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Disclaimer

The views expressed in this presentation are the personal views of the 
author and may not be understood or quoted as being made on 

behalf of, or reflecting the position of, the EMA and its committees 
and working parties with which the author is affiliated. The Union is 

not liable for any use that may be made with the information 
contained therein.

Reproduction is permitted provided the source is acknowledged.

No financial disclosure to declare
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The EU Paediatric Regulation

Entered into force in 2007 to facilitate R&D and availability of medicines for children

• ensuring high quality research

• avoiding unnecessary studies

• not delaying the authorisation of medicines for adults

The 1st piece of EU

legislation that requires

pharmaceutical industry to

develop medicines for use

in a particular subset of the

patient population
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• obligation to conduct the 

paediatric studies in compliance 

with an approved PIP

• details of to demonstrate 

quality  

efficacy  

safety

of the medicinal product for a 

therapeutic indication in the 

paediatric population

Paediatric Investigation Plan (PIP)
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• to be submitted early

during product 

development (no later 

than adult phase II 

studies start – not after 

adults phase III)

• can also include waivers

(to conduct paediatric 

studies) or deferrals

(right to delay PIP 

completion)

PIP within the R&D
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Rewards and incentives

Optional PIP covering paediatric indication and 
formulation

Unauthorised products

In-patent authorised products

Off-patent products

6-month SPC* also in 
case of negative results

PUMA: 10-year data & 
market exclusivity

Obligation to submit results compliant with agreed PIP 
at the time of application for new indication, route, 

formulation

Obligation to submit results compliant with agreed PIP 
at the time of MAA

* Supplementary Protection Certificate
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Paediatric Regulation outcomes

•  paediatric medicines

•  agreed PIPs 

•  paediatric trials
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Centrally-approved medicines up to 2003 

Ceci A. et al, EJCP 2006 Source: European Public Assessment Reports and TEDDY e-PMD
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• Part of unmet therapeutic needs still exists

• Many medicines not studied in children off-label

• ~ 90% of rare diseases can begin in childhood 

‘children are orphan two times’

EC Joint Evaluation 2020 (SWD(2020) 163 final)

Source: Toma et al, Front Med (Lausanne) 2020

Source: Giannuzzi V et al. OJRD 2017

Paediatric unmet needs
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Source: EMA website

2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 TOTAL

Full waiver 

granted

3 43 70 55 45 47 54 48 51 54 81 90 98 129 122 95 132 114 25 1356

PIPs 

agreed

0 22 41 116 46 45 53 58 66 84 69 65 82 130 145 203 267 293 70 1855

0 50 100 150 200 250 300 350

Respiratory, thoracic and mediastinal disorders

Renal and urinary disorders

Oto-rhino-laryngology

Other

Ophthalmology

Oncology

Neurology

Neonatology

Metabolism and nutrition disorders

Infectious diseases

Immune system disorders

Haematology-Hemostaseology

Gastroentology-Hepatology

Endocrine disorders

Diagnostic

Dermatology

Cardiovascular diseases

Blood and lymphatic system disorders

Anaesthesiology

Agreed PIPs till 2025

Number of PIPs



EPTRI Scientific Meeting | 28–29 July 2026 | Warsaw, Poland

Toma M, et al, Frontiers 2021

• PIP agreed by the PDCO

• (voluntary) PUMA
Paediatric 
Regulation

• NO PIP agreed by PDCO

• Results from pre-clinical or clinical studies to be provided
Directive 

2001/83/EC

Number of PIPs and paediatric medicines
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Source: EU clinical trials register; CTIS, clinicaltrials.gov

Number of paediatric trials

In EU

• 2016: 631/ 2880 (22% out of the total)

• 2025: 277/ 2210 (12,5% out of the total)

Worldwide:

• 2016: 5111/ 26471 (19%)

• 2025: 6629 / 38064 (17%)
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• 18 agreed PIPs

• 3 PIPs completed -> 3 new PUMAs 

(hybrids for all paediatric ages) 

Ruggieri, Torretta et al., Front. Med. 2025

http://cordis.europa.eu/news/images/20061115_1.jpg

Hydrocortisone, Alkindi®

Paediatric formulation: granules

Dopamine, Neoatricon®

Paediatric formulation: new IV solution

Enalapril,  Aqumeldi®

Paediatric formulation: orodispersible

tablets

EU research funds

https://www.frontiersin.org/journals/medicine/articles/10.3389/fmed.2024.1473862/full
https://www.frontiersin.org/journals/medicine/articles/10.3389/fmed.2024.1473862/full
https://www.frontiersin.org/journals/medicine/articles/10.3389/fmed.2024.1473862/full
http://www.google.it/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=bJuR4TwE1osW9M&tbnid=4net2mrNDroq2M:&ved=0CAUQjRw&url=http://cordis.europa.eu/fetch?CALLER=IT_FP7_NEWS&ACTION=D&RCN=26655&ei=Gl2XUpWmFpHFtAa3zYDYCA&bvm=bv.57155469,d.bGQ&psig=AFQjCNGe5XT9iKw-3UDrK4ZvhpMYQP8UHw&ust=1385737861618399
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Current revision of the Regulation
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What didn’t work?

