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Learning Objectives

• Define “orphan drug”

• Describe the scope of orphan-drug exclusivity

• Identify when clinical superiority needs to be 
demonstrated

• Locate orphan-drug exclusivity information
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Orphan Drug Act

• Passed in 1983

• Drugs or biologics for rare diseases

• Created a designation process

• Financial incentives
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Definition of Rare Disease

• Disease affects < 200,000

• Disease affects > 200,000, but no expectation of 
cost recovery

– Very uncommon
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Orphan Incentives

• 25% tax credit for qualified clinical trials

• Waiver of user fee

• Grants to support studies of orphan products

• Potential for 7-year orphan drug exclusivity 
(ODE)
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Eligibility for ODE

• Orphan drug designation

• Approval for orphan disease

– Approved indication often narrower than 
designation

• Must be for first approval of drug for indication

– Clinical Superiority
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Scope of ODE

• 7 years from approval

• FDA cannot approve another sponsor’s

– Application

– For the same drug

– For the same use or indication

• Unless subsequent drug is clinically superior
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Application

• NDA: 505(b)(1) or 505(b)(2)

• ANDA

• BLA
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Same Drug

• Same active moiety; or

• Same principal molecular structural features

• Unless clinically superior
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Same Use or Indication

• Indication defined by marketing approval

• Does not protect other indications within the 
rare disease or condition
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Clinical Superiority Definition

• Significant therapeutic advantage:

– Greater effectiveness

– Greater safety

– Major contribution to patient care
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Clinical Superiority Scenarios

• To “break” existing ODE:

– Clinically superior to drug with ODE

• To be eligible for ODE:

– Clinically superior to all same drugs approved for 
same indication
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ODE Exceptions

• Insufficient quantities

• Waiver
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ODE Review

• 7 years from approval

• FDA cannot approve another sponsor’s

– Application

– For the same drug

– For the same use or indication

• Unless subsequent drug is clinically superior
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ODE on Orphan Website

https://www.accessdata.fda.gov/scripts/opdlisting/oopd/

https://www.accessdata.fda.gov/scripts/opdlisting/oopd/
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ODE in Orange Book
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Challenge Question #1

ODE means that FDA cannot approve another 
sponsor’s application for:

A. The same drug for any indication

B. The same drug for the same indication

C. The same drug for the same orphan disease

D. Any drug for the same indication
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Challenge Question #2

ODE lasts for how long?  

A. 3 years from designation

B. 7 years from designation

C. 3 years from approval

D. 7 years from approval
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Summary

• First step: Orphan-drug designation

• ODE: FDA cannot approve another sponsor’s 
application for same drug for same indication

• Clinical Superiority

• OOPD website and Orange Book



Questions?

orphan@fda.hhs.gov
https://www.fda.gov/orphan

mailto:orphan@fda.hhs.gov
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