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Disclaimer

The views and opinions expressed in the following PowerPoint slides are those of 

the individual presenter and should not be attributed to DIA, its directors, officers, 

employees, volunteers, members, chapters, councils, Communities or affiliates.

This presentation is incomplete without accompanying verbal commentary.
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A timeline of orphan-drug-related events and milestones

in Japan and worldwide
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Outline - Orphan Drugs Designation system in Japan

1. Number of patients (that any of the followings is satisfied)
• Less than 50,000* in Japan
• The target disease is designated as “Nan-byo”.

2. Medical needs
• For serious diseases with high medical needs

3. Possibility of development

Aim
✓ To promote R&D on products for rare diseases, aiming to provide the people 

with the safe and effective medicines/medical devices as early as possible

Designation
 Criteria

Incentives

Promoting 
R&D

Grant-in-Aid for R&D on orphan designated drugs (NIBN**)
Tax deduction for R&D expenses
Priority scientific consultation (PMDA)

Priority review (PMDA)
Premium at drug pricing
Extension of re-examination period***

**National Institutes of Biomedical Innovation, Health and Nutrition

*Equivalent to 0.04% of the Japanese population

***Market exclusivity period
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Trends in orphan drug designation and approval

187 190
209

147
169

113

149
170

182

137

15 14 14 14 22
5

21 17 24
13

0

50

100

150

200

250

300

350

400

450

500

294

357
336

483

337 340

476

363

402

376

52 49 41

82
95

75
90 93

73
92

0

50

100

150

200

250

300

350

400

450

500

Japan EUUS

Designation that received approval for marketingDesignation

※Source：https://www.accessdata.fda.gov/scripts/opdlisting/oopd/index.cfm （September, 2025）
https://www.ema.europa.eu/en/human-regulatory/overview/orphan-designation-overview （September, 2025）
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• Patient population (less 

than 50,000 in Japan, or 

the disease has to be 

designated as Nan-byo)

• Serious diseases with high 

medical needs

• Possibility of development

Meet any of the following

• Less than 200,000 

patients in the United 

States

• It is difficult to recoup 

development costs in the 

United States

Meet all of the following

• Patient population 

(5 patients per 10,000 
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• Serious disease

• Medical needs
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Revisions of orphan drug designation criteria in Japan

The notification and Q&A document were issued in 
January 2024. 
https://www.pmda.go.jp/english/rs-sb-std/rs/0008.html

https://www.pmda.go.jp/english/rs-sb-std/rs/0008.html
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Revisions of orphan drug designation criteria in Japan

Old New

Patient 

population

⚫ The number of subjects pertaining to the usage of the drugs is less 
than 50,000 in Japan. (In principle, so-called “salamislicing”(=orphan 
subset without any clear medical or pharmaceutical reasons) is NOT 
acceptable.)

⚫ For a designated intractable disease, less than the number of 
subjects specified in the Designated Intractable Disease Act

➔Expanded the range of 
orphan subset considered 
acceptable

Medical 

needs

⚫ For serious diseases
⚫ High medical needs that meet either of the following:
✓ No appropriate alternative drugs etc. or treatments
✓ Expected to have significantly higher efficacy and safety 

compared to existing drugs etc.

➔Clarified and added 
some examples

Possibility of 

development

⚫ There are rationales for the use of the drugs for the target disease
⚫ Its development plan is recognized to be appropriate

➔Clarified
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※ Number of items designated from FY2014 to FY2024 and number of items designated from 

FY2004 to FY2024 that received approval during FY2014 to FY2024

36 → 86 !!
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Current status of drug loss
⚫ As of March 2023, there are 143 pharmaceutical products approved in EU and the US but not yet 

approved in Japan (unapproved drugs).

⚫ Of the 143 unapproved drugs, 86 items (60.1%) have not yet entered domestic development. This 

indicates that drug lag / loss is occurring, where approval application are not even submitted in the first 

place (i.e., companies are not developing them.)

⚫ An analysis of trends among the 86 drug items for which domestic development has not yet commenced 

revealed that a relatively large proportion are venture-originating drugs, orphan drugs, or drugs for 

pediatric use.

※Source：https://www.mhlw.go.jp/content/11121000/001484839.pdf (Japanese only)

https://www.mhlw.go.jp/content/11121000/001484839.pdf
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Government initiative against drug loss

Regarding 86 pharmaceutical items not yet under domestic development, 

the government proactively compiled the information necessary for 

evaluating medical needs.

⚫ ARTESUNATE (malaria) 
⚫ AYVAKIT (Gastrointestinal Stromal Tumor)
⚫ AKLIEF (Acne vulgaris)
⚫ XENLETA (Bacterial pneumonia)
⚫ NUZYRA (Bacterial pneumonia, Acute bacterial skin/skin structure infection)
⚫ ANTHIM (anthrax)
⚫ PRETOMANID (Multi-drug-resistant tuberculosis)
⚫ OMEGAVEN (Parenteral Nutrition-Associated Cholestasis)

※red ink items are designated orphan drug in US or EU

The items are evaluated to whether to request development in the 

Unapproved Drugs and Off-Label Use Review Committee.

Development request !!

※Source: https://www.mhlw.go.jp/stf/shingi2/0000198856_00040.html (Japanese only)

https://www.mhlw.go.jp/stf/shingi2/0000198856_00040.html
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Thank you for your attention
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