Rel/NF-kappaB transcription 
factors. Oncogene. 1999; 18: 6853-6866.

59. Kowalski J, Labuzek K, Herman ZS. Flupentixol and trifluperidol 

http://www.ncbi.nlm.nih.gov/pubmed/18487845
http://www.ncbi.nlm.nih.gov/pubmed/18487845
http://www.ncbi.nlm.nih.gov/pubmed/12511873
http://www.ncbi.nlm.nih.gov/pubmed/12511873
http://www.ncbi.nlm.nih.gov/pubmed/16322748
http://www.ncbi.nlm.nih.gov/pubmed/16322748
http://www.ncbi.nlm.nih.gov/pubmed/17005052
http://www.ncbi.nlm.nih.gov/pubmed/17005052
http://www.ncbi.nlm.nih.gov/pubmed/17005052
http://www.ncbi.nlm.nih.gov/pubmed/17250684
http://www.ncbi.nlm.nih.gov/pubmed/17250684
http://www.ncbi.nlm.nih.gov/pubmed/17250684
http://www.ncbi.nlm.nih.gov/pubmed/15126686
http://www.ncbi.nlm.nih.gov/pubmed/15126686
http://www.ncbi.nlm.nih.gov/pubmed/15126686
http://www.ncbi.nlm.nih.gov/pubmed/15126686
http://www.ncbi.nlm.nih.gov/pubmed/9466984
http://www.ncbi.nlm.nih.gov/pubmed/9466984
http://www.ncbi.nlm.nih.gov/pubmed/9466984
http://www.ncbi.nlm.nih.gov/pubmed/9466984
http://www.ncbi.nlm.nih.gov/pubmed/9466984
http://www.ncbi.nlm.nih.gov/pubmed/12111820
http://www.ncbi.nlm.nih.gov/pubmed/12111820
http://www.ncbi.nlm.nih.gov/pubmed/17349923
http://www.ncbi.nlm.nih.gov/pubmed/17349923
http://www.ncbi.nlm.nih.gov/pubmed/17349923
http://www.ncbi.nlm.nih.gov/pubmed/17349923
http://www.ncbi.nlm.nih.gov/pubmed/17126953
http://www.ncbi.nlm.nih.gov/pubmed/17126953
http://www.ncbi.nlm.nih.gov/pubmed/17126953
http://www.ncbi.nlm.nih.gov/pubmed/17126953
http://www.ncbi.nlm.nih.gov/pubmed/11027218
http://www.ncbi.nlm.nih.gov/pubmed/11027218
http://www.ncbi.nlm.nih.gov/pubmed/11027218
http://www.ncbi.nlm.nih.gov/pubmed/11027218
http://www.ncbi.nlm.nih.gov/pubmed/10978311
http://www.ncbi.nlm.nih.gov/pubmed/10978311
http://www.ncbi.nlm.nih.gov/pubmed/10978311
http://www.ncbi.nlm.nih.gov/pubmed/15361239
http://www.ncbi.nlm.nih.gov/pubmed/15361239
http://www.ncbi.nlm.nih.gov/pubmed/15361239
http://www.ncbi.nlm.nih.gov/pubmed/19046481
http://www.ncbi.nlm.nih.gov/pubmed/19046481
http://www.ncbi.nlm.nih.gov/pubmed/19046481
http://www.ncbi.nlm.nih.gov/pubmed/19046481
http://www.ncbi.nlm.nih.gov/pubmed/22720761
http://www.ncbi.nlm.nih.gov/pubmed/22720761
http://www.ncbi.nlm.nih.gov/pubmed/22720761
http://www.ncbi.nlm.nih.gov/pubmed/22720761
http://www.ncbi.nlm.nih.gov/pubmed/19427844
http://www.ncbi.nlm.nih.gov/pubmed/19427844
http://www.ncbi.nlm.nih.gov/pubmed/19427844
http://www.ncbi.nlm.nih.gov/pubmed/18855941
http://www.ncbi.nlm.nih.gov/pubmed/18855941
http://www.ncbi.nlm.nih.gov/pubmed/18855941
http://www.ncbi.nlm.nih.gov/pubmed/22466658
http://www.ncbi.nlm.nih.gov/pubmed/22466658
