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- AR 5 R ] (UMIN 3R ID : UMIN
000001535) A TH N7 WERRBE 79 b a—vicfitun
FERZIE T A2V E VB 20mg/kg/ H & 128 BT 5
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jmemt.org/) OWJI LT 20094E 11 3 30 AT, 406178
REBIES SNz, BRELDNS, T54<) —1 v FEA
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b7 AANE VROEHVEGFE Sz o 72 (Table 1) ©.
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Fig.1

Results of the clinical trial of ascorbic acid for 40 patients with CMT1A.

The vertical line is indicating the relative value of CMT neuropathy score (CMTNS) compared to the starting point of the trial. The lowering

of CMTNS indicates clinical improvements. Solid line : treated group, Dotted line : untreated group. CMTNS : Charcot-Marie-Tooth neuro-

pathy score.

Table 1 Results of clinical trials of ascorbic acid for CMT1A patients.

Research tud
Authors Micallef J et al. Verhamme C et al. Burns J et al. Toth C. earch group stucy
in Japan
Nation France Netherlands Australia Canada Japan
References Lancet Neurol BMC Med Lancet Neurol. 8 : Acta Neurol Scand . .
in preparation
8:1103-1110, 2009 7:70, 2009 537-544, 2009 120 : 134-138, 2009
Methods a multiéentre, a random?sed, a random%sed, An open-label An open-label
randomised, double~ | double-blind, place- double-blind, place-
. cohort-controlled cohort-controlled
blind, placebo- bo-controlled phase | bo-controlled, safety ot stud ot stud
ilot stu 1 u
controlled trial II trial and efficacy trial P Y P Y
Primary Motor nerve conduc- | Motor nerve conduc-
outcome CMTNS tion velocity of tion velocity of tolerability CMTNS
measure median nerve median nerve
Results Not effective/safe Not effective/safe Not effective/safe Intolerable Not effective/safe
Ascorbic acid / Adults : 2 g/day, chil-
day dren (14 to 18 years) :
/pl 30mg/k 5g/2.5 20mg/kg/d.
lg/3g/placebo 1.8 g/day, Children (9 meke g/2.5¢ Mg/ kg/day
to 13 Years) : 1.2 g/day
Number of ic aci
. ° Ascorbic acid Ascorbic acid 6 Ascorbic acid 42 Ascorbic acid 12 Ascorbic acid 21
patients 3g for 61, 1g for 56
Placebo 62 Placebo 7 Placebo 39 No treatment 10 No treatment 19
Dropout cases 16 2 1 5 !
Age 6 .
_ - + +
(year) (range) 38 (36-56) <25 2-16 36+5 1£15
Duration of
therapy 12 12 12 24 3
(month
) L

—_— ]
CMTNS : Charcot-Marie-Tooth Neuropathy Score
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Therapies for Charcot-Marie-Tooth Disease

Masanori Nagagawa, Kensuke Suica

Department of Neurology, Graduate School of Medical Science, Kyoto Prefectural University of Medicine

Charcot-Marie-Tooth disease (CMT) is the most com-
mon inherited neuropathy. There have been substantial ad-

vances in elucidating the molecular bases of this genetical- -

ly heterogeneous neuropathy and molecular diagnosis is
now possible in most cases. In the premolecular era, Linole-
ic/y-linoleic essential fatty acids, vitamin E and coenzyme
Q10 were evaluated by non-randomized controlled trials
for patients with CMT without genetic diagnosis. For the
last decade, neurotrophic factors, progesterone antagonists,
ascorbic acid, and curcumin have been shown to be promis-
ing in experimental models of CMT, leading to several pilot
trials in human. However, randomized controlled trials of
ascorbic acid for CMT1A unfortunately did not prove clini-
cal benefit. In an open-label clinical trial of ascorbic acid
for CMT1A conducted by Japanese researchers, the right
hand grip strength was increased in the group treated with
ascorbic acid (20mg/kg/day for 12 weeks), while CMT neu-
ropathy score, the primary outcome measure in the trial,
did not improved. It needs to be elucidated whether these
negative results in human are due to the lack of efficacy of
ascorbic acid or to the lack of statistical power in those
studies which had been conducted for a relatively shorter

period of time with a smaller number of patients.

Rehabilitation and surgical therapies are currently
available treatments for CMT. Recently, robot suit HAL
(Hybrid Assistive Limb®) has been developed and a pilot
study for patients with CMT using HAL has been started
by the Research Committee of CMT Disease supported by
Grants-in-Aid from the Ministry of Health, Labour and
Welfare of Japan. As the best approaches to rehabilitative
therapy and foot surgery still have to be defined, prospec-
tive studies will be important.

Patients with CMT should avoid taking drugs that can
cause peripheral nerve toxicity. In the case of surgery and
delivery, best practice of local and general anesthesia for
patients with CMT has not been defined. Proper informa-
tion and genetic counseling is also important for patients
with CMT and their families. Careful discussion for prena-
tal and preimplantation genetic diagnosis should be need-
ed, taking ethical concerns and the national regulations
and laws into account. The advances in mechanism-based
strategies will provide realistic hope that therapies will
emerge to slow or partly reverse several forms of CMT.
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