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This protocol is treated as confidential information disclosed

only to the parties involved in this clinical study, as listed below:

- Institutional Review Board

- Study Director

- Investigator

- Sub-Investigator

- Study Contributors

- Director, Tokai University School of Medicine

- Director, Tokai University Hospital

- Units of Tokai University School of Medicine and Tokai University Hospital
involved in this clinical study.




Study Outline

1. Objectives

Amyotrophic lateral sclerosis (ALS) is a motor neuron disease involving selective impairment of motor
nerves and presenting with progressive muscular weakness and atrophy. Its etiology remains to be
clarified, and no drug adequately effective against this disease is available at present. Thus, it has been
desired to develop new methods of treatment for this disease. In our previous studies using a system of
cultured cells exposed to oxidative stress, it was shown that NDDPX08 (a compound currently used
clinically as a means of treating Parkinson’s disease) suppresses loss of nerve cell viability. Furthermore,
treatment with NDDPXO08 after the onset of ALS was shown to improve motor function and extend the
survival period of transgenic mice (mice transfected with the familial ALS type 1 mutant SOD-1 gene, an
animal model of ALS).

The present study is designed to evaluate the efficacy of NDDPX08 on motor function and quality of
life (QOL) as well as its safety in patients with solitary or familial ALS.

2. Subjects

Patients diagnosed as having ALS and satisfying both requirement 1) and 2) are eligible for this study.

1) Patients in whom ALS is “definite, ” “probable” or “probable-laboratory-supported” according to the
EL Escorial Modified Airlie House Diagnostic Criteria and the severity is rated at grade 1,2 or 3
according to the Ministry of Health, Labour and Welfare Criteria for ALS Severity.

2) Patients having given informed consent in writing to participate in the study.

3. Methods

Of the clinical study period lasting for 70-102 weeks, the first 12-week observation period involves
treatment with Rilutek (generic name: riluzole) already approved as a drug for treatment of ALS in Japan
(100 mg/day). Rilutek is initiated either at or 4 weeks before the start of the observation period. At the end
of the observation period, the eligibility of each patient to participate in the study is checked again, and
patients rated as eligible begin to receive treatment with a combination of NDDPX08 and Rilutek
(combined treatment) according to an escalating dosing schedule (Fig. 1). During the first 2 weeks of
combined treatment, the NDDPX08 dose level is set at 1.25 mg/day. Then, the NDDPXO08 dose level is
increased by 2.5 mg/day at intervals of 2 weeks, reaching 15 mg/day 12 weeks after the start of treatment.
The NDDPXO08 treatment period is 54-86 weeks. Treatment within the framework of this clinical study is
deemed to have been completed at any of the following points of time: (1) beginning of 24-hour use of
noninvasive respiration assistive device daily, (2) beginning of the use of an invasive respiration assistive
device or (3) death of the patient.

The variables of efficacy and safety, listed below, are evaluated at the beginning of the observation
period and at the start, during and the end of combined treatment. Changes in each variable are compared
and analyzed (Fig. 2).

[Efficacy variables] ALSFRS-R, %FVC, Modified Norris Scale, ALSAQ-40, MMT, pinching power,
grip, ALS severity grade



[Safety variables] Adverse events (particularly hallucination, nausea, vomiting, anorexia, etc.), blood
pressure, heart rate, laboratory parameters, echocardiography findings

4. Study period and planned number of subjects

Study period: January 1, 2009 through January 31, 2011
Planned number of subjects: 50 cases (total number of patients entering the treatment phase)

5. Participating facilities

Department of Neurology, Tokai University School of Medicine (Main Hospital, Hachioji Hospital,
Oiso Hospital)

Department of Neurology, Toho University School of Medicine (Omori Hospital)

Department of Neurology, Kitasato University School of Medicine (East Hospital)



