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Foundation for Biomedical Research and Innovation (FBRI) has been conducting clinical
development of cultivated autologous oral mucosal epithelial sheet using amniotic membranes
as a substrate in collaboration with Kyoto Prefectural University of Medicine (KPUM) for the
last several years. For the purpose of making preparations for an investigator—led clinical
trial of the sheet, we have done the process validation of the sheet (the sheet manufactured
from oral mucosal epithelial tissue harvested from a volunteer), and worked on each research
and development item through the process

Regarding amniotic membranes as a material for the production of the sheet, an acquisition
route for the planned clinical trial is explored and fixed. Acquisition route for amniotic
membranes for the sheet after obtaining the marketing authorization is an important issue to
tackle in the future, however.

In order to finalize the culture medium for the sheet, FBRI concluded a confidentiality
agreement with the sales company of the medium about information of virus inactivation process
of living things origin material, and some secret components in the medium. FBRI and the sales
company of the medium did a short consultation meeting with PMDA, and confirmed that the obtained
information on the medium is necessary and sufficient for the regulation.

For characterization and equality evaluation of the sheet, we found it quite useful to observe

the sheet through fluorescent microscope after staining cell nuclei, because it is possible
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to make quantitative and objective evaluations of the sheet relatively easily.

For stability evaluation of the sheet, we did colony forming tests using isolated cells from
the sheet after storage for a certain period of time, and confirmed that it is possible to
evaluate the proliferative activity by the test. We also obtained valuable information about
a suitable temperature condition for the sheet during the storage.

We established a performance test of culture medium as a receiving test by using oral mucosal
epithelial tissue derived cell lines. In order to bolster sterility control during the whole
production process, we introduced quick sterility test based on detection carbon dioxide, and
did a validation test using various kinds of test items from the production process. We also
measured residual concentration of various kinds of factors in the medium by using the sheet
and rinsing solution of the sheet as a test item. As a result, measuring the residual
concentration of additives in the rinsing solution of the final product is useful not only for
evaluation of the safety of the final product, but also for the rinsing validation.

In order to make the manufacture and quality control system for the sheet compliant with the
investigational product GMP, we reviewed a quality control scheme. We then established a new
quality control system for the planned clinical trial, and tried and checked the system during

the process validation. We found that the new system worked well without any problems.
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