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Orphan Drug Designation system in Japan

1. Number of subjects (any of the followings is satisfied)
• Less than 50,000* in Japan
• The target disease is one of the designated intractable disease

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

3. Possibility of development

Aim  To promote the R&D of products for rare diseases to provide patients with 
safe and effective medicines/medical devices as early as possible

Designation
Criteria

Incentives

Promoting 
R&D

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

Priority review (PMDA)
Premium 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

https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/kenkou_iryou/kenkou/nanbyou/index.html
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Trends in orphan drug designation and approval in 3 regions
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※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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Overview of orphan designation system in Japan, EU and US 
Japan EU US

Establishment of 
orphan legislation 1993 2000 1983

Designation 
criteria

1. Number of subjects
• Less than 50,000 in 

Japan, or
• The target disease is one 

of the designated 
intractable disease

1.The prevalence of the 
condition in the EU must 
not be more than 5 in 
10,000

1.Affect less than
200,000 persons in 
the US or meet cost 
recovery provisions of 
the act

2. Medical needs
• For serious diseases with 

high medical needs

2. Life-threatening or 
chronically debilitating 
disease

3. Medical needs
3. Possibility of development
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Financial incentives
• Financial subsidies for up to 50% of expenses for drug development (NIBN)
• Tax reduction during the NIBN subsidy period (NIBN)
• Marketing application fee reduction (PMDA)
• Consultation fee reduction (PMDA)
• Additional 10-20% premium drug pricing (MHLW) 

Regulatory incentives
• Priority review (PMDA)
• Priority consultation (PMDA)
• Extension of marketing exclusivity period (MHLW)

Incentives for orphan drugs

NIBN: National Institutes of Biomedical Innovation, Health and Nutrition
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Financial subsidies (NIBN)
• [Subsidy period] Maximum of 3 years from ODD to marketing application
• [Expenses eligible for coverage] Honoraria, travels, meetings etc.
• [Subsidy ceiling] Maximum up to 50% of the R&D cost

Tax reduction (NIBN)
• During the NIBN subsidy period, 20% ×[R&D cost – subsidy amount]

Marketing application fee reduction (PMDA)
• For an orphan drug with NME, 30,618,800 yen (=75% of the fee for non-orphan drugs) 

Consultation fee reduction (PMDA)
• For pre-NDA meeting, 7,130,100 yen (=75% of the fee for non-orphan drugs)

Additional 10-20% premium drug pricing (MHLW) 

Financial incentives for orphan drugs
https://www.nibn.go.jp/en/activities/orphan-support.html

https://www.nibn.go.jp/en/activities/orphan-support.html

NIBN: National Institutes of Biomedical Innovation, Health and Nutrition
NME: new molecular entity, NDA: new drug application

≒$200,000

≒$50,000

https://www.pmda.go.jp/files/000277631.pdf

https://www.pmda.go.jp/files/000277628.pdf

Inspection fee are 
charged, separately

https://www.nibn.go.jp/en/activities/orphan-support.html
https://www.nibn.go.jp/en/activities/orphan-support.html
https://www.pmda.go.jp/files/000277631.pdf
https://www.pmda.go.jp/files/000277628.pdf
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Priority review (PMDA)
• 9-month review period

(standard review period for non-orphan drugs: 12-month)

Priority consultation (PMDA)
• On-demand consultation requests

(standard consultation: consultation requests are only accepted on the 
1st working day of each month)

Extension of marketing exclusivity period (MHLW)
• 10 years for an orphan drug with NME or orphan indication

(standard drugs with NME: 8 years, new indication: 4 years )

Regulatory incentives for orphan drugs

https://www.pmda.go.jp/files/000268675.pdf

Faster launch!

No waiting time!

Better investment recovery!

https://www.pmda.go.jp/files/000268675.pdf
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Outline of process for orphan drug designation

Phase of Designation Consultation Phase of Designation Application

PMDA
Preliminary 
evaluation of 
eligibility

⑦ MHLW
Designation

② MHLW
Arrangement for 
the consultation 
date

① MHLW
Submission of 
the application 
for designation 
consultation

③ MHLW
Conduct of 
Designation 
consultation

⑤ MHLW
Review of 
eligibility for an 
orphan drug 
designation

④ MHLW
Submission of 
the application 
for designation

⑥ MHLW
Committee on 
New Drugs of 
Pharmaceutical 
Affairs Council

Request to 
preliminary 
evaluation

PMDA’s 
opinion

Free of charge 
at any time!

orphan_drug@mhlw.go.jp
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Criteria for orphan drug designation
Criteria Requirement

Number of 
subjects

• The number of subjects pertaining to the usage of the drugs is less than 50,000 in Japan.
 In principle, so-called “salami slicing”(=orphan subset without any clear medical or

pharmaceutical reasons) is NOT acceptable.
 Orphan subset with appropriate medical and pharmaceutical evidence for which

advancement in drug development is limited despite high unmet needs is
considered acceptable.

or
• For a designated intractable disease, less than the number of subjects specified in the

Designated Intractable Disease Act

Medical needs

• For serious diseases, and
• For drugs that meet any of the following to support clinical benefit for the target disease:

 No approved drugs
 Approved drugs exist, but the prognosis of the target disease is still poor, so 

multiple options are clinically needed.
 Drugs expected to be more effective and safer compared to approved drugs.

