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Disclaimer

The views expressed in this presentation are 

those of the speaker and are not necessarily 

those of MPA or EMA.
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• 2007 EU Pediatric Regulation
o Pediatric investigation plans (PIPs)

• 2017 ICH E11(R1) – Revision of the Guideline on clinical investigation of 

medicinal products in the pediatric population
o The need for a guidance on Pediatric Extrapolation identified

• 2018 EMA Extrapolation Reflection Paper
o Highlights the role of quantitative approaches 

• 2022 ICH E11A Pediatric Extrapolation Guideline – Published draft

History of Pediatric Extrapolation in EU
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Pediatric Extrapolation Framework

ICH 
E11A
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Pediatric Extrapolation Concept

ICH 
E11A

Quantitative methods can be used to synthesize and integrate existing evidence 
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Paediatric Extrapolation Plan

ICH 
E11A

• Examine appropriate study designs
• Dose selection
• Perform sensitivity analyses
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✓ How similar is similar?

✓ Provide sound quantitative evidence to support disease similarity and 

response to treatment in small populations.

✓ Models used in early drug development often come with high uncertainty.

✓ Design informative clinical trials in situations with feasibility and ethical 

constraints.

✓ Extrapolation does not equal “collect less data” or just smaller trials.

Challenges
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✓ Model-informed approaches to justify the extrapolation concept

✓ Model-informed approaches play a key role in designing pediatric clinical 
trials to ensure collection of informative data
o Study size

o Dose selection

o Duration of treatment

o Define “success criteria”

✓ Model-informed analyses are often essential in support of dosing 
recommendations in pediatric patients
o Exposure matching

o Simulation based dosing recommendations 

Opportunities
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MIDD is recognised as an essential part of pediatric drug development, and in 

particular to support extrapolation approaches!

Conclusion


