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C)
[Objective] The purpose of this study was to better understand the approach to comparability assessment
of the quality of conventional pharmaceuticals before and after changes in the manufacturing process,
to clarify challenges in comparability assessment for the quality of cell-processed therapeutic products
(CTPs), and to develop draft guidelines intended to advise what data and information should be collected
to show that changes in the manufacturing process have no adverse effect on the quality, safety, and
efficacy of CTPs.

[Background] When considering the quality of CTPs, the following characteristics are more unique
compared to conventional biopharmaceuticals: 1) they are dynamic and complex products containing
living cells, 2) quality attributes related to efficacy and safety are difficult to identify, 3) they are highly
heterogeneous, 4) many test methods are not standardized, and 5) there are no appropriate reference
materials. 5) lack of appropriate reference standards. On the other hand, CTPs are often subject to
changes in manufacturing methods according to the development stage from basic to clinical, such as
changes in cell culture methods, changes in methods for inactivating contaminants, and improvements
in manufacturing efficiency, cost reduction, and scale-up. Therefore, it becomes necessary to demonstrate
the comparability of product quality before and after the manufacturing process change, while taking
the above characteristics into consideration. The ICH Q5E guideline has been used as a guideline
document for evaluating the comparability of biopharmaceuticals before and after changes in the
manufacturing process. However, due to the above characteristics of CTPs, it is not always reasonable
to apply ICH Q5E as is, and a new way of thinking is keenly anticipated according to the characteristics
of the product. If a draft guideline that specifically addresses the concept of comparability assessment of
CTPs before and after changes in the manufacturing process can be provided and shared among the
stakeholders, the development of CTPs can be proceeded more smoothly. In this research project, a
working group of experts from the field of the regulatory science of CTPs, their manufacturing and/or
quality control was organized to develop a draft guideline document on the comparability assessment of
the quality of CTPs before and after changes in their manufacturing process. Observers from the
Ministry of Health, Labour and Welfare (MHLW), the Pharmaceuticals and Medical Devices Agency
(PMDA), Japan Agency for Medical Research and Development (AMED), Forum for Innovation in
Regenerative Medicine (FIRM), and the Center for iPS Cell Research and Application (CiRA) at Kyoto
University (CiRA Foundation since FY2021) were invited to participate in discussions of the working

group.

[Drafting Guideline Documents] In FY2019, the working group shared the understanding on 1) focusing
the discussion on human-derived CTPs (hCTPs) among CTPs, 2) the principles of ICH Q5E, and 3)
quality control strategies for hCTPs, as well as 4) the challenges in the comparability assessment of the
quality of CTPs before and after changes in their manufacturing process. In FY2020, the working group
discussed what are needed to overcome the challenges identified in the previous year. Then, the working
group organized the draft guidelines and prepared the "Version 1" by winter 2021. The working group
solicited opinions on the first version from related industry groups and academic societies (Forum for

Innovative Regenerative Medicine, Japan Pharmaceutical Manufacturers Association, Japan Medical
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Device Technology Association, and Japanese Society for Regenerative Medicine). All 264 comments
received were examined and discussed responses and actions to reflect them in the draft guideline, which

led to the development of the second version.

[Future Direction] In the future, we will proceed with discussions with domestic regulatory authorities
on the conversion of this draft guideline into an administrative notice, and at the same time, we are
considering presenting it to overseas regulatory authorities and related industry associations to discuss

the appropriateness of its contents and the possibility of international regulatory harmonization.