Possibility of 
development

• Having organizations and plans that enable development in Japan
 Specifically, the outline of planned clinical trials to be conducted before the

marketing application is clarified by using a Gantt chart.



Copyright © Pharmaceuticals and Medical Devices Agency, All Rights Reserved.

Number of Orphan Drug Designations in Japan
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Proportion of Japanese Participants in MRCTs 
for new drugs approved in Japan between Apr 2019 and Mar 2024
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(Kobayashi M, et al. Clin Pharmacol Ther. 2025;117(1):270-277)

Proportion of Japanese participants in multi-regional clinical trials
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Review of orphan drugs is faster than non-orphan drugs

Centre for Innovation in Regulatory Science (CIRS) , 2025, R&D Briefing 101 
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Drug Indication
Upper: Submission date

Lower: Approval date Pivotal clinical 
trial

Japan US EU
ADZYNMA 
(ADAMTS13)

Congenital thrombotic 
thrombocytopenic purpura 
(cTTP)

Aug. 2023
Mar. 2024

Mar. 2023
Nov. 2023

Apr. 2023
Aug. 2024 MRCT

VOYDEYA 
(Danicopan)

Paroxysmal nocturnal 
hemoglobinuria (PNH)

May 2023
Jan. 2024

Mar. 2023
Mar. 2024

Feb 2023
Apr. 2024 MRCT

FABHALTA 
(Iptacopan)

Complement 3 glomerulopathy 
(C3G)

Aug. 2024
May 2025

Sep. 2024
Mar. 2025

Jul. 2024
Apr. 2025 MRCT

IMAAVY 
(Nipocalimab)

Generalized myasthenia gravis 
(gMG) 

Jan. 2025
Sep. 2025

Aug. 2024
Apr. 2025

Not
approved MRCT

HERNEXEOS 
(Zongertinib)

HER2 (ERBB2) mutations-
positive non-small cell lung 
cancer (NSCLC)

Jan. 2025
Sep. 2025

Dec. 2024
Aug. 2025

Not 
approved MRCT

Representative examples of orphan drug development in Japan

Green highlight: The drug for this indication has an ODD
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Source of information on orphan drugs
MHLW website
Overview: https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000068484.html

ODD List: https://www.mhlw.go.jp/content/11120000/001261553.pdf

NIBN website
Overview: https://www.nibn.go.jp/activities/promote/orphan_support.html

ODD List: https://www.nibn.go.jp/activities/promote/documents/hp_orphanlist_drug_jp250509.pdf

(Both in Japanese)

https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000068484.html
https://www.mhlw.go.jp/content/11120000/001261553.pdf
https://www.nibn.go.jp/activities/promote/orphan_support.html
https://www.nibn.go.jp/activities/promote/documents/hp_orphanlist_drug_jp250509.pdf
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DDrare

https://ddrare.nibn.go.jp/index_e.html

Nanbyo-Chiken Web

https://nanbyo-chiken.nibn.go.jp/

(in Japanese)

Source of information on rare diseases

https://ddrare.nibn.go.jp/index_e.html
https://nanbyo-chiken.nibn.go.jp/
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One-Stop Consultation Service for Global biotech
led by National Cancer Center (NCC)

Courtesy of Dr. Wakako Toga, NCC
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Network for pediatric drug development (JPeDNet)
led by the Japan Pediatric Society

Courtesy of Dr. Hidefumi Nakamura, JPS
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• Regulations and Notifications on orphan drugs
https://www.pmda.go.jp/english/review-services/regulatory-info/0012.html

• For Industry
https://www.pmda.go.jp/english/int-activities/industry/0001.html

• PMDA Washington D.C. Office General Consultation
https://www.pmda.go.jp/english/int-activities/overseas-office/dc/0002.html

• For overseas developers who are aspiring
or interested in developing products in Japan

rs-contact@pmda.go.jp

Useful Links

https://www.pmda.go.jp/english/review-services/regulatory-info/0012.html
https://www.pmda.go.jp/english/int-activities/industry/0001.html
https://www.pmda.go.jp/english/int-activities/overseas-office/dc/0002.html
mailto:rs-contact@pmda.go.jp
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PMDA DC office rs-contact@pmda.go.jp

Please contact rs-
contact@pmda.go.jp
or PMDA Washington
D.C. office !

mailto:rs-contact@pmda.go.jp
mailto:rs-contact@pmda.go.jp
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