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Establishment of Infrastructure and Promotion of Regulatory Science for Accelerating
Clinical Development by the National Center for Neurological Intractable Disorders

Harumasa Nakamura, M.D. Ph.D.
Department of Clinical Research Support,
Clinical Research & Education Promotion Division, National Center Hospital

Objectives
In order to promote the research and development (R&D) of treatments for intractable and

rare neurological diseases, we aim to address the challenges identified in the previous research
project, "Establishment of Research Infrastructure by the National Center to Promote Clinical
Development of Neurological Diseases" (FY2020-2022, Last Year's Research Group). We will
propose concrete measures to increase the number of development projects, support physician-
initiated clinical trials, and provide research support clinical studies including the use of Real-
World Date. Additionally, we will focus on strengthening cooperation with support
departments at other facilities, such as biostatisticians and experts in bioethics and research
ethics, as well as enhancing collaboration with other NCs and AROs, including the use of
external outsourcing. Our goal is to solve these issues with concrete development cases and
further promote strategies.

Analysis of the Academic Research Organisation Functions and Promotion of External
Collaboration

ARO researchers supported physician-initiated and multi-center clinical trials, securing
funding and helping publication. ARO also built and utilized real-world data (RWD) platforms
for regulatory use, providing data to companies and supporting various research types. Quality
management support included adopting IT platforms for registries and developing QMS, QbD,
and RBA-based activities. Biostatistics and bioethics support involved information sharing,
protocol development, and addressing RWD biases through hybrid control approaches with
other institutes. They also shared external funding efforts and necessary support measures
with other clinical research hospitals.

Research Development Strength of NCNP and Focus Areas Based on Overseas Development
Trends
The department of Pediatric neurology and neurology regularly collaborated with ARO,

discussing seeds and development projects and starting conversations from the funding stage.
It is emphasized advancing registries and biorepository cooperation, strengthening links
between research institutes and hospitals, and external collaborations, and highlighted the
solution of drug loss by importance of clinical research networks, corporate consultation
services, and patient association collaborations. The department of neurology focused on
zonisamide as a potential treatment for amyotrophic lateral sclerosis (ALS) by correcting
NRG-ErbB4 signaling impairment, starting literature searches and feasibility studies for
development.

Standardization of Physical Function Evaluation for Promoting Clinical Development of
Neurological Diseases

NCNP continued to accumulate data of physical function evaluation for Parkinson's disease,
spinocerebellar degeneration, Duchenne muscular dystrophy (DMD), and ALS. Additionally,



from this fiscal year, they began creating and accumulating datasets for conditions such as
spinal muscular atrophy. They are establishing a foundation for generating new insights
through the accumulation of data specialized in physical rehabilitation for neurological
diseases.

Promotion of collaboration with Support Departments at Other Facilities in Specialized
Support

The network with support departments continued, advancing information sharing.
Biostatistics study sessions covered clinical research initiatives and analysis methods for trials

with missing data. Plans included exchanging opinions with the Pharmaceuticals and Medical
Devices Agency (PMDA).

Trends in Administrative and Regulatory Science (RS) for Promoting Clinical Research and
Trials in Intractable and Rare Disease Areas

The conditional approval system and the US accelerated approval system are discussed and
compared for neurological diseases. In addition, the requirements for orphan drug designation
and barriers to domestic development of substances approved in the US but not in Japan were
discussed. Regulatory science issues varied from field to field, so each issue needed to be
addressed.

Future Research Directions

NCNP will continue analyzing its current state and initiate new efforts based on recent
development trends in each ARO department. They will explore new support projects, actively
present at conferences, and submit papers. Based on this year's RS trend survey, they will
identify and address RS issues, aiming to secure research funds such as scientific research
grants and AMED.



