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(& F&) Research Project for Practical Application of Regenerative Medicine
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(& FE) Development of allogeneic bone marrow mesenchymal stem cell product

for epidermolysis bullosa
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(3 &) KATSUTO TAMAI, Endowed Chair Professor, Department of Stem Cell

Therapy Science, Graduate School of Medicine, Osaka University
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(3% FE) Unification of the study, Implementation of investigator—initiated

trial and nonclinical pharmacological effectiveness test.
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(3= FE) KATSUTO TAMAI, Endowed Chair Professor, Department of Stem Cell

Therapy Science, Graduate School of Medicine, Osaka University
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(3% §E) ICHIRO KATAYAMA, Professor and Chairman, Department of Dermatology,

Graduate School of Medicine, Osaka University
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(F &) Implementation of nonclinical pharmacological effectiveness test
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and Clinical Research, Osaka University Hospital

(AT PERTAHTAR R BT IS

(I  3E) Instruction of statistical analysis for the investigator—initiated
trial
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In this study, Katsuto Tamai (principal investigator, Endowed Chair Professor, Department of
Stem Cell Therapy Science, Graduate School of Medicine, Osaka University), together with Ichiro
Katayama (co-investigator, Professor and Chairman, Department of Dermatology, Graduate
School of Medicine, Osaka University), Yasufumi Kaneda (co-investigator, Professor and
Chairman, Division of Gene Therapy Science, Graduate School of Medicine, Osaka University),
Sachiko Ezoe (co-investigator, Associate Professor, Medical Center for Translational and Clinical
Research, Osaka University Hospital), Takao Hayakawa (co-investigator, Adviser/Visiting
professor, Pharmaceutical research and technology institute, KINDAI UNIVERSITY), had
investigated “clinical study of bone marrow mesenchymal stem cell (MSC) transplantation for
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epidermolysis bullosa patients” from 2014 to 2016 academic years, and proved that
transplantation of healthy family donor-derived MSC is effective therapeutics for epidermolysis
bullosa (EB), an intractable genetic blistering skin disease. Practically, 0.5 million of MSCs
cultured from sex-mismatched healthy family donor bone marrow were subcutaneously
inoculated at every 2cm distance around the chronic ulcer, and evaluated safety and efficacy for
one year after the transplantation. Consequently, 3 out of 4 RDEB patients demonstrated
significant healing of the intractable ulcers continuing for many years, and no adverse event was
observed on the MSC-transplanted area. Under these results, in this study, we will implement
“clinical trial of allogeneic bone marrow MSC product (JR-031, JCR Pharma, Kobe, Japan) for
safety and efficacy in epidermolysis bullosa patients (Physician-driving phase II clinical trial)”
from 2016 to 2019 academic years. JR-031 is a cryo-preserved, healthy donor-derived MSC
products which had been developed as a drip infusion usage for treating patients suffering from
graft versus host diseases (GVHD). Due to the lack of safety information of JR-031 for
subcutaneous use in RDEB patients, we investigated non-clinical study of JR-031 for locally
stimulating test on the skin in collaboration with JCR Parma, and confirmed safety of JR-031 in
subcutaneous use. Together with the data of the clinical study of the healthy family donor MSC
transplantation for RDEB patients, we documented implementation protocol, investigators
brochure, and informed consent form, conducted regulatory guidance meeting with PMDA, and
got approved from IRB and PMDA for implementing the phase II clinical trial of the JR-031. In
this trial, we planned to select 6 EB patients with intractable chronic skin ulcers continuing for
more than 12 months. We will subcutaneously transplant JR-031 around the selected ulcer at
most three times in a year if the ulcer is not healed after three month-interval. We conclude JR-

031 effective if we observe 50% healing at one year after the first transplantation.
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