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1. Research and Development (R&D) Purpose and Content
The purpose of this R&D is, together with realizing this regenerative therapy at an early stage
to avoid and relieve limb amputation in patients with intractable limb ulcer by verifying its
safety and efficacy in clinical research, so that we can expect a minimally invasive yet highly
effective next—generation vascular regeneration therapy. For this reason, by the end of FY2016,
we aim to acquire clinical POC and conduct clinical research under the Regenerative Medicine Safety
Assurance Act using human stem cells for vascular regeneration therapy obtained from just 200
mL of blood. After that, we plan to shift towards investigator—initiated clinical trials and
advanced medical care.
II. Contents of R&D Results
(a)Human Stem Cell Clinical Research (10 cases)
5 cases of clinical studies were carried out in FY2016 with the same methods as the 2 cases
carried out in FY2015. After implementing extended hospitalization periods, walking
restrictions, and the administration of perioperative antibiotics, the adverse events that
occurred in the first case did not occur. Although a total of 7 clinical study cases were
completed by the end of FY2016, the onset of adverse events of Grade 3 and above, as well
as those that cannot deny the causal relationship with cell therapy were not observed, and
certain safety measures have been suggested in this clinical study. Regarding the
effectiveness of this clinical study, in all cases, we observed pain improvement or pain
relief, improvement in blood flow, maintenance of walking function, and avoidance of lower
limb amputation.
(b)Actions for Advanced Medical Care Approval
We launched a Key Opinion Leader Meeting with experts in patients with intractable ulcer,

and prepared a protocol for advanced medical care. In addition, since knowledge was obtained
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on safety and efficacy from the 5 cases of the FY2016 clinical research, prior advanced
medical care consultation was conducted on the basis of the application form for advanced
medical care B that was drawn up based on the new protocol. We are preparing to proceed
with the application so that advanced medical treatment can be started in FY2017
(c)Actions for the Approval of the Manufacture and Sales of Regenerative Therapy
@D Following on from FY2015, at the same time as receiving consultation on pharmaceutical
strategy from PMDA and on the development of the Osaka University Hospital Medical
Center for Translational Research, the determination of production methods and
standards as well as additional non—clinical tests were carried out. With regard to
the results of non—clinical safety tests carried out up until now and to future
experimental plans, through face—to—face advisory consultation with PDMA on the
quality and safety of regenerative therapy products, we obtained a set agreement of
opinion.
@ A clinical trial site was prepared, implementing the Juntendo Hospital CPF
manufacturing system and GCTP standard security measures
(d)Cell Characterization Analysis
Characterization analysis was performed using cells obtained from collected blood samples,
and cell characteristics that are indicative of efficacy and safety were searched for
from the obtained results. With the additional budget of FY2016, several candidate factors
related to important quality characteristics were obtained from the results of

comprehensive protein analysis carried out using culture supernatant.
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