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.. U5 Food and Drug Administration-approved drug nluzole (2-amino-G-itriflucromethoxy )
benzothiazole), which is used for the treatment of ALS, has alzo been shown to inhibit glutamate
releaze. However, riluzole exerts a range of effectz on the glutamatergic system, including ..
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. expect. Futhermore, cerebellar anatomy was not grossly altered and
electrophysiclogic study in the cerebellum did not implicate a major role for GLAST
in the synaptic clearance of glutamate from Purkinje cells. However .

w PP ES|IARER: 339 HEENE RE 6 THREFE

Raaulation nf callular nlacticithy cascades in the pathophysiology and treatment of
https://www.scencedirectcomy/science/article/pii /S0197 018607008770



O4-Jun-2018 08:38AM 5128 words = 2 matches = 2 sources

J iThenticate: 38857-Review.docx

Name of Journal: World Journal of Psychiatry
Manuscript NO: 38857

Manuscript Type: Review

Glutamate transporters, EAATI and EAATZ2, are potenlially important in the pathophysiology and treatment of schizophrenia

and affective disorders

Georgia M Parkin, Madhara Udawela, Andrew Gibbons, Erian Dean

Abstract

Glutamate 1s the predomingnt excitatory neurolransmitter in the human brain and it has been shown that prolonged activation of
the glutamatergic system leads o nerve damage and cell death. Following release rom the pre-synaptic neuron and synaplic
transmission, plutamate is either laken up into the pre-synaptic neuron or neighbouring glia by transmembrane glutamate
transporters. Excitatory Amino Acid Transporter (EAAT)T and EAATZ are Na*-dependant glutamate transporters expressed
predominantly m glhia cells of the central nervous systerm. As the most abundant glutamate ransporters, therr primary role is to
modulate levels of glutamatergic excitabilily and prevent spill over of glutamate bevond the synapse. This role is facilitated
through the binding and transportation of glutamalte into astrocy tes and microglia. The function of EAATT and EAATZ is heavily
repulated at the levels of gene expression, post-transcriptional splicing, glyeosylation states and cell-surface trafficking, of the
protein. Both glutamatergie dysfunction and ghial dysfunction have been proposed to be involved in psychiatri; disorder. This

review will present an overview of the roles that EAATI and EAATZ play in modulating glutamatergic activity in the human brain,
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With regard to the latter, it is important to consider that synaptic remodeling occurs ... Their robust
expression of the high-affinity glutamate transporters EAATI1-EAATZ allows ... Potential effects of NG2
cells on synaptic transmission are suggested by ... Particularly relevant to several brain disorders,
including SZ, is the ECM __.
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EAATs are expressed in glial cells (EAAT1/GLAST and EAATZ/GLT-1), neurons __. in the pathogenesis
of oevchiatric diseases such as eschizoohrenia mood disorders. Glutamate transoorters are essentisl
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