Q)]
2020 2022

Spatio-temporal specificity of neurodegenerative diseases with a focus on very
early life stages
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To elucidate the very early pathogenesis of spinal and bulbar muscular
atrophy (SBMA), a motor neuron disease, and to clarify the mechanism by which this disease
specifically disrupts motor neurons, we analyzed female carriers and a mouse model of SBMA. As a
result, the female carriers had minor motor dysfunction, mainly neck muscle weakness, and blood and
EMG results showed findings suggestive of motor neuron damage. On the other hand, analysis using
model mouse spinal cord slice cultures revealed that Midl increased the expression level of mutant
androgen receptor, the protein responsible for the disease, and induced motor neuron degeneration.
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Gene Expression Omnibus, GSE398654
Robust Multichip Analysis of Bioconductor based on R (https://www.r-project.org)
Integrated Web Application for Differential Expression
and Pathway analysis (iDEP)
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1. SBMA
Female c)amers Healthy females Pl Male subjects Healthy males T
n=21 n=17 n=11 n=14

AT SFRS-R score 472+1.5 479102 0.044 43.0+0.0 48.0+0.0
SBMAFRS score 549+1.9 558+05 0.047 546+1.3 56.0+0.0 0.006
Grip power. dominant side (kg) 23.7+44 25754 0.206 31.6=8.6 48455 <0.001
Grip power. non-dominant side (kg) 21.4+45 23345 0.217 20.8£9.0 46.1+£7.1 <0.001
Tongue pressure (kPa) 342+7.0 369x6.8 0.327 23.6x10.0 43385 <0.001
MMT

Neck flexion 4.6=0.5 5.0+0.0 0.002 44+0.7 NA NA

Upper limbs® 29.0+1.5 208=08 0.072 30 NA NA

Lower limbs® 290+1.3 208=08 0.090 20608 NA NA
mQMG score

Total 13 £18 0.35+0.79 0.046 14x13 0.0£0.0 0.006

Head lifted 0.67 = 0.66 0.24=0.44 0.021 0.7+ 0.6 0.0=£0.0 0.004

Arm outstretched® 0.24+0.63 0000 0.096 04+0.7 0.0£0.0 0.104

Leg outstretched® 0.38=0.81 0.12+0.49 0.222 03047 0.0=0.0 0.082
Timed walk test (s) 3.21x+0.68 2.74+£0.39 0.037 256041 2.21+0.49 0.071
Rise from bed test () 247+1.37 2.00=0.63 0.165 1.56+ 042 1.56 £ 0.35 0.970

SBMA CK ALST

1 CK
41-153 1U/L
0.22+ 0.1
0.26+ 0.09 ng/mL SBMA
L NfL
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