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This study aimed to establish an institutional framework for the compassionate use of out—of-
specification (00S) products that occur at a certain frequency in autologous regenerative medicine
Because these products are derived from individual patients’ cells, variability in quality is
unavoidable, and some products may fail to meet specifications. Nevertheless, such products can
represent irreplaceable treatment options for patients with serious diseases, particularly when
re-manufacturing is not feasible within an appropriate timeframe.

In Japan, the use of 00S regenerative medicine products has traditionally been implemented within
the framework of clinical trials. However, the stringent requirements associated with clinical
trials, including GCP compliance, impose substantial operational burdens on medical institutions
and marketing authorization holders, raising concerns about sustainability and timely patient

access.



To address these challenges, this study analyzed the current status of 00S product use in Japan
and reviewed overseas systems, including the Expanded Access Programs in the United States and
Europe. These systems aim to provide rapid access to treatment for patients with serious conditions
while maintaining an appropriate balance between potential benefits and risks under relatively
flexible regulatory requirements. The findings informed the development of policy recommendations
suitable for the Japanese context

Through continuous discussions with stakeholders, including healthcare providers, industry
representatives, and regulators, key institutional challenges were identified. The outcomes of
this study contributed to the 2025 amendment of the Pharmaceuticals and Medical Devices Act, which
introduced a new provision allowing the exceptional use of 00S regenerative medicine products when
safety is ensured and specific conditions are met.

This study provides a regulatory foundation for the practical and ethical use of 00S products in
regenerative medicine and may serve as a model for future emerging modalities facing similar

manufacturing challenges.



