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The Data Management Division of the Department of Clinical Epidemiology has
provided data management support for many clinical studies and trials by NCNP
and other medical research facilities. In the area of rare nervous system diseases,
we have supported over 10 clinical research and trials. The role that our division is
promoting clinical research and development of rare nervous system diseases by
collaboration with the ARO (Academic Research Organization) and other related
research departments of NCNP. In this study we review our support work for clinical
research and clinical trials of nervous system diseases and examine the issues to be

solved for future improvements.
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Consideration of the role as clinical research support infrastructure of national
centers in promoting clinical development of intractable neurological diseases

Harumasa Nakamura
Translational medical center

(1) Goals and plan outlined

Intractable or orphan diseases have been viewed as diseases for which drug development is
difficult to advance because of insufficient pathophysiological knowledge and the small

number of patients.

This study group consists of physicians/researchers of the National Center of Neurology and
Psychiatry (NCNP), research supportive staff members at the research support unit of the
Translational Medical Center (TMC) and the Hospital Clinical Research Promotion
Department (hereinafter simply called “Promotion Dept”), core clinical research hospitals
“core hospitals”) and non-core hospitals, and other experts familiar with
administrative/regulatory science. While continuing information sharing and exchange of
views with development-related organizations such as the Japan Pharmaceutical
Manufacturers Association (JPMA), each of these experts will analyze the current status
and extract open issues, followed by proposal of the role of NCNP as an academic research
organization (ARO) in the field of intractable neurological disease (for which NCNP is
expected to take actions for improvements) as well as proposal about the research support

system.

(2) Research outcome during the current year

1. Assessment of the status of supports by the TMC and division of clinical support in
Hospital.

Regarding the status of supports by NCNP, the following may be viewed as NCNP’s
advantages: supports to investigator-oriented clinical trials including the Bench to Bedside
First-in-Human studies (NS-069, NS-089, OCH, etc.) designed to develop laboratory seeds at
hospitals, the outcome leading to approval of NS-069, and the supports to establishment and
utilization of real world data (RWD) not only in investigator-oriented clinical trials and specific
clinical studies but also in registry/cohort studies. Group members are establishing the quality
management system (QMS) for investigator-oriented clinical trials and registry

establishment/data utilization studies within the framework of AMED research project.

We have received many requests of consultation over supports related to biostatistics and life
ethics. We can also provide methodology for efficient implementation of clinical studies
(Bayesian sequential monitoring, adaptive randomization). These features are consistent with

the new function expected of a core clinical study hospital in a specific field.

Reinforced supports are needed for investigator-oriented multicenter cooperative clinical trials,
other center-oriented/investigator-oriented clinical trials and large-scale registry cohort
studies. NCNP should make proposal actively about the biostatistical issues and the open

issues on life ethics specific to intractable neurological disease.



2. Actions taken as NCNP researchers or investigators involved in clinical studies/trials

It is advantageous that the current status of intractable neurological disease registry was
analyzed, revealing that “Initiative on Rare and Undiagnosed Diseases (IRUD),” “Registry of
Ataxia Patients (J-CAT)” and “Specific Study of Biomarkers before Onset of Motor Symptoms
for Prevention of Parkinsonism (J-PPMI)” have been carried out smoothly. On the basis of
interviews of NCNP researchers, stakeholders at enterprises, the following were identified as
the functions expected of ARO: enriched training on clinical studies, supports beginning at
early stages of research (project management), supports to registry as a data center, promotion

of registry in linkage to the professional society, bioresource collaboration, and so on.

3. The action for the standardization of physical function evaluation, evaluator cultivation

The evaluation methods used within NCNP covering ALS, Parkinson’s disease/syndrome,
spinocerebellar degeneration and muscular dystrophy were reviewed and made into a uniform
method applicable across the NCNP, and a related dataset for use in electronic medical records
was created. Minimum detectable changes related to spinocerebellar degeneration with the
standard balance scale (Balance Evaluation Test: BES Test) were calculated. A Japanese
version of the Characterizing Freezing of Gait Questionnaire (a method for evaluation of
freezing of gait associated with Parkinson’s disease) was prepared and made public. Feasibility
of continued evaluation with the Box and Block Test in patients with Duchenne muscular
dystrophy was confirmed. These activities may be viewed as an advantage of NCNP having
much experience with evaluation of physical functions in patients with intractable
neurological disease. We will devise measures to spread this experience across the country to

achieve equalization in Japan.

4. The view and perspective from the point of external support organizations views

The status of ARO supports on intractable neurological disease at core clinical research
hospitals and non-core hospitals was reported, listing the following roles expected of NCNP:
promotion of communication by researchers between the field of pediatric neurology and the
field of adult neurology, the role as a window for supply of information on clinical studies/trials
to patients with psychiatric/neurological disease (including the recruiting function), bridging
to overseas study groups, preparation of registry/biobank SOP, banking on genome/omics data,
preparation of the SOP on supply of above-mentioned data to enterprises, promotion of patient
and public involvement, NCNP-specific research budget system allowing entry of outside
parties, and so on. Expectation is particularly strong about the roles in promotion of patient
recruitment for clinical studies/trials, establishment of research infrastructure (e.g., registry),

supply of research startup funds, and so on.

5. The review from the aspects of administrative and regulatory science

Investigation was made about systems under pharmaceutical regulations (orphan drug

designation system, conference on unapproved/off-label use drugs with high unmet medical



needs, conference on early introduction of medical devices with high medical unmet needs,
pioneer drug designation system, conditional early approval system) and about systems for
disease control (intractable disease policy research program, AMED commercialization
research program on intractable disease). This year, investigation was done under way about
new drugs, etc. being developed for intractable neurological disease under the above-cited

systems.

(3)  Plans for next year and beyond

The current status of NCNP was analyzed by the end of this year. In the next year, issues to
be addressed will be summarized and measures for resolving such issues will be presented.
We will start collaboration with professional societies involved in R & D in the field of
intractable neurological disease (Japanese Society of Neurology, Japanese Society of
Neurological Therapeutics, Japanese Society of Child Neurology, etc.) and will conduct
questionnaire surveys of the members of these societies. Discussion with pharmaceutical

companies is scheduled for early next year.
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