http://www.ncbi.nlm.nih.gov/pubmed/10700656
http://www.ncbi.nlm.nih.gov/pubmed/10700656
http://www.ncbi.nlm.nih.gov/pubmed/10700656
http://www.ncbi.nlm.nih.gov/pubmed/16616982
http://www.ncbi.nlm.nih.gov/pubmed/16616982
http://www.ncbi.nlm.nih.gov/pubmed/16616982
http://www.ncbi.nlm.nih.gov/pubmed/16413968
http://www.ncbi.nlm.nih.gov/pubmed/16413968
http://www.ncbi.nlm.nih.gov/pubmed/16413968
http://www.ncbi.nlm.nih.gov/pubmed/16413968
http://www.ncbi.nlm.nih.gov/pubmed/17481608
http://www.ncbi.nlm.nih.gov/pubmed/17481608
http://www.ncbi.nlm.nih.gov/pubmed/17481608
http://www.ncbi.nlm.nih.gov/pubmed/20654672
http://www.ncbi.nlm.nih.gov/pubmed/20654672
http://www.ncbi.nlm.nih.gov/pubmed/20654672
http://www.ncbi.nlm.nih.gov/pubmed/20654672
http://www.ncbi.nlm.nih.gov/pubmed/18639562
http://www.ncbi.nlm.nih.gov/pubmed/18639562
http://www.ncbi.nlm.nih.gov/pubmed/18639562
http://www.ncbi.nlm.nih.gov/pubmed/22177663
http://www.ncbi.nlm.nih.gov/pubmed/22177663
http://www.ncbi.nlm.nih.gov/pubmed/22177663
http://www.ncbi.nlm.nih.gov/pubmed/22166439
http://www.ncbi.nlm.nih.gov/pubmed/22166439
http://www.ncbi.nlm.nih.gov/pubmed/22166439
http://www.ncbi.nlm.nih.gov/pubmed/21575647
http://www.ncbi.nlm.nih.gov/pubmed/21575647
http://www.ncbi.nlm.nih.gov/pubmed/21575647
http://www.ncbi.nlm.nih.gov/pubmed/22251606
http://www.ncbi.nlm.nih.gov/pubmed/22251606
http://www.ncbi.nlm.nih.gov/pubmed/22251606
http://www.ncbi.nlm.nih.gov/pubmed/22251606
http://www.ncbi.nlm.nih.gov/pubmed/21288472
http://www.ncbi.nlm.nih.gov/pubmed/21288472
http://www.ncbi.nlm.nih.gov/pubmed/21288472
http://www.ncbi.nlm.nih.gov/pubmed/23876875
http://www.ncbi.nlm.nih.gov/pubmed/23876875
http://www.ncbi.nlm.nih.gov/pubmed/23876875
http://www.ncbi.nlm.nih.gov/pubmed/23876875
http://www.ncbi.nlm.nih.gov/pubmed/12379906
http://www.ncbi.nlm.nih.gov/pubmed/16246434
http://www.ncbi.nlm.nih.gov/pubmed/16246434
http://www.ncbi.nlm.nih.gov/pubmed/7830066
http://www.ncbi.nlm.nih.gov/pubmed/7830066
http://www.ncbi.nlm.nih.gov/pubmed/7830066
http://www.ncbi.nlm.nih.gov/pubmed/19996298
http://www.ncbi.nlm.nih.gov/pubmed/19996298
http://www.ncbi.nlm.nih.gov/pubmed/19996298
http://www.ncbi.nlm.nih.gov/pubmed/19996298
http://www.ncbi.nlm.nih.gov/pubmed/19996298
http://www.ncbi.nlm.nih.gov/pubmed/10619392
http://www.ncbi.nlm.nih.gov/pubmed/10619392
http://www.ncbi.nlm.nih.gov/pubmed/10602461
http://www.ncbi.nlm.nih.gov/pubmed/10602461
http://www.ncbi.nlm.nih.gov/pubmed/12620286


Central

Hashioka et al.  (2014)
Email:  

J Neurol Disord Stroke 2(5): 1089 (2014) 6/7

reduce secretion of tumor necrosis factor-alpha and nitric oxide by rat 
microglial cells. Neurochem Int. 2003; 43: 173-178.

