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Glial-mediated abnormal neuroplasticity in levodopa-induced dyskinesia
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To elucidate the pathogenesis of levodopa-induced dyskinesia, a late motor
complication of Parkinson"s disease (PD), we first analyzed the state of dopamine neurons in the
prodromal phase before dopamine neurodegeneration. We performed RNAseq analyses of dopaminergic
neurons in the substantia nigra (SN) of a PD mouse model in the prodromal stage. As a result, we
observed that many gene expressions are altered before dopaminergic neurodegeneration occurs. Among
these, we analyzed gene X, which has not been previously implicated in PD. We confirmed that a
-synuclein fibril inoculation induces gene X expression in the SN dopaminergic neurons of mice. We
also confirmed that gene X is upregulated in the SN dopaminergic neurons of PD patients.
Furthermore, we established a measurement system using biological samples from human PD patients.



PD

I-dopa I-dopa
levodopa induced dyskinesia: LID LID PD
I-dopa 10 I-dopa
LID ADL
LID LID
I-dopa
a
PD a
Hayakawa H, et al. Mov
Disord. 2020 LID
LID
a PD LID
a PD Hayakawa H, et al.
Mov Disord. 2020
a

Hayakawa H, et al. Mov Disord. 2020

C57BL6J G51Da 20up g
LID 6
RNAseq
6
LID C57BL6J G51Da 20u
g 2 I-dopa 6mg/kg +
benserazide 15mg/kg
LID 4 apomorphine induced rotation test
abnormal involuntary movement (AIM) test LID LID
RNAseq LID
PD
6 PD
RNAseq 6 12 2
6
X
X «a
PD



LID

ALS

PD

PD



1 1 0 0

Jiang S, Baba K, Okuno T, Kinoshita M, Choong CJ, Hayakawa H, Sakiyama H, lkenaka K, Nagano S, 18
Sasaki T, Shimamura M, Nagai Y, Hagihara K, Mochizuki H.

Go-sha-jinki-Gan Alleviates Inflammation in Neurological Disorders via p38-TNF Signaling in the 2021
Central Nervous System

Neurotherapeutics 460-473

DOl
10.1007/s13311-020-00948-w




