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Presentation Outline
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» Live cells ~#&5RiIcREHELLTECETIRENTESN ~

» Difficulty in identifying quality attributes to describe
product efficacy and safety

» Heterogeneity, lot-to-lot quality consistency
» Variability of test methods
MBS ELE i%i‘@iif:é‘)

Ref. Japan Tissue Engineering Co., Ltd. (J-TEC), http://www.jcrpharm.co.jp/news/2015112 http://www.mhlw.go.jp/stf/shingi2/0000
6 3991 104129.html
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» Raw Materials (esp. human and animal-derived materials)

* Risk of infection/Viral contamination
* Material variability/Donor-to-donor variability

» Process development

* Knowledge management from academic field

e Limited materials for process evaluation (esp. patient materials)
* |dentification of CPP and CQA

* Compatibility for process changes (e.g. scale up)

» Manufacturing control

* GCTP

* Aseptic process considerations
 Viral safety considerations

* Process performance consistency

» Analysis

* Complex characteristics

* Specification (esp. potency assay)

* Analytical validation and procedures
e Short self-life
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» Product characteristics

» Viral safety
» Microbial control
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Biological Assay ~&g75EnRETOMH~
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» |n vivo assay

» Ex vivo assay

» In vitro assay based on primary cells
» |n vitro assay based on cell lines

» alternative method

ERITHIHBDER ~HBRIIUbnZIE~
» MoA vs Quality Control

e Relation to clinical effects

e Technical capability/QC suitability



Assay Method and Procedure ~michEsn~
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Conclusion

mETHEROBEVIZIEEDT=-H DI Key Enabler]]

» More science and risk-based approach

» Flexible approach to current requirement
» Earlier & more frequent communication

PMDA Consultqjtion. ..
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