
Classified as internal/staff & contractors by the European Medicines Agency 

Mechanism of action PIPs
Relevant and expected in Oncology

Gilles Vassal
Gustave Roussy, France

ENprEMA 2 october 2024



Classified as internal/staff & contractors by the European Medicines Agency 

Disclosure

Pr Gilles Vassal, MD, PhD

ITCC Industry strategy lead
ITCC-P4 COO
ACCELERATE Chair

Advice on pediatric oncology drug development to:
Astra-Zeneca, Bayer, BMS, Daichi, Merck, Novartis, Pfizer, 
Roche/Genentech, Sanofi

Do not accept personal remuneration. 



Classified as internal/staff & contractors by the European Medicines Agency 

Adult condition driven 
pediatric developments



Classified as internal/staff & contractors by the European Medicines Agency 

Academic 
pediatric development
More than 200 patients

2011 2012

Paediatric 
Regulation (EC)
N°1901/2006

Crizotinib in ALK+ Lung cancer

Waivered pediatric development
(lung cancer 

does not occur in children)

Marketing authorisation

10 YEARS

*anaplastic lymphoma kinase gene
** inflammatory myofibroblasic tumor

2021 2022

Crizotinib for 
children and adolescents with

               ALCL and IMT 

Marketing authorisation

Need to ACCELERATE Science driven pediatric anticancer drug 
development
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2013

Dabrafenib for BRAFmt melanoma

Marketing authorisation

10 YEARS
2023

Dabrafenib for BRAFmt low and high grade 

gliomas >1 year (appropriate formulation)

In combinaton with 

Marketing authorisation

Need to ACCELERATE Science driven pediatric anticancer drug 
development

2013 20232014 2024

Trametinib  for melanoma Trametinib for low and high grade gliomas 

in children (appropriate formulation)
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6

Multistakeholder working group on new 
development strategy to solve the ALK issue

Authors From Academia, Advocacy, Industry and Regulatory bodies

Request for Mechanism of action biology-
driven early drug development

• Molecular profiling of paediatric tumours at 
diagnosis and relapse

• Aggregated databases of paediatric biological 
tumour drug targets

• Joint academic–pharmaceutical industry pre-
clinical platform to analyse the activity of new 
drugs = ITCC-P4 and PIVOT

• Paediatric Strategy Forums to  define Unmet
Needs and facilitate prioritisation

• Change in Regulations (RACE and ongoing EU 
revision)

√

√

√

√

2016

√
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2017
• Requires pediatric evaluation of new 
molecularly targeted drugs and biologics 
“intended for the treatment of adult cancers 
and directed at a molecular target substantially 
relevant to the growth or progression of a 
pediatric cancer.” 

Entered into force
August 2020
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A science driven and 
patient centric regulation

Not limited to cancer
But in the same therapeutic area

Released on April 26, 2023
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Development of an anticancer asset in adults:
3 questions

• Is mechanism of action relevant for pediatric malignancies?
• Is the asset potentially active (preclinical data) on childhood cancers?
• Would the asset address an Unmet Medical Need?

Relevant questions outside oncology

Think Early, no later than when an asset is enterin g first in human trial
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To design MOA PIPs or scientifically relevant waiver

Request for Mechanism of action biology-
driven early drug development

• Molecular profiling of paediatric tumours at 
diagnosis and relapse

• Aggregated databases of paediatric biological 
tumour drug targets

• Joint academic–pharmaceutical industry pre-
clinical platform to analyse the activity of new 
drugs = ITCC-P4 and PIVOT

• Paediatric Strategy Forums to define Unmet 
needs and facilitate prioritisation

• Change in Regulations (RACE and ongoing EU 
revision)

√

√

www.pedcanportal.eu

ITCC pedcan portal:
Federated agreggation
of more than 6500
complete sequencing of 
pediatric malignancies 
at relapse
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To design MOA PIPs or scientifically relevant waiver

Request for Mechanism of action biology-
driven early drug development

• Molecular profiling of paediatric tumours at 
diagnosis and relapse

• Aggregated databases of paediatric biological 
tumour drug targets

• Joint academic–pharmaceutical industry pre-
clinical platform to analyse the activity of new 
drugs = ITCC-P4 and PIVOT

• Paediatric Strategy Forums to define Unmet 
needs and facilitate prioritisation

• Change in Regulations (RACE and ongoing EU 
revision)

√

www.itccp4.com

gGMBH
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Advice on pediatric 
plan design

Advice to industry

12

Phase 1 Phase 2 Phase 3Preclinical testingDrug development 
in adults

Early 
portfolio 

evaluation

Advice and 
generation of 
biological and 

preclinical data

Go / No Go 
decision

Regulatory support

Support for trial 
implementation

iPSP
or waiver 

submission

PIP 
or waiver 

submission

Joint submission and 
common commentary

support at any stage of development… 
…but the earliest the best!



          

PSF - 1
ALK inhibition

PSF - 2
Mature B-cell lymphoma

PSF - 3
CheckPoint Inhibitors

PSF - 4
Acute Myeloid Leukemia

PSF - 5
Epigenetic modifiers

PSF - 6
Second ALK inhibition

PSF - 7
CAR T cells

2017

2018

2020 

2021

2019

PSF Prioritisation
Acute Myeloid Leukemia

PSF - 8
TKI in Sarcomas

PSF Prioritisation
BET inhibitors

PSF - 9
MAPK inhibitors

PSF - 11
PI3K/AKT/mTOR Pathway 

2022

PSF - 12
CDK 4, 6 & 9 inhibitors

PSF -10
DNA Damaging agents

2023

Paediatric Strategy Forums

2024

Overall more than 300 assets discussed by 2000 participants.

FDA participation

PSF - 13
Diffuse Midline Gliomas

PSF - 14
GD2 therapies
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Conclusions
Clarify the scope of article 75
3 questions:

• Is mechanism of action relevant for a pediatric disease different from the 
adult indication?

• Is the asset potentially active (preclinical data)?
• Would the asset address an Unmet Medical Need?

Need for Close collaboration between Industry, pediatric specialists, 
advocates and regulators

We are ready in pediatric oncology


