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The Data Management Division of the Department of Clinical Epidemiology
supports data management for clinical studies and trials in 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
NCNP 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
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Clinical Research & Education Promotion Division,
National Center Hospital,

National Center of Neurology and Psychiatry

(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, 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

support to investigator-oriented clinical trials including the Bench to Bedside First-in-Human
studies (NS-069, NS-089, OCH, etc.) designed to develop drug candidates at hospitals, the
outcome leading to approval of NS-069. And NCNP also support for the multicenter
investigator-initiated clinical trial led by a different institution (Tokyo Women's Medical
University). In addition to investigator-initiated clinical trials and designated clinical studies,
NCNP has actively engaged in supporting construction and utilization of real-world data
(RWD; e.g., registry, cohort study, and HER) with a view to utilization in pharmaceutical
affairs (e.g., Remudy-DMD, DMD natural history, JCAT-PRIME, IRUD, and mental health
registry). 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.

In addition to the above supports for research, NCNP provides biostatistics supports that
include demonstration of methodologies (Bayesian sequential monitoring and adaptive
randomization) and launch of a committee to investigate problems and solutions specific to



neurological intractable/rare diseases in this fiscal year (consisting of four National Centers
for Advanced and Specialized Medical Care Research in the Tokyo Metropolitan Area, The
University Tokyo Hospital, and Hokkaido University Hospital). NCNP also offers consultation
service for supporting bioethics and research ethics more than 50 times a year and plans to

compile common issues drawn from the consultation.

These experience and human resource allocation will satisfy the condition required for core
clinical research hospitals as ARO specialized in a specific area (such as rare diseases and
neurological intractable diseases) in Japan.

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

According to interviews with the investigators at NCNP, the desirable ARO functions are
identified. They included improvement of clinical research education and training, support
starting at the early study stage (project management), support registries as a data center,
promoting collaboration in the use of registries among academic societies, and cooperation
among bio-resources. Other strength of NCNP includes that it has supported successful
implementation of IRUD, J-CAT, and J-PPMI and initiation of J-CATPRIME with a view to

utilization in pharmaceutical affairs, under ARO support.

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

We standardized methods to assess ALS, Parkinson's disease/syndrome, spinocerebellar ataxia,
and muscular dystrophy, created dataset, and initiated the rollout to reflect the data in
electronic medical records in NCNP. Furthermore, we determined the minimum detectable
change in patients with spinocerebellar ataxia with the standard balance scale (Balance
Evaluation Test: BESTest), developed and presented the method (Japanese version) to assess
freezing of gait in patients with Parkinson's disease, and verified the feasibility of serial
assessment with Box and Block Test in patients with Duchenne muscular dystrophy. These
achievements demonstrate strength of NCNP with extensive experience of the physical
function assessment in patients with neurological intractable diseases. We intend to develop
the standardized procedures to unify the operation in Japan through opportunities such as

seminars in both Japan and other countries.

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

The situation of ARO support for neurological intractable diseases in clinical research
hospitals and non-core hospitals was reported. The expectations for NCNP included
facilitating cross-research field exchanges between pediatric neurology and neurology,
providing patients with psychiatric/neurological disorders with opportunities to know about
clinical studies and obtain information on clinical trials (including recruitment of patients),
working as a bridge to overseas research groups, developing SOP on registries and biobanks,
banking of genomic and omics data, developing procedures to provide the above data to
companies, promoting Patient and Public Involvement, and establishing research funds by

NCNP that are also available for external institutions. They stressed their expectation for



promotion of recruitment of patients participating in clinical studies and trials, creation of
research infrastructure such as registries, and provision of funding to start up research. NCNP
will prepare a draft of the questionnaire survey for neurologists and pediatric neurologists in
partnership with academic societies and construct a web-based questionnaire by the end of

this fiscal year to conduct the survey next fiscal year.

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

Investigation was made about the activities of the National Center for Advancing
Translational Sciences (NCATS), and the Therapeutics for Rare and Neglected Disease
(TRND) program including optimization of nonclinical trials aimed at early IND filing of new
therapies for orphan drugs. Financial support and the availability of knowledge and
techniques to advance development programs accurately and efficiently play important roles

in the early initiation of clinical trials for academia drug discovery seeds.

6. Survey on development of the strategy for R&D by NCNP in the neurological intractable disease area

In order to consider future development strategies in the field of neurological intractable
diseases at NCNP, following the creation of a strategic portfolio based on the number of
publications, development results, marketability, etc. at NCNP in the previous fiscal year, we
identified neurological diseases that are being researched and developed overseas but not yet
developed in Japan, and created a list of pipeline data for these diseases.

(8)  Plans for next year and beyond

In the final fiscal year, we will analyze the current status in NCNP including development
status observed up to this fiscal year and summarize the status of support implementation.
We will also hold meetings with organizations involved in development such as the Japan
Pharmaceutical Manufacturers Association. Then, we will conduct the web-based
questionnaire survey for neurologists and pediatric neurologists in partnership with relevant
academic societies. Based on these findings, we will propose the role of NCNP as a core clinical

research hospital in rare / neurological intractable disease area.
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