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@D Statistical methods for innovative study design and applications of patient registries

The study group members clarified the actual situation and problems when they would adapt a
new study design to patient registries in their research institutes (National Center of Neurology and
Psychiatry, National Center for Global Health and Medicine, National Center for Child Health and
Development, National Cerebral and Cardiovascular Center, National Center for Geriatrics and

Gerontology, and Gunma University). They pointed out critical issues that were unavailability of



patient characteristics and/or outcome variables, warranting reliability of information (database
design and requirements, data management, standardization, monitoring, source data verification),
and regulations for the acceptance of regulatory application.

We conducted systematic reviews of clinical trials and biostatistical papers. We identified the
innovative study design such as trials that utilized patient registry as a control, Zelen-type clinical
trials and registry-based randomized controlled trials for both pharmaceuticals and medical devices.
We also identified studies that applied propensity scores and Bayesian approach, and examples

accessed by the FDA Center for Devices and Radiological Health.

@ Draft guidance for the reliability of patient registry data

The working group (Chief Investigator: Taro Shibata) drafted “Basic Principles on the Reliability
of Patients Registry Data When Utilizing in the Application for Marketing Authorization and
Post-Marketing Surveillance of Medical Products.” Firstly, the working group members clarified the
actual situation and problems in database designing and data management based on their own
patient registries. They concluded that it would be almost impossible to set the uniform reliability
standards regardless of a very wide diversity of the registries in terms of diseases and purposes.

Therefore, they focused the draft document on utilization in regulatory application for marketing
authorization and post-marketing surveillance of medical products. The draft document indicates
requirements of the design and operation of patient registries for the patient registry holders and
requirements of reliability of information presented in the regulatory application for the applicants
/sponsors.

The draft document includes purpose, scope, principles on reliability of data (reliability standards
and confirming process, confirming process depending on methods of utilizing patient registry,
principles on reliability when utilizing as a control in unrandomizable clinical trials, e.g. trials for a
very rare disease), issues of design and operations: examples of SOP for patient registry holders (for
reference), and warranting the reliability of information presented in regulatory application (points

of concerns regarding to warranting reliability of data).
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