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Master protocols are comprehensive clinical trial frameworks designed to evaluate multiple hypotheses
under a single overarching protocol. Depending on their objective, they may assess one therapy across
multiple diseases or multiple therapies within a single disease, and are generally classified as basket,
umbrella, or platform trials. Regulatory interest in such designs has increased internationally, with
guidance issued by the U.S. Food and Drug Administration and the European Medicines Agency.

In Japan, interest in master protocol trials has also been rising. Examples include the MASTER KEY
PROJECT for rare cancers and discussions on adaptive platform trials for emerging and re-emerging
infectious diseases. These developments reflect expectations that master protocols may provide an efficient
approach in Japan, where patient recruitment is often challenging.

However, Japan had lacked sufficient academic, regulatory, and practical experience with master protocols.
To address this gap, this research examined the regulatory, statistical, and operational challenges of
master protocol trials and compiled key solutions and considerations into an official guideline:
Considerations for the Utilization of Master Protocol Trials in Drug Development (Administrative Notice,
Ministry of Health, Labour and Welfare, June 20, 2024), issued in both Japanese and English.

The guideline outlines basic principles for planning, conducting, analyzing, and evaluating master protocol
trials in Japan. It covers definitions, regulatory consultation, protocol development, shared infrastructure,
and major considerations for basket, umbrella, and platform trials, including statistical and operational
1ssues such as common controls, interim analyses, adaptive designs, and multiplicity. It also addresses
data monitoring, regulatory submission, and examples from oncology and infectious disease drug
development.

This work also led to six published papers in international journals and multiple presentations at major
academic meetings in Japan, together with public outreach activities. Overall, the research has
established both a practical regulatory framework and an academic foundation for the appropriate use of

master protocol trials in Japan.



