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The purpose of this project is conduct clinical research on induced pluripotent stem (iPS) cell-derived corneal
epithelial cell sheet transplantation. We established a six-point development plan: 1. Selection of clones from HLA
homo donor iPS cell strains; 2. non-clinical safety tests of iPS cells for clinical use; 3. manufacturing test of the
products at the cell processing center; 4. construction of a registry for test subjects; 5. preparation of documents and
application to conduct clinical research; and 6. implementation of clinical research implementation. Points 1-5 in
the development plan were accomplished mainly in the current year.

eDevelopment item 1. Selection of clones from HL A homo donor iPS cell strains
We evaluated iPS cell strains from the Center for iPS Cell Research and Application, Kyoto

University (CiRA), and selected cell strain (YZWJ), which originated from an HLA homo donor and
was intended for clinical use. However, the supply of the cell strain was decided to be stopped;
therefore, we had to select other cell strains (RWMH). We, in conjunction with CiRA, produced and
evaluated iPS cell strains (YZWJ) again.

eDevelopment item 2. Non-clinical tests of human iPS cell-derived corneal epithelial cell sheets

We carried out non-clinical tests (in vivotumorigenicity test, reverse transcription-polymerase chain
reaction for LIN28A, infectious disease testing, karyotype analysis) of iPS-derived corneal epithelial
cell sheets made from various cell strains. These results show low risk from these products. Next,
we will perform tests of products, including new iPS cell strains, to prepare an application for clinical

research of iPS cell-derived corneal epithelial cell sheet transplantation.

eDevelopment item 3. Preparation to manufacture products for clinical use
We have been preparing to manufacture products for clinical use in the Cell Processing Center (CPC),

including preparing Standard Operating Procedures (SOP) and other documents. However, the iPS
cell strains selected for clinical use were no longer available at CiRA. Therefore, we decided to test
a cell strain used for research for manufacture in CPC. iPS cell strain WJ14 was selected and
multiplied to create stocks for the tests. Next year, the cell stocks will be tested for manufacturing

in CPC, after testing for infections.

eDevelopment item 4. Construction of a subject registry

We preformed HLA typing of healthy volunteers and secured a variety of people, with inclusion
criteria approved by the Ethics Committee. Subsequently, we will perform HLA typing tests of
subjects again and revise the registry for subjects. We discussed ethical problems in clinical research

and the selection of subjects with experts and using other references.



eDevelopment item 5. Preparing documents and procedures for clinical research
Because the 1PS cell supply ended, the application for clinical research was postponed. Therefore,

we revised the protocols for clinical research, including those on inclusion criteria, exclusion criteria,

and evaluation items.

Considering the ethical problems in ophthalmological deficiency research, we discussed to ensure

that the selection of subjects for clinical research, human research protection, and the risk-benefit

for subjects were reflective of selection criteria in the protocol.
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