60. Kowalski J, Labuzek K, Herman ZS. Flupentixol and trifluperidol 
reduce interleukin-1 beta and interleukin-2 release by rat mixed glial 
and microglial cell cultures. Pol J Pharmacol. 2004; 56: 563-570.

61. Labuzek K, Kowalski J, Gabryel B, Herman ZS. Chlorpromazine and 
loxapine reduce interleukin-1beta and interleukin-2 release by rat 
mixed glial and microglial cell cultures. Eur Neuropsychopharmacol. 
2005; 15: 23-30.

62. Zheng LT, Hwang J, Ock J, Lee MG, Lee WH, Suk K. The antipsychotic 
spiperone attenuates inflammatory response in cultured microglia 
via the reduction of proinflammatory cytokine expression and nitric 
oxide production. J Neurochem. 2008; 107: 1225-1235.

63. Hou Y, Wu CF, Yang JY, He X, Bi XL, Yu L, et al.  Effects of clozapine, 
olanzapine and haloperidol on nitric oxide production by 
lipopolysaccharide-activated N9 cells. Prog Neuropsychopharmacol 
Biol Psychiatry. 2006; 30: 1523-1528.

64. Kato T, Monji A, Hashioka S, Kanba S. Risperidone significantly inhibits 
interferon-gamma-induced microglial activation in vitro. Schizophr 
Res. 2007; 92: 108-115.

65. Hu X, Zhou H, Zhang D, Yang S, Qian L, Wu HM, et al. Clozapine 
protects dopaminergic neurons from inflammation-induced damage 
by inhibiting microglial overactivation. J Neuroimmune Pharmacol. 
2012; 7: 187-201.

66. Burris KD, Molski TF, Xu C, Ryan E, Tottori K, Kikuchi T. Aripiprazole, 
a novel antipsychotic, is a high-affinity partial agonist at human 
dopamine D2 receptors. J Pharmacol Exp Ther. 2002; 302: 381-389.

67. Seki Y, Kato TA, Monji A, Mizoguchi Y, Horikawa H, Sato-Kasai M, et 

al. Pretreatment of aripiprazole and minocycline, but not haloperidol, 
suppresses oligodendrocyte damage from interferon-gamma-
stimulated microglia in co-culture model. Schizophr Res. 2013; 151: 
20-28.

68. Kato T, Mizoguchi Y, Monji A, Horikawa H, Suzuki SO, Seki Y. Inhibitory 
effects of aripiprazole on interferon-gamma-induced microglial 
activation via intracellular Ca2+ regulation in vitro. J Neurochem. 
2008; 106: 815-825.

69. Kam KY, Jalin AM, Choi YW, Kaengkan P, Park SW, Kim YH, Kang 
SG. Ziprasidone attenuates brain injury after focal cerebral 
ischemia induced by middle cerebral artery occlusion in rats. Prog 
Neuropsychopharmacol Biol Psychiatry. 2012; 39: 69-74.

70. Zhang Y, Xu H, Jiang W, Xiao L, Yan B, He J. Quetiapine alleviates the 
cuprizone-induced white matter pathology in the brain of C57BL/6 
mouse. Schizophr Res. 2008; 106: 182-191.

71. Mei F, Guo S, He Y, Wang L, Wang H, Niu J. Quetiapine, an atypical 
antipsychotic, is protective against autoimmune-mediated 
demyelination by inhibiting effector T cell proliferation. PLoS One. 
2012; 7: e42746.

72. Nakki R, Nickolenko J, Chang J, Sagar SM, Sharp FR. Haloperidol 
prevents ketamine- and phencyclidine-induced HSP70 protein 
expression but not microglial activation. Exp Neurol. 1996; 137: 234-
241.

73. Altunkaynak BZ, Ozbek E, Unal B, Aydin N, Aydin MD, Vuraler O. 
Chronic treatment of haloperidol induces pathological changes in 
striatal neurons of guinea pigs: a light and electron microscopical 
study. Drug Chem Toxicol. 2012; 35: 406-411.

