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Orphandrug designationand development inJapan: 25 years of
experience and assessment

Ken Sakushima , Hiroshi Takeda & Yoko Aoi

The Orphan Product Development Support Program was launched in Japan in 1993 to promote the development of therapies for
rare diseases by providing various incentives for developers, such as financial subsidies for research, market exclusivity and
prioritized scientific consultation/review. Eligibility for such incentives is determined by criteria for orphan drug designation
linked to the number of affected patients in Japan and the extent of the unmet medical need, as well as a theoretical rationale for
the use of the product for the target disease and an appropriate development plan (see Supplementary Box 1 for details). This
initiative is managed by the collaborative work of the Ministry of Health, Labour, and Welfare (MHLW), the Pharmaceuticals and
Medical Devices Agency (PMDA), and the National Institutes of Biomedical Innovation, Health and Nutrition (NIBIOHN).
Furthermore, the Orphan Drug Working Group in the PMDA has been committed to supportive measures to facilitate orphan drug

development. 45
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Evolving Acceptance and Use of RWE for
Regulatory Decision Making on the Benefit/
Risk Assessment of a Drug in Japan

Kinue Nishioka', Tomomi Makimura?®, Akihiro Ishiguro3, Takahiro Nonaka4, Mitsune YamaguchiS and
Yoshiaki Uyama4’*

Initiation of scientific Initiation of scientific advice Initiation of scientific

advice on pharmaco- ‘on registry data-based advice on database-
epidemiological studies (Basic, planning, based studies (Basic,
studies (Nov. 2017) reliability etc.) (Apr. 2019) reliability etc.) (Dec. 2020)
Conditional early Starting MID-NET®
approval system operation (Apr. 2018)
I 4 , » .
2017 > 2018 D 2019 2020 2021 >
= T T ) 1 More )
Enforcement of GPSP Amendment ofthe guidelln?s
amendment (Apr. 2018) act (Dec. 2019) coming !
Basic Principles on Points to consider for Q&A on points to Basic principlesin Basic principles on utilization
utilization of medical ensuring the consider for ensuring conducting a validation of registry for applications
information databases reliability of post- the reliability of post- study on outcome (Mar. 2021)
on pharmacovigilance marketing database marketing database definitions used for post-
at post-marketing stage study for drugs study for drugs (Jun. marketing database Points to consider for
(Jun.2017) (Feb.2018) 2019) study (Jul. 2020) ensuring the reliability in
utilization of registry data
Guideline on pharmaco- Content and format of Procedures for forapplications (Mar. 2021)
epidemiological study for a study protocol for developing post-
drug safety assessment based | | post-marketing marketing study plan
on medical information database Study (Mar. 2019)
database (Mar. 2014) (Jan.2018)

Proactive efforts to promote RWD/RWE-based drug assessmentin Japan
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