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Background and Purpose

This study aimed to explore the practical use of Real-World Data (RWD) and Real-World Evidence
(RWE) within Japan’s pharmaceutical regulatory framework, particularly for standard and conditional
marketing authorisation. RWD/RWE is gaining attention as a source of scientific evidence for
populations traditionally underrepresented in clinical trials, such as those with rare diseases or rare
cancers, elderly individuals, and patients with comorbidities. It is also seen as a means of improving
development efficiency amid rising clinical trial costs.

Globally, frameworks such as the US 21st Century Cures Act, the FDA’s Real-World Evidence
Programme, and the publication of Focus Areas of Regulatory Science (FARS) have accelerated
discussions. In Europe, the EMA has advanced the practical application of RWD through initiatives like
“Regulatory Science to 2025”. In Japan, efforts are underway through initiatives such as MID-NET, the
Clinical Innovation Network (CIN), Act on Anonymized Medical Data That Are Meant to Contribute to
Research and Development in the Medical Field, and relevant guidelines issued by the PMDA.

Key Findings

Data Standardisation: Only half of 14 key clinical items within electronic medical records were readily
extractable in a structured and standardised format. Efforts such as the adoption of HL.7 FHIR and
structured templates (e.g., JASPEHR) are essential. The amended Act on Anonymized Medical Data
That Are Meant to Contribute to Research and Development in the Medical Field now enables
pseudonymised data to be used for regulatory applications, establishing a stronger legal foundation.
Epidemiological and Regulatory Coordination: Review of 26 FDA-approved cases involving RWD
revealed frequent use of statistical methods such as propensity score matching and sensitivity analyses.
However, regulatory decisions were significantly influenced by data quality, drug efficacy, disease
severity, and treatment options. In Japan, only 12.7% of 134 post-marketing surveillance studies used
validated algorithms, highlighting the need for transparency and reproducibility. In collaboration with
the Japan Pharmaceutical Manufacturers Association, we translated and disseminated guidance issued
by U.S.FDA. Furthermore, we developed a model case for the utilisation of RWD, assuming specific
applications in rare diseases under active development, and shared the characteristics of various data
sources with the PMDA.

Data Reliability and Quality Assurance: ICH E6(R3) explicitly calls for the application of Quality by
Design (QbD) and risk-based approaches in the context of RWD and decentralised/pragmatic elements.
Establishing standardised evaluation procedures and a QMS-based management system is urgently
required. Practical efforts in this area included education programmes and regulatory consultations with
PMDA.

Privacy and Ethics: Public awareness of the use of medical data for pharmaceutical development
remains limited. Surveys indicated a strong need for transparent communication, accessible feedback
mechanisms, and practical alternatives to traditional consent procedures.

Recommendations and Future Outlook

To facilitate the appropriate regulatory use of RWD in Japan, it is crucial to ensure the fit-for-purpose

selection of data sources, standardisation and data quality, robust legal and ethical frameworks, and
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social acceptance. These themes align closely with the challenges identified in the FDA’s FARS report. A
phased and strategic implementation, driven by collaboration across government, academia, and

industry, is expected to advance the practical integration of RWD into Japan’s pharmaceutical regulatory



