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The research group in this study was composed of six national centers including participants from the
Pharmaceuticals and Medical Devices Agency and pharmaceutical companies, and two research and
development items were addressed ([1] ideal ways and points of attention of the quality management
system and [2] examination of biostatistical examination and other database cooperation).

The objective of the document, “Point to consider for operation and management that contribute to
assuring the reliability of registry data for use in application dossiers of pharmaceuticals and medical
devices” is to present the viewpoint that the cooperation beyond the barriers of research and development
conducted under the framework of the Pharmaceutical and Medical Device Act/ICH and that of the
academic research. Furthermore, to provide specific examples of registry data construction, management
measures, and use in the construction of registries that contribute to the reliability assurance of registry
data in order to promote the use of patient registry data for pharmaceutical development purposes.

In the main part, the discussion is advanced by dividing the following into three parts based on the
previous research results: "Items concerning patient registry design/operation (relationship between
medical institutions and patient registry holders),” “Matters required to determine that the reliability of
information presented in application data/documents is ensured at a sufficient level in light of its
intended use (relationship between the patient registry holders and the applicants) ,” and “Matters
required to determine that the reliability of information presented in application data/document is
ensured at a sufficient level in light of its intended use (relationship of the applicant to the application
data/documents).”

Since patient registries for pharmaceutical development purposes are not always strictly specified,
structured, and operated in advance, and the level of reliability required for the data may also differ
depending on the usage (purpose and method of use), it is necessary to present some approaches to

dealing with the inability to set targets for the creation of quality if no specific utilization project can be
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identified.

Therefore, in this study group, “adaptable monitoring” was proposed as a coping method that could be
applied to the existing patient registry not only for the prespecified type of action. Minimal monitoring
and feedback of the results will be conducted from the start of the patient registry at an adequate level
required for the study, and “regulatory grade” monitoring of add-on style with a determined quality
target will be conducted when the purpose/method of utilization is determined, i.e., when the utilization
project can be identified.

This document also addressed issues such as conflict of interest management and governance. It is
noted, particularly in practice, that stakeholder management initiatives are important for operational
management because there are instances where the same registry can be utilized by multiple companies.

The second document, “Biostatistical Considerations When Utilizing RWD/RWE in Pharmaceutical
and Medical Device Development,” is intended to provide an overview of the biostatistical considerations
for utilizing RWD/RWE in the development of pharmaceuticals and medical devices, summarize the
study designs available to RWD/RWE, biases to be considered and how to deal with them, and describe
the feasibility and difficulties of linking multiple databases, taking into account the continuity of the
results made by the preceding AMED forest group.

It emphasizes the importance of ensuring transparency before discussions of design and analysis
methods. Though the submission of protocols and analysis plans, as well as registration in public
databases, are required for clinical trials, the use of RWD/RWE such as patient registries necessitates
the avoidance of issues that arise from the fact that such procedures are not always institutionalized.

Although various methods exist wherein data can be utilized for pharmaceutical and medical device
development, this document addressed three approaches: “Single-arm clinical trial utilizing RWD as an
external control,” “Randomized clinical trial utilizing RWD as a hybrid control,” and “Use of RWD as
complementary information for a clinical data package within a new pharmaceutical or medical device
application dossier.”

Furthermore, the record linking between registry data and other databases is discussed.

To realize cooperation between multiple databases, not only theoretical examination but also the
construction of a cooperation system among related persons are required, and various considerations are
required, and the hurdle for realization is high, but it is thought to contribute to the discussion for
starting.

In addition to the discussion by biostatistics experts regarding the establishment of a post-marketing
data collection system as a strategy for advancing the timing of marketing approval, as well as the use
of data as safety measures after marketing approval, the discussion by pharmacoepidemiology experts
are also required to develop a framework for examining the construct validity of the application data
package, and how to construct evidence in the package structure, including the data which will be
obtained after approval.

The results of examinations related to the two research and development items were documented in
this study, as described above, and English versions of each were also prepared. Furthermore, making
the study's content public was addressed through three symposium meetings and reporting of the results
at external academic meetings, etc.

The two product documents can be used as a reference for the use of patient registries and RWD/RWE

in future pharmaceutical development, including information on specific cases and practical
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countermeasures, and can also contribute to increasing the predictability of data use, which was one of

R&D's objectives.



