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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 understood or quoted as being made on behalf
of the European Medicines Agency or its scientific Committees.
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Drug development and access to (novel/ essential) involves different stakeholders
and decision makers (with different objectives) at different time points.

Key to identifying barriers within this ecosystem (eg ranging from content, process
to capacity)
« developing solutions (guidance etc) together, educating on the latter to

« ensuring consistency in implementation, including feedback loop to learn and adapt (in
case of ‘failure’)

Paediatric specificities to be acknowledged
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Paediatric specificities

« Paediatric drug development takes place in the rare disease space, is highly
regulated and a global enterprise, with not only the patient but also the
parent/caregiver in mind.

« Growing pipelines of innovative products: how to identify and support
completion of development efforts in children for products able to address
existing unmet medical needs?

« the need to be innovative, fostering a R&D environment that allows for evolution of

scientific knowledge and takes changing evidence and unmet needs into
consideration

« Acknowledgment that regulatory decision making on (mandated) paediatric
developments cannot take place in isolation.
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Actions to support the development of medicines for children
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« Increased alignment of data requirements
between decision-makers ot ottt Fotomon el s ey and e Commison

(DG Health and Food Safety) action plan on paediatrics

- Continues need for (developments of) adequate methodology guidance

4 https://www.ema.europa.eu/en/documents/report/boosting-development-medicines-children-closing-report-european-medicines-agency-european-commission_en.pdf



Use of extrapolation

Need to uniformly understand and apply
adequate use of extrapolation across
respective decision-making steps within a
products life-cycle
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Priority topics for European collaboration between
regulators and health technology assessment bodies
Development of a joint work plan (2021-2023) between EMA and European
HTA bodes faciitated through EUnetHTA21
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82  Figure 1: Pediatric Extrapolation Approach

Pediatric Extrapolation Concept

Similarity of Disease and Resp toTr

Reference and Target Pediatric Population

Evidence to Support Similarity

Types of Data: Clinical Trial Data; nonclinical data; real world data; other sources

Pediatric Extrapolation Plan

Potential Study Designs
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Structured guidance on the use ¢

ICH guideline E11A on pediatric extrapolation
Step 2b


https://www.ema.europa.eu/en/documents/scientific-guideline/draft-ich-guideline-e11a-pediatric-extrapolation-step-2b_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/structured-guidance-use-extrapolation_.pdf
https://www.ema.europa.eu/en/documents/report/report-implementation-ema-eunethta-21-work-plan-2021-2023_en-0.pdf
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Extrapolation - what role for Real World Evidence
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6 https://www.ema.europa.eu/en/documents/scientific-guideline/adopted-reflection-paper-use-extrapolation-development-medicines-paediatrics-revision-1_en.pdf



Age inclusive research
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ICH guideline E11A on pediatric extrapolation
Step 2b

5.2 Inclusion of Adolescents in Adult Trials

The enrollment of adolescents into adult clinical trials may hasten a.

Paediatric clinical development:
EMA position for PIP applications
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Common Commentary - EMA/FDA

Common issues requested for discussion by the respective
agency (EMA/PDCO and FDA) concerning paediatric
oncology development plans (Paediatric Investigation Plans
[PIPs] and initial Pediatric Study Plans [iPSPs])

Discuss opportunities for inclusion of adolescents in adult studies to accelerate development in this age group,
especially in situations where the clinical indication spans the adult and adolescent age group such as in
Hodgkin lymphoma, some sarcomas, melanoma, including a discussion on disease similarity allowing to use

extrapolation as supporting methodology.

The gold standard remains evidence generation as part of a randomised controlled trial (RCT). However, should
there.be reasons, e,q. lack of eauipoise or feasibility makina the conduct of an RCT not possible, justifications

anc  The decision to include a pediatric cohort (e.g., an adolescent subgroup 12 to 17 years of age)

His

cor

in an adult (e.g., > 18 years of age) clinical trial assumes the disease and response to treatment

are sufficiently similar between the adolescent and adult patients. As such, the objective(s) of

pec including adolescents and adults in a single trial should be framed within the context of the

bro

adolescent and adult PK are generally similar.

extrapolation concept. Additional data to inform adolescent dosing may not be necessary as the

In such situations, specific consideration
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Human Medicines Research and Development SUpport Division
Paediatric Medicines Office

Prof Gilles Vassal
Chair of Accelerate and President of Innovative Therapies for Children with Cancer in Europe (ITCT)
(Gilles. Vassal@gustavercussy.fr)

O Natnalie Gaspar and Chiis Copland (Nathalie GASPARGUStaveroussy.fr and
chriscoplandatyork@gmail.com)
Co-Chais of the Accelerate Working Group - Fastering Age [nclusive Research (FATR)

Gear Dr Gaspar, Prafesser Vassal and Mr Copland
RE: Foster Age-Inclusive Research

The EMA and its Paedintric Committee (PDCO) follow closely and with oreat intarest th Accalerata's
FAIR (Foster Age-Inchusrve Research) nitiative, airning to facilate imely access of novel therapias for
children with cancer. In this respect the EMA and POCO took also note of the FOA'S Draft Guidanca for
Industry on ‘Considerations for the Inciusion of Adolescent Patiants.in Adult Oncology Clinical Trals'
(published in June 2015)

The DO reviews Poediatric Investigation Pisns (P19s) for medicines for treatment of chiloren with
cancer, as mandated by the EU Paediatric Regulation. With the goal of fostering timely studies in the
paediairic populatian, we generally request eoriy Initiation of stucies in adolescents, sither by inclusion
of adolescents in adult Lrals er by canduct of &n adolescent trisl in parallel to the adul prograrm,
whenever this is scientifically justified. Of course, PIPs are evaluated on a case-by-case bost and this
this strategy is not universally appiicable.


https://www.ema.europa.eu/en/documents/other/common-commentary-ema/fda-common-issues-requested-discussion-respective-agency-ema/pdco-fda-concerning-paediatric-oncology-development-plans-paediatric-investigation-plans-pips_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/draft-ich-guideline-e11a-pediatric-extrapolation-step-2b_en.pdf
https://irp.cdn-website.com/c584cf91/files/uploaded/PDCO-letter-to-FAIR-Group-supporting-age-inclusive-research-1.pdf
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Conclusion

Paediatric specificities are driving development(s) of novel methodologies, like use
of extrapolation

Continues need to educate all stakeholders on the adequate use of existing
methodology guidance

Continues need to identify ‘'methodology guidance white spots’ to support successful
science-based paediatric development efforts and decision making within the eco-
system
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Acknowledging all colleagues from the PME office and
EMAs Paediatric Committee (PDCO)
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Thank you!

Dominik.Karres@ema.europa.eu

Official address Domenico Scarlattilaan 6 « 1083 HS Amsterdam « The Netherlands
Address for visits and deliveries Refer to www.ema.europa.eu/how-to-find-us
Send us a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000

Follow us on %W @EMA_News
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