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Appel score
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ALS control ALS control )
A (

Figure 2. Appel scores (A) and MUNEs of ADM (B) and EDB (C) muscles in the ALS and control groups. Each box with
upper and lower bars indicates 10%, 256%, 50%, 756%, and 90% of the data obtained. Shadowed and open boxes indicate
data from the ALS and control patients, respectively. Nonparametric comparison disclosed a significant difference be-

tween the means of these two groups (Mann-Whitney U test, p < 0.005). Arasakl et al ' 1998 Neu ro I Ogy

motor units. It is possible that a number of compen- References
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SFRS-R score (SD)

—— Edaravone group

—— Placebo group

ALSFRS-RODEEDE
2.494+0.76 / 64 B

LHL. REARIICEE an (K 7= (1M

Number of
participants
Edaravone
Placebo

L

o

12-week observation period

69
68

69
68

e

24-week double blind period

69 67 68 68 68 68
67 66 65 63 63 61

68
66

LR [CD7E M D E TOHHAR)
IZHRBHOMNEIFATY

Edaravone Study Group
Lancet Neurology 2017
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Amvorrophic Lareral Sclerosis. |nfﬂrma

2009, 1-8, iFirst article healthcare

ORIGINAL ARTICLE

Homocysteine levels and amyotrophic lateral sclerosis: A possible link

STEFANO ZOCCOLELLA', CATERINA BENDOTTI?, ETTORE BEGHI?
GIANCARLO LOGROSCINO?

1 4 = . . . P ' ' " . ¥ . s B s . .
Azienda Ospedaliero-Universttaria Ospedal Ruourt, Medical and Neurological Sciences, Glinic of Nervous System Diseases,
University of Foggia, ~ Pharmacological Instituee Mario Negri, Milan, and ~Department of Neurology and Psychiatry,
Untversity of Bar, Iraly
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Active Vitamin B12

— Coenzyme of methionine synthase

— Methycobal®

N>-Methyl
Tetrahydrofolic acid -Tetrahydrofolic acid
Methylcobalamin Vitamin By,

— Medicine for peripheral neuropathy

Drug product
— 25 mg/vial
— Fifty fold of Methycobal®
injectable solution (0.5 mg)

Methionine

T Methionine

Adenosine

Methionine
Adenosyltransferase

P Erk1/2

S-adenosylhomocysteine S-adenosylmethionine \.\
Akt

(SAH) (SAM)
Promoting
Nerve

-CH; Regeneration

Metabolic pathway involving Methylcobalamin
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Akaike et al. Eur J Pharmacol. 1993
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Control

Glutamate
(1mM for 10 min)
Trypan blue stain

Glutamate
+
Methylcobalamin
(10 pM)
241:1-6.
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ABSTRACT: To develop a symptomatic treatment for amyotrophic lateral
EHnHT HEPn HT sclerosis, we compared the effects of ultrahigh-dose and low-dose (25 and

0.5 mgiday, intramuscularly, for 14 days) methylcobalamin on averaged
compound muscle action potential amplitudes (CMAPs) in a double-blind
trial. Mo significant changes in CMAFP amplitude were found in 12 patients
wha had the low-dose treatment at either 2 or 4 weeks afier stant of treat-
ment. By contrast, 12 patients assigned to the ultrahigh-dose group dem-
onstrated a significant increase at 4 weeks. This method may provide a
climically useful measure to improve or retard muscle wasting, if a langer
extended trial fulfills its promise.

& 18088 John Wisy & Sons, Inc. Muscle Nenve 2 17751778, 1808

Fhf=BId/ 1Ok (Proof-of-concept) it ExZx S A LNBRHAIZ %
B NIXERISEITEINZ S REEZIHRELELT-

SCLEROSIS: A DOUBLE-BLIND
CONTROLLED STUDY

RYUJI KAJI, MD, PRD,* MITSUO KODAMA, MD," ATSUKO IMAMURA, BS.
THORU HASHIDA, BS.= NOBUO KOHARA, MD," MASAHIRO ISHIZU, BS =
KENHNICHI INUI, PhD.* and JUN KIMURA, MD"

Depariments of "MNewmology and “Pharmacy, Kyoto University School of Medicine,
Shogoin, Sakyoku, Kyobe 606, Japan

Accefeled 10 Al 1998

 Including early-stage ALS patients with ‘possible’ category who
later met at least ‘laboratory-supported probable’ category
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FIGURE 1. Teme course of averaged CMAP ampliudes in each patient.
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Get Help

Symptom Relief  Medical Devices
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Methylcobalamin B12 Information /

Instructions

Back to Care and Support
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About Methyl B12

By: ALS Worldwide
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Methylcobalamin B12 Information / Instructions
By: ALS Worldwide

Prescription

A prescription is required from a

physician for either pre-filled syringes

of Methylcobalamin B12 or a re-

injectable vial shipped with 30 or

more single-use 1” SQ syringes.
Intramuscular Injection

1. One injection daily in AM after meal.
2. Any excess methyl-B,, not bound to receptors will be filtered from the blood
by the kidneys and excreted into the urine within 30-45 minutes after the

thighs,




Journal of the Neurological Sciences oo (2015) xooe-000

Contents lists available at ScienceDirect

Journal of the Neurological Sciences

journal homepage: www.elsevier.com/locate/jns

Neuroprotective effect of ultra-high dose methylcobalamin in wobbler
mouse model of amyotrophic lateral sclerosis

Ken Ikeda 2, Yasuo Iwasaki %, Ryuji Kaji >*

* Department of Neurology, Toho University Omori Medical Center, Tokyo, Japan
b Department of Neurology, Tokushima University School of Medicine, Tokushima, Japan
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» B35 AR TALDFRS-ROE(LH 1353
» SEEEIFELIA
» 1REEMIHB
»  EFHRFEERRSFICOLHSDIETORMN
» ALSFRS-R RAA7PNE(LE

No treatment

E0302 25 mgi.m. twice a week

12 weeks Max. 2 182 weeks (3.5 years)
: _weeks _
M‘ﬁ—
Observation

d Treatment period
perio

Enrollment for Enrollment for
observation treatment
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$m 3R : Patients for Analysis

Full analysis set

N=370
Y
25 mg
N=124
S Withdrawal 5 Withdrawal S Withdrawal
N=38 N=36 N=39
\\2 \4 \4
Completion N=86 Completion N=88 Completion N=86
57 events 53 events 55 events
14 NPPV 8 NPPV 15NPPV
18 TPPV 22 TPPV 15 TPPV
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