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Elucidation of pathology by molecular genetic approach in Charcot-Marie-Tooth
isease
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Charcot-Marie-Tooth disease (CMT) is a common hereditary peripheral
neuropathy. Our CMT genetic diagnosis was able to diagnose 10 of 2481 ATTR-FAP patients and provided
effective treatment. From 2007 to the end of 2019, 2481 CMT comprehensive genetic tests were
performed to determine the genetic cause in 51.2% of demyelinated and 32.5% axonal patients. In
addition, we reported in JNNP the detailed analysis results of comprehensive CMT genetic diagnosis
for 1005 consecutive cases. It was an important report for considering the overall measures of CMT
by analyzing the frequency and clinical characteristics of each causative gene from various aspects.

Charcot-Marie-Tooth



Charcot-Marie-Tooth CMT

CMT
. 2007 CMT
40
CMT
1 16 25,000
PMP22
lon PROTON 72
1 280 1
Charcot-Marie-Tooth  (CMT) 80
2007 1800 CMT
47.7 33.3
CMT
lon PROTON 72
1 1
800
AMED
CMT ALS HSAN
ESVD EVSD
100-200
CMT

/
loss-of-function



2017

MFN2

2018

2018

2018
Neurol.

20
1800
CMT2A 79
MORC CMT2Z 13
MWE AR-CMT2T
COA7
spinocerebel lar ataxia with axonal neuropathy 3
Brain
2
SCAN3
1005
JNNP
CMT
112 GJB1 CMTX1
CMTX1
(HMSN-P)97

2018

2018

2020
Nerv Syst

538 CMT

Rare Dis Res.

CMT2F HMN2B
J Peripher Nerv Syst.

BSCL2

2
30-50 PMP22
Euro J Neurol
25 AR-CMT

SCAN3

SCAN3

CMT
Eur J
TFG

J Peripher



12 11 0 10

Tomari Shinya, Arima Junnosuke, Yoshida Takashi, Yamashita Hitomi, Sata Reiko, Hamada Rikuzo, 402

Kanda Naoaki, Takashima Hiroshi.

Effect of direct oral anticoagulant for acute major cerebral artery occlusion in cardioembolic 2019

stroke/transient ischemic attack patients with non-valvular atrial fibrillation.

Journal of the neurological sciences 162-166
DOl

10.1016/j . jns.2019.05.023

Sawada J, Katayama T, Tokashiki T, Kikuchi S, Kano K, Takahashi K, Saito T, Adachi Y, Okamoto 26

Y, Yoshimura A, Takashima H, Hasebe N.

The First Case of Spinocerebellar Ataxia Type 8 in Monozygotic Twins. 2019

Intern Med. 2905-2919
DOl

10.2169/internalmedicine.2905-19

Sone J, Mitsuhashi S, Fujita A, Mizuguchi T, Hamanaka K, Mori K, Koike H, Hashiguchi A, 22

Takashima H, Sugiyama H, Kohno Y, Takiyama Y, Maeda K, Doi H, Koyano S, Takeuchi H, Kawamoto M,

Kohara N, Ando T, leda T, Kita Y, Kokubun N, Tsuboi Y, Katoh K, Kino Y, Katsuno M, lwasaki Y,

et al

Long-read sequencing identifies GGC repeat expansions in NOTCH2NLC associated with neuronal 2019

intranuclear inclusion disease.

Nature genetics 1215-1221
DOl

10.1038/s41588-019-0459-y .

Yamashita S, Kimura E, Zhang Z, Tawara N, Hara K, Yoshimura Akiko, Takashima Hiroshi, Ando Y. 60

Muscle pathology of hereditary motor and sensory neuropathy with proximal dominant involvement 2019

with TFG mutation.

Muscle Nerve. 739-744

DOl
10.1002/mus. 26683.




Hosokawa S, Kubo Y, Arakawa R, Takashima H, Saito K.

42 2

Analysis of spinal muscular atrophy-like patients by targeted resequencing. 2020

Brain Dev 148 156
DOl

10.2169/internalmedicine.2905-19

Ishihara S, Okamoto Y, Tanabe H, Yoshimura A, Higuchi Y, Yuan JH, Hashiguchi A, Ishiura H, -

Mitsui J, Suwazono S, Oya Y, Sasaki M, Nakagawa M, Tsuji S, Ohya Y, Takashima H

Clinical features of inherited neuropathy with BSCL2 mutations in Japan. 2020

J Peripher Nerv Syst 000 o001
DOl

10.1111/jns.12369

Yamagishi Y, Samukawa M, Kuwahara M, Takada K, Saigoh K, Mitsui Y, Oka N, Hashiguchi A, 410

Takashima H, Kusunoki S.

Charcot-Marie-Tooth disease with a mutation in FBLN5 accompanying with the small vasculitis and 2020

widespread onion-bulb formations

J Neurol Sci 000 001
DOl

10.1016/j . jns.2019.116623

Yoshimura A, Yuan JH, Hashiguchi A, Ando M, Higuchi Y, Nakamura T, Okamoto Y, Nakagawa M 90

Genetic profile and onset features of 1005 patients with Charcot-Marie-Tooth disease in Japan 2018

Journal of Neurology, Neurosurgery & Psychiatry 195 202

DOl
10.1136/jnnp-2018-318839




Yuan JH, Sakiyama Y, Hashiguchi A, Ando M, Okamoto Y, Yoshimura A, Higuchi Y, Takashima H 25

Genetic and phenotypic profile of 112 patients with X-linked Charcot-Marie-Tooth disease type 1 2018

European Journal of Neurology 1454 1461
DOl

10.1111/ene.13750

Higuchi Y, Okunushi R, Hara T, Hashiguchi A, Yuan J, Yoshimura A, Murayama K, Ohtake A, Ando M, 141

Hiramatsu Y, Ishihara S, Tanabe H, Okamoto Y, Matsuura E, Ueda T, Toda T, Yamashita S, Yamada

K, Koide T, Yaguchi H, Mitsui J, Ishiura H, Yoshimura J, Doi K, Tsuji S, Takashima H. et al

Mutations in COA7 cause spinocerebellar ataxia with axonal neuropathy 2018

Brain 1622-1636
DOl

10.1093/brain/awy104

Miyabayashi T, Ochiai T, Suzuki N, Aoki M, Inui T, Okubo Y, Sato R, Togashi N, Takashima H, 64

Ishiura H, Tsuji S, Koh K, Takiyama Y, Haginoya K

A novel homozygous mutation of the TFG gene in a patient with early onset spastic paraplegia 2019

and later onset sensorimotor polyneuropathy

J Hum Genet 171-176
DOl

10.1038/s10038-018-0538-4

Taniguchi T, Ando M, Okamoto Y, Yoshimura A, Higuchi Y, Hashiguchi A, Shiga K, Hayashida A, 99

Hatano T, Ishiura H, Mitsui J, Hattori N, Mizuno T, Nakagawa M, Tsuji S, Takashima H

Genetic spectrum of Charcot-Marie-Tooth disease associated with myelin protein zero gene 2021

variants in Japan

Clin Genet 359-375
DOl

10.1111/cge.13881.




(Okamoto Yuji)

(60709658) (17701)
(Hashiguchi Akihiro)
(70760560) (17701)




