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We have accumulated study results and know-how about stem cell research, such as the development of separation
technologies and differentiation methods, including neural stem cells, ES cells, and iPS cells, and about regenerative medicine
in central nerve systems, established research systems of in vivo experimental medicines of regenerative medicine studies
such as the stem cell transplantation systems using immunodeficient mice or the primates and the preclinical study, and
performed establishment and operation of a cell processing center (CPC) of the GMP level, and have been leading the world
in the field of studies of stem cell therapy development.

The purpose of this study is to realize regenerative medicines for spinal cord injury, including not only subacute but also
chronic stages and cerebral infarction, by maximizing the basic technologies such as isolation, culture, and in vivo experiments,
and infrastructure as GMP-compliant CPC, flow cytometry core facility, animal MRI, marmoset breeding and preclinical
research facilities, etc. for stem cell researches that we have developed through our projects of Stage I and II of The Project
for Realization of Regenerative Medicine and The Preclinical Research Acceleration Program.

In Implementation Period I (FY2013-FY2016), we constructed a clinical grade “stock of iPSC-derived Neural Progenitor
Cells,” verified the safeties and efficacies, and prepared the clinical protocol and an application for clinical research based on
the “Act on Securing Safety of Regenerative Medicine.” And the clinical research as the First in Human, ”Clinical trial of
transplantation of iPSC-derived NS/PCs in subacute complete spinal cord injury” using the “stock of iPSC-derived Neural
Progenitor Cells,” was applied to Keio University Certified Committee for Regenerative Medicine on March 17, 2017.
Therefore, the target was achieved. In parallel, we also promoted preclinical research with the aim of conducting a clinical
study for spinal cord injury or chronic stages.

In Implementation Period I (FY2017-FY2019), we verified the safeties and efficacies of the “stock of iPSC-derived Neural
Progenitor Cells” for regenerative medicine established in "Implementation Period I for spinal cord injury or chronic stages
of incomplete or complete paralysis and subacute cerebral infarction, and developed the clinical protocols. For spinal cord
injury of chronic stages of incomplete or complete paralysis, we also examined the possibility of clinical use of iPSC-derived
Gliogenic NPC(GNPC), which was established under Projects for Technological Development of the Research Center
Network for Realization of Regenerative Medicine ”Study of the mechanism regulating the quality of iPS-derived NPCs”
(principal researcher; Jun Kohyama, Keio University School of Medicine Physiology Department). After the iPSC was
determined to be used in clinical studies for patients with subacute spinal cord injury or for patients with subacute cerebral
infarction, a GMP-compliant master cell bank of the same strain was manufactured at Sumitomo Pharma Co., Ltd.

In Implementation Period IIT (FY2020-FY2022), we prepared clinical research applications for chronic spinal cord injury
of incomplete paralysis and chronic cerebral infarction. The former paved the way for the start of a physician-led clinical trial
as the First in Humans on a multidisciplinary combination therapy of GNPC and rehabilitation. The latter paved the way for
the start of a clinical trial as First in Human using the “stock of iPSC-derived Neural Progenitor Cells” for regenerative
medicine established in Implementation Period I. In addition, for chronic spinal cord injury of complete paralysis, the
feasibility of the “stock of iPSC-derived Neural Progenitor Cells” for regenerative medicine and/or GNPC paves the way for
the future implementation and approval of clinical trials.

From the above results, we will realize regenerative medicine, by the iPSC technologies from Japan, for patients of spinal
cord injury or for patients of cerebral infarction which have had no effective treatment, so we believe throwing a ray of hope

over many patients suffering from these diseases.