• Paediatric unmet needs still relevant in certain areas e.g. paediatric-

only diseases, neonates

• Administrative burden / complexity of the PIP procedure

• Delayed conduct of paediatric studies

• Interaction between PDCO and other EMA committees/working 

parties/groups

• Unattractive PUMA
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Revision of Paediatric Regulation as part of the EU 
Pharma legislation revision

The EU pharmaceutical system is undergoing 

major reform through a new Regulation and 

Directive redefining the authorisation of 

medicines

Source: EMA website
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Dir. 2001/83/EC

Upcoming rules

Questa foto di Autore sconosciuto è concesso in licenza da CC BY-SA

+ annexes

Reg (EC) 1901/2006

Regulation

Directive

Reg (EC) 726/2004

Reg (EC) 141/2000

https://www.picpedia.org/highway-signs/c/change.html
https://www.picpedia.org/highway-signs/c/change.html
https://creativecommons.org/licenses/by-sa/3.0/
https://creativecommons.org/licenses/by-sa/3.0/
https://creativecommons.org/licenses/by-sa/3.0/


EPTRI Scientific Meeting | 28–29 July 2026 | Warsaw, Poland

Questa foto di Autore sconosciuto è concesso in licenza da CC BY-SA

Paediatric Regulation 

to be repealed

+ annexes

Regulation

Directive

Reg (EC) 1901/2006

Upcoming rules

https://www.picpedia.org/highway-signs/c/change.html
https://www.picpedia.org/highway-signs/c/change.html
https://creativecommons.org/licenses/by-sa/3.0/
https://creativecommons.org/licenses/by-sa/3.0/
https://creativecommons.org/licenses/by-sa/3.0/


EPTRI Scientific Meeting | 28–29 July 2026 | Warsaw, Poland CoE final compromise text of the Regulation

Modifications to Paediatric Regulation

• To simplify procedures 

• To remove inconsistencies between opinions

a working party

with scientific 

expertise on 

paediatric 

medicinal products
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• Experts from national competent authorities (NCAs) -> 

broadest possible geographical distribution

• Minimum number of experts from NCAs -> prioritised over 

external experts in a specific expertise area

• Representatives of patients, healthcare professionals and 

academia as possible members

• NCAs not represented allowed attending meetings as 

observers 

• Documents discussed accessible to all NCAs

a working party

with scientific 

expertise on 

paediatric 

medicinal products

Modifications to Paediatric Regulation
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Modifications to Paediatric Regulation
• PIPs
• Waivers
• Validation
• Agreement
• Deferrals
• Modifications
• Compliance
• Decisions
• Discontinuation
• Scientific Advice
• Data from PIPs
• MA variations
• PUMA
• Paediatric trials information
• EU network
• Incentives 
• Fees waivers
• Yearly reporting

CoE final compromise text of the Regulation

Regulation



EPTRI Scientific Meeting | 28–29 July 2026 | Warsaw, Poland CoE final compromise text of the Directive

• Definitions

Directive

• Rewards (+ 6month SPC or +1 year market protection

for new indications bringing significant benefit)

• Paediatric information

• PIP compliance

• Data from PIPs

in MSs

NEW

Modifications to Paediatric Regulation
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LENGTH OF 

DEFERRAL

ASSESSMENT

TIMELINES

‘INITIAL’ PIP

CoE final compromise text of the Regulation

only known details and timing of measures 

60+60  90+90 days (70+70 for initial PIPs) 

EMA + CHMP consultation (+ WPs)

capped to 5 years (prolonged in ‘justified cases’)

Modifications to PIP procedure
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Initial PIP
• active substance not yet authorised in any medicine in EU and intended 

to diagnose/prevent/treat a novel or an existing paediatric condition 

via a new mechanism of action; or

• following acceptance by EMA of a duly justified request

initial PIP
updated 

version(s)
final PIP

• only details and timing of measures proposed to assess quality, safety and efficacy in 

all paediatric subsets concerned, known at the time of application

• precise timing of when updated versions and final PIP are expected to be submitted 

to EMA on the basis of scientifically justified reasons

C
ri

te
ri

a

90 days + 90 days 60 days + 60 days 60 days + 60 days

CoE final compromise text of the Regulation
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• EMA may impose a PIP based on the Mechanism of 
Action (MoA) of the drug (action directed at a specific 
molecular target or biological pathway) relevant for a 
different disease in children in the same therapeutic area

• PUMA incentive: 10 year ME  same market protection 
of the other repurposed products for off-patent 
paediatric products

New obligations and measures

CoE final compromise text of the Regulation
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CoE final compromise text of the Regulation

• Free of charge SA also for in utero treatments 

• Possible temporary waiver during public health 
emergencies

• A dedicated section on medicines authorised in 
paediatrics foreseen within the public EMA database of 
medicines

New obligations and measures
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network of research networks, 

investigators and centres with 

expertise in paediatric studies

EMA shall develop a EU network of patient representatives,

academics, medicines developers, investigators and centres

with expertise in paediatric studies

• to discuss priorities in clinical development

of medicines for children, in particular in

areas of unmet needs

• to coordinate studies relating to paediatric

medicines

• to build up the necessary scientific and

administrative competences at EU level

• to avoid unnecessary duplication of