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1. Implementation of a questionnaire survey on the collection procedure and processing environment at medical
institution to grasp the actual conditions

Implementation of the questionnaire survey had been completed in FY 2015, and the results were summarized
in a whole. Moreover, reclassification of the results according to the invasion risks of which a donor receive by the
collection region or method was carried out, and investigated in FY 2016. The results exhibited that almost of
medical institutions chooses a suitable processing environments and proper disinfection procedures. Meanwhile, a

mark point about the necessity of record for quality management was raised in regards to the education and training
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of medical practice to confirm a skill for collection procedure of raw material. These results were announced at the

16th Congress of the Japanese Society for Regenerative Medicine.

2. Research for maintenance of aseptic processing environment to reduce microbial contamination
risks

2.1. Experiments on the contamination risks of microorganisms in aseptic processing of the cell
manufacturing:  In this section, influence of the assumable contamination risks to be diffused at
the aseptic area or the final product in the cell processing facility (CPF) which was adopted safety
cabinets (BSCs) was investigated. An assessment the diffusion mechanism of droplet and mist in
the BSC had been carried out, and a maintenance method which constructs a procedure for the
routine cleaning of aseptic area at the end of a process was clarified in FY 2016. In parallel, it was
clarified that caution is required about the operational movement of operators at adjacent space to
aseptic area in the BSC. These points of the information were made recommendations at the 16th
Congress of Japanese Society for Regenerative Medicine, and have been also shared toward the
preparation of guidelines for standardization.

2.2 Preparation of a guideline (draft) for aseptic operation in manufacturing for cell-based products
which regulatory approved: In this section, a guideline (draft) of aseptic operation methods for
regenerative medicine has been prepared by referring to the contents of "Guidance on the
Manufacture of Sterile Pharmaceutical Products by Aseptic Processing" from the Ministry of Health,
Labor and Welfare of Japan. In FY 2016, we have organized the idea of requirements in aseptic
manufacturing according to cell-based products for regenerative medicine, and a draft of guideline
was completed by optimizing (changing) the chapter composition from the referred guidance.
Meanwhile, it suggested that the verification method and practice standard, which confirm the

aseptic environment and processing, needed more discussions to adopt as a regulatory requirement.

3. Research on quality assessment method for cell-based product

In this study, we verified the usefulness of the genomic instability evaluation system using the next
generation sequencer (NGS) on the safety assessment of products such as regenerative medicine
products. In order to detect single nucleotide variant (SNV) that newly occurred every 3 passages in
1PS cells, we performed whole exome sequence analysis using NGS. As a result, the number of SNVs
newly occurred every 3 passages was about 50 to 120 on the exome region, and the frequency of
appearance of SNVs was same level as that in other cell lines. It was also found that the
heterogeneity of SNVs among cell types could be indicated by an index based on entropy (information
theory). These results suggested that our genomic instability evaluation system using NGS might

be useful to understand the cell characteristics based on the presence of SNV.
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