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To Recap…

• Joe Horrigan: Where are we in 2020?

• Gahan Pandina: Timing of pediatric studies

• Christine McSherry: Outcome measures

• Alison Bateman-House: Ethics and IRBs

www.fda.gov
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A (Very) Brief History of Pediatric Drug 
Development in the US

• 1979: Pediatric Use subsection added to drug labeling
• 1994: Pediatric Labeling Rule 

– Required manufacturers to survey existing pediatric data and add to labeling
– Pediatric extrapolation “introduced” 

• 1997: Food and Drug Administration Modernization Act 
– First incentive program for conducting pediatric studies on drugs 

• 1998: Pediatric Rule 
– First requirement for manufacturers to conduct pediatric studies in certain drugs

• 2002: Best Pharmaceuticals for Children Act (BPCA) 
– Provides a financial incentive to companies to voluntarily conduct pediatric studies 
– FDA and the National Institutes of Health partner to obtain information to support labeling of products used in 

pediatric patients

• 2003: Pediatric Research Equity Act (PREA) 
– Requires companies to assess safety and effectiveness of certain products in pediatric patients 

• 2012: BPCA and PREA permanently reauthorized with the Food and Drug Administration 
Safety and Innovation Act (FDASIA)

www.fda.gov
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Waivers and Deferrals
• Criteria for Full Waiver 

– Necessary studies are impossible or highly impracticable 
– The drug or biological product would be ineffective or unsafe in all pediatric age 

groups 
– The drug or biological product (1) does not represent a meaningful therapeutic benefit 

over existing therapies for pediatric patients, and (2) is not likely to be used in a 
substantial number of pediatric patients

• Criteria for Deferral
– The drug or biological product is ready for approval for use in adults before pediatric 

studies are complete 
– Pediatric studies should be delayed until additional safety or effectiveness data have 

been collected 
OR 

– There is another appropriate reason for deferral

www.fda.gov
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Regulatory Challenges Remain

• BPCA and PREA effectively encourage pediatric trials of drugs 
already in development for adults

• Can we reduce the lag time between approval of adult and 
pediatric indications?

• What if drugs that are effective in adults don’t have the same 
efficacy in children?

• How do we find the treatments that are effective mainly in the 
pediatric but not adult population?

www.fda.gov
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Extrapolation

• "If the course of the disease and the effects of the drug are 
sufficiently similar in adults and pediatric patients, ...pediatric 
effectiveness can be extrapolated from adequate and well-
controlled studies in adults, usually supplemented with other 
information obtained in pediatric patients, such as 
pharmacokinetic studies.”

– 21 U.S.C. § 355c

www.fda.gov
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Required for Extrapolation

• Mechanism: D2-receptor antagonism or partial agonism, 5-HT1A 
partial agonism, and/or 5-HT2A antagonism

• Approved indication in adults
• Pharmacokinetic analysis to determine a dosing regimen that provides 

similar drug exposures (at levels demonstrated to be effective in 
adults) in pediatric and adult patients. This analysis will require 
pharmacokinetic data from both the adult and pediatric populations.

• Long-term open label safety study(ies) in pediatric patients
• Juvenile animal study to support an indication for the treatment of 

bipolar I disorder in pediatric patients less than 13 years age

www.fda.gov
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Accelerating Medicines Partnership–
Schizophrenia (AMP SCZ)

www.fda.gov

• First neuropsychiatric project of the Accelerating Medicines Partnership 

(AMP) 

• Managed by the Foundation for the National Institutes of Health (FNIH)

• Public-private partnership 

• Intended to address critical need for 

more effective treatments for people with 

schizophrenia

• Mission: Discover promising biological 

markers of risk, track progression of 

symptoms and other outcomes, and 

define targets for treatment development
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When to Initiate Studies in Children:
General Considerations

• Disease onset

• Clinical manifestations

• Course of illness

• Nature of intervention

www.fda.gov



11

21 CFR 50 Subpart D

• Research involving children either
– must be restricted to either "minimal" or a "minor increase over 

minimal" risk absent a potential for direct benefit to the child, or 

– 21 CFR 50.51/53 

– must present risks that are justified by anticipated direct benefits to the 
child; the balance of which is at least as favorable as any available 
alternatives. 

– 21 CFR 50.52

www.fda.gov
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Fit-for-Purpose Endpoints

• “What has worked, what has not” slide

• Qualitative work is important
– Endpoint development

– Defining clinically meaningful within 
patient change

• Talk to us

www.fda.gov
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One More Challenge…

• Differences in timing and requirements for FDA and EMA

www.fda.gov




