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[AOP No. 6] Adverse Outcome Pathway on binding of agonists to ionotropic glutamate receptors
in adult brain leading to excitotoxicity that mediates neuronal cell death, contributing to learning
and memory impairment Sachana M, Munn S, Bal-Price A 09 Sep 2016

Molecular Cellular effects ‘ Organ effects | ' Organism effects
Initiating Event s

(MIE)

+ Neuroinflammation

Binding of agonists | Overactivation | Intracellular Mitochondrial | Cell death Neuro-
to ionotropic of NMDAR | | Ca** overload ; dysfunction i'"* | degeneration
glutamate ' : :
receptors

Decreased mpairment of

neuronal network |- earningand

function ' memaory

* Level of biological organization Molecular®—"2&L TDrebrind &Y H ITHNTLVS,

Drebrin immunocytochemistry ........ Therefore,degradation of drebrin can be used as a readout for excitotoxicity induced by
NMDAR overactivation. Degradation of drebrin can be evaluated quantitatively by Western blot analysis(mRNA level) or by
immunocytochemistry (at protein level) (Chimura et al., 2015: Sekino et al.,2006).
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プレゼンテーションのノート
AOP No. 5
Adverse Outcome Pathway on chronic binding of antagonist to N-methyl-D-aspartate receptors (NMDARs) during brain development induces impairment of learning and memory abilities　Magdalini Sachana, Sharon Munn and Anna Bal-Price　13 Aug 2016

AOP No. ８
Adverse Outcome Pathway on chronic binding of antagonist to N-methyl-D-aspartate receptors during brain development leading to neurodegeneration with impairment in learning and memory in aging　Florianne Tschudi-Monnet and Rex FitzGerald　12 Oct 2018
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プレゼンター
プレゼンテーションのノート
Around two weeks after seeding, synapse formation is very active. Three weeks later, you see many spines with mushroom shape. 


ABEEOREMI (T3 sl b

B
Uranched
F-ptin - a1 v 1 ff
ﬁ.l.'l.'r-pul: hes
H gl- L1 UL
*“E -.'JJ'H.IM.I'H'HL' AuHJ-'J-'HJE-'-‘H
Longicasin
F"!"I:l'ﬂﬁ:-!ttlﬂn'
spectrin lattice | s 00 Bbers
spactrin lathice
o ' ' Lonsitugna -~ B ctn patches
B DRI (T Y RER) s geessc | z A
:J  CaMKIR
dilficibon of RhalG TP,

lri:li.'.""El o

Dendritic Actin Cytoskeleton: Structure, Functions, and Regulations
Anja Konietzny, Julia Bar, and Marina Mikhaylova*®

Front Cell Neurosci. 2017; 11: 147. Published online 2017 May 18. doi:
10.3389/fncel.2017.00147
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Western Blotting Immunohistochemistry of Hippocampus
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I . Identification of neuronal cell bodies: Neuronal cell bodies were identified by nuclear (DAPI) and MAP2 staining
II . Identification of dendrites: Dendrites were identified by segmentation of the MAP2-positive regions.

Il. Identification of dendritic peripheral area .
IV. Identification drebrin clusters
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(A - D) Fluorescence images of drebrin (green), MAP2 (red) and DAPI (blue) in cultured hippocampal neurons. (A-C: control, D-F: 100 uM glutamate)
(B and E) Dendritic skeltons (blue lines) mapped on fluorescence images. (B: control, E: 100 uM glutamate)

(C and F) Drebrin clusters (white areas) mapped on fluorescence images. (C: control, F: 100 pM glutamate) scale bar : 10pum
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