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Fig. 1 Charcot-Marie-Tooth % (CMT) %4 & 5k
CMT (EIE s B i (MCV) 38m/sec & H% & L CHLHIR CMT & iz % CMT 1245
FoNhd, ZORMICHETL00LHY, FE (intermediate form) CMT &5 H SN T 5.
AD :autosomal dominant, AR :autosomal recessive, CMTX : X-linked CMT, DI-CMT : autosomal
dominant intermediate form, RI-CMT : autosomal recessive intermediate form, CMAP : compound
muscle action potential, MCV : motor conduction velocity, PMP22 : peripheral myelin protein 22,
Cx32 : connexin 32, MPZ : myelin protein zero, DNM2 : dynamin-2, MFNZ2 : Mitochondrial fusion
protein mitofusin 2, RAB7:Ras-associated protein RAB7, GARS:glycyl tRNA synthetase, NEFL:
myelin protein zero.
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Fig. 2 H®A&A 7 ¥F M e CMT
RAKRA 7 T F FMEHIRM MR IC B W THE L Z#M 2 R/ L TB ), CMT4B, CMT4] Ok
I 5 L CTwb. MTMI : myotubularin, MTMRZ2 : myotubularin-related protein 2, MTMRI13 :
myotubularin-related protein 13, SBF2 : SET-binding factor 2, PI : phosphatidylinositol, PI3P :
phosphatidylinositol-3-phosphate, PI5P : phosphatidylinositol-5-phosphate, PI (3, 5) P2 : phospha-
tidylinositol-3, 5-bisphosphate.
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Abstract
Hereditary neuropathy: recent advance

Masanori Nakagawa, M.D.
Department of Neurology, Graduate School of Medical Science, Kyoto Prefectural University of Medicine

Hereditary neuropathies are classified into Charcot-Marie-Tooth disease (CMT), familial amyloid polyneuro-
pathy (FAP), hereditary motor neuropathies (HMN) and hereditary sensory (and autonomic) neuropathies
(HSAN). CMTs are furthermore classified into demyelinating neuropathies (CMT1), axonal neuropathies (CMT2)
and intermediate form. Duplication of PMP22 (CMT1A) accounts for about 70% of CMT1 and MFNZ2Z mutations
account for 25% of CMT2. Genes involved in phosphoinositide regulation cause CMT4; MTMRZ2 mutation in CMT
4B1 and MTMRI13/SBF2 mutation in CMT4B2. In addition to these genes, FIG4, which is a causative gene of pale
tremor mouse, is newly identified as a gene for CMT4]. MFN2 and GDAP1 cause CMT2 or CMT4. These genes
regulate mitochondrial fusion and fission. Altered axonal mitochondrial transport is suggested as the pathogenesis
of the CMT. In animal model with pmp22 duplication, ascorbic acid seems to be effective to prevent disease pro-
gression. Nationwide trial of ascorbic acid therapy for CMT1A is now ongoing by the intractable neuropathy
study group. Curcumin treatment educes apoptosis of cells that express PMP22 point mutation and partially miti-
gates the severe neuropathy phenotype of Trembler-] mouse model in a dose-dependent manner. Curcumin treat-
ment may have a potential therapeutic role in CMT with PMP22 point mutation in humans. The high throughput
system of diagnosis for CMT has been developed by employing a resequencing array system.

(Clin Neurol, 48: 1019—1022, 2008)
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