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As a treatment for limbal stem-cell deficiency, allogenic keratoplasty has been performed, but
the incidence of rejection and postoperative infectious keratitis is high, and the treatment
outcomes are poor. In some cases, long-term administration of an immunosuppressive agents is
required, and systemic side effects on liver / kidney function etc. are also a problem. Furthermore,
it is a state of chronic donor shortage, and there are many waiting patients in Japan. In order to
solve these problems, we developed a treatment of cultivated autologous oral mucosal epithelial
cell sheet transplantation. Currently, we are conducting multicenter clinical research of this
treatment to validate the efficacy and safety including cell sheet production and transportation
outside the transplant institutions. Meanwhile, we planned to conduct an investigator-initiated
clinical trial in this project because it is essential for pharmaceutical approval of this cell sheet.

In FY 2016 which is the third year of this project, we completed last patient-in and
transplantation of the investigational product. All 5 patients whom transplantation was
performed in the previous year have been completed follow-up period. The 1st Effectiveness
Evaluation Committee was held for clinical trial evaluation.

Regarding the clinical trial, we completed last patient-in and transplantation of the cell sheet,
and follow-up of 3 patients whose transplantation was performed in the previous year in Osaka
University Hospital. Tohoku University Hospital and University of Tokyo Hospital also completed
observation of each subject. In addition, consultation with the PMDA on the follow up clinical
trial observing the course of one year after the completion of the investigator-initiated clinical
trial got an agreement on the framework of the implementation plan. The Coordinating
Investigator and Investigators held a research group meeting to share follow-up information of
the subjects, and the policy of additional treatment to patients in the follow-up period.

We gathered safety information on the investigational product and submitted an annual report
to the PMDA. Safety information on similar products was also collected every 6 months using
three databases, and the survey was conducted twice. We confirmed that there is no foreign case
information, foreign safety information, research report that must be reported to the Ministry of
Health, Labor and Welfare.

As the trial evaluation, the 1st Effectiveness Evaluation Committee was held. And the severity
of limbal stem-cell deficiency for 3 cases was judged.

For statistical analysis, we fixed the statistical analysis plan, the analysis result output layout
table, and the derivative data set definition. We confirmed the data management documents
related to analysis work and proceeded to temporary data fixing of case report form.

In FY 2016, follow-up observation of 5 out of 6 cases was completed. In the next fiscal year,
data fixing / statistical analysis will be performed after completion of follow-up of the final subject,
and a clinical study report will be prepared. For subjects who completed follow-up observation in
the investigator-initiated clinical trial, the follow up clinical trial observing additional one year

is conducted by sponser.
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