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Research Project for Practical Applications of Regenerative Medicine
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Investigator—initiated clinical trial of three—dimensional subcutaneous

tissue—engineered cartilage with long—term storage
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:Department of Oral-maxillofacial Surgery and Orthodontics, The University of Tokyo

Hospital, Professor, Tsuyoshi Takato
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Preparation of preclinical data, Analysis of clinical data
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:Department of Oral-maxillofacial Surgery and Orthodontics, The University of Tokyo

Hospital, Associate Professor, Kazuto Hoshi
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Preparation of clinical protocol and support of conducting clinical study
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Clinical Research Support Center, The University of Tokyo Hospital, Specially
Appointed Lecturer, Tetsuya Ueda
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Support of clinical trial notification
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We have developed a subcutaneous tissue—engineered cartilage with mechanical strength and
3-dimensional morphology by using a poly-L-lactic acid (PLLA) porous scaffold, and have
conducted clinical research on our tissue—engineered cartilage in 3 patients with nasal
deformity associated with cleft lip and palate. Furthermore, by improving the scaffold and
culture method, we have succeeded in extending the preservation period of our tissue—engineered
cartilage to 14 days, enabling any remote hospitals in Japan to have a chance to utilize our
product. In recent years, Japanese legal system related to regenerative medicine has been
arranged, and to conduct clinical trials on regenerative medicine has become more feasible due
to the consultation system with PMDA. We therefore started an investigator—initiated clinical
trial for the first—in—human trial of our tissue—engineered cartilage with long—term storage.
FUJISOFT (TSE, Stock Code 9749) is planning another clinical trial of our product for approval
application, and the data of our investigator—initiated clinical trial will supplement it.

In this project for 3 years (2014 -Mar 2017), we are conducting our investigator—initiated
clinical trial ”“Investigator—initiated clinical trial of three—dimensional subcutaneous
tissue—engineered cartilage with long—term storage.” 1in corporation with FUJISOFT. The purpose
of this clinical trial is to confirm the safety and efficacy of our tissue—engineered cartilage

with long—term storage. Here is our original plan for 3 years:

Preparation for investigator—initiated clinical trial
Clinical trial notification

Conducting investigator—initiated clinical trial and data analysis
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Long—term follow—up

Transplantation has been conducted on two patients by Mar 2016. After that, we are collecting
data regarding efficacy and safety of our tissue—engineered cartilage based on our protocol.
Cephalometric radiogram is used as main effective end-point, while increase in the height of
nose (from nasion to apex of nose) in three—dimensional model, evaluation of site of
transplantation with MRI, exploratory evaluation of cartilage maturation in MRI images, facial
evaluation by photograph score method, satisfaction level on facial features by DAS59 (Derriford
Appearance Scales), questionnaire about the daily living activity and evaluation of site of
incision at ear are used as supplementary effective end—point

The independent data monitoring committee evaluated the results at 3 months after
transplantation in July 2016, confirming the safety of our product. We are scheduled to observe

the prognosis until 3 years after operation, which is March 2019.
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