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(English version)

We prepared protocol for clinical trial that should be submitted to the certified special committees for regenerative
medicine (CSCRM) at Tokyo Medical and Dental University (TMDU). The protocol was approved first by the
Institutional Review Board (IRB) at TMDU and by the CSCRM on June the 30", and then by Subcommittee for
Regenerative Medicine of the Health Sciences Council of MHLW on November the 28", 2016. We were planning to
start multivirus-specific T cells (MSVT) prepared from matched related donor, but thought we might have difficulty
in recruiting adequate number of subjects, and then elected to initiate MSVTfrom HLA-matched or HLA-
haploidentical related donor.

We also compared a couple of serum-free medium and accumulated basic data. We checked both TexMACS and
NS-A2 and found that cells proliferated more vigorously with using TexMACS, but overall performance was
comparable. On the other hand, with Albumin from foreign origin, it was found difficult for TexMACS to register
the medium in master file. NS-A2 is a novel medium with known ingredient that can be applied for master file
registration.  Production line for the medium became ready in autumn. With this reason, we revised the clinical
trial protocol, and then went for re-evaluation at the CSCRM at TMDU.

We repeated cold run at least six to seven times for the MSVT, revised the manufacturing process adequately, and
established the production line with two or three cell culture specialists. We employ various quality check including
virus PCR (DNA and RNA), endotoxin test, bacterial/fungal culture, surface antigen profiling, ELISpot analysis,
cellular cytotoxicity assay, and allo-reactivity test. We need close to 10 participants for culture and for quality
examination. To that end, we had an opportunity of training session for all the participants.

We also have characterized the MSVT to improve manufacturing process and quality assurance test. We focused
on virus-specific CD4 T cells and established an evaluation system for epitope mapping and HLA-restriction. With
the method, we identified a few epitopes of CMV. The virus specific T cells were further evaluated for production of
other cytokines and lysosomal associated membrane protein by multicolor analysis.

We started to work on re-expansion system considering future third-party MVST for generation of cells of 10°
level. To that end, T cells were evaluated as candidate antigen presentation cells. Cost-reduction is an issue when
going for regenerative cell therapy product. We therefore evaluated gas-permeable bag instead of G-Rex of foreign
origin for their efficacy in cell expansion and change in cell surface antigens. These research was carried out through
discussion with companies conducting joint research on different project. We are planning to visit PMDA for
interview before initiating clinical trial (for cellular and tissue based product).

Expansion of fungi-specific T cells was also evaluated with additional grant awarded this year from AMED. We
prepared overlapping peptides from a few antigens of Aspergillus fumigatus and from MP65 of Candida albicans and
examined expansion of the specific T cells by intracellular IFN-y staining. The results showed that distinct specific
subsets were detected though in low frequency (<0.5%). We are in a process of evaluating activation of monocytes

by co-culture of the expanded cells with monocytes.
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