74. Pocock JM, Kettenmann H. Neurotransmitter receptors on microglia. 
Trends Neurosci. 2007; 30: 527-535.

http://www.ncbi.nlm.nih.gov/pubmed/12620286
http://www.ncbi.nlm.nih.gov/pubmed/12620286
http://www.ncbi.nlm.nih.gov/pubmed/15591644
http://www.ncbi.nlm.nih.gov/pubmed/15591644
http://www.ncbi.nlm.nih.gov/pubmed/15591644
http://www.ncbi.nlm.nih.gov/pubmed/15572270
http://www.ncbi.nlm.nih.gov/pubmed/15572270
http://www.ncbi.nlm.nih.gov/pubmed/15572270
http://www.ncbi.nlm.nih.gov/pubmed/15572270
http://www.ncbi.nlm.nih.gov/pubmed/18786164
http://www.ncbi.nlm.nih.gov/pubmed/18786164
http://www.ncbi.nlm.nih.gov/pubmed/18786164
http://www.ncbi.nlm.nih.gov/pubmed/18786164
http://www.ncbi.nlm.nih.gov/pubmed/16806626
http://www.ncbi.nlm.nih.gov/pubmed/16806626
http://www.ncbi.nlm.nih.gov/pubmed/16806626
http://www.ncbi.nlm.nih.gov/pubmed/16806626
http://www.ncbi.nlm.nih.gov/pubmed/17363222
http://www.ncbi.nlm.nih.gov/pubmed/17363222
http://www.ncbi.nlm.nih.gov/pubmed/17363222
http://www.ncbi.nlm.nih.gov/pubmed/21870076
http://www.ncbi.nlm.nih.gov/pubmed/21870076
http://www.ncbi.nlm.nih.gov/pubmed/21870076
http://www.ncbi.nlm.nih.gov/pubmed/21870076
http://www.ncbi.nlm.nih.gov/pubmed/12065741
http://www.ncbi.nlm.nih.gov/pubmed/12065741
http://www.ncbi.nlm.nih.gov/pubmed/12065741
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/18429930
http://www.ncbi.nlm.nih.gov/pubmed/18429930
http://www.ncbi.nlm.nih.gov/pubmed/18429930
http://www.ncbi.nlm.nih.gov/pubmed/18429930
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/24100191
http://www.ncbi.nlm.nih.gov/pubmed/18938062
http://www.ncbi.nlm.nih.gov/pubmed/18938062
http://www.ncbi.nlm.nih.gov/pubmed/18938062
http://www.ncbi.nlm.nih.gov/pubmed/22912731
http://www.ncbi.nlm.nih.gov/pubmed/22912731
http://www.ncbi.nlm.nih.gov/pubmed/22912731
http://www.ncbi.nlm.nih.gov/pubmed/22912731
http://www.ncbi.nlm.nih.gov/pubmed/8635538
http://www.ncbi.nlm.nih.gov/pubmed/8635538
http://www.ncbi.nlm.nih.gov/pubmed/8635538
http://www.ncbi.nlm.nih.gov/pubmed/8635538
http://www.ncbi.nlm.nih.gov/pubmed/22309399
http://www.ncbi.nlm.nih.gov/pubmed/22309399
http://www.ncbi.nlm.nih.gov/pubmed/22309399
http://www.ncbi.nlm.nih.gov/pubmed/22309399
http://www.ncbi.nlm.nih.gov/pubmed/17904651
http://www.ncbi.nlm.nih.gov/pubmed/17904651


Central

Hashioka et al.  (2014)
Email:  

J Neurol Disord Stroke 2(5): 1089 (2014) 7/7

Hashioka S, McGeer PL, Miyaoka T, Wake R, Horiguchi J (2014) Neuroleptics and Microglial Activation Associated with Neuropsychiatric Disorders. J Neurol 
Disord Stroke 2(5): 1089.

Cite this article


	Neuroleptics and Microglial Activation Associated with Neuropsychiatric Disorders
	Abstract
	Abbreviations
	Introduction
	Activation states of microglia and neuropsychiatric disorders
	Effects of antidepressants on classical activation of microglia
	Effects of antipsychotics on classical activation of microglia
	Conclusion
	Acknowledgments
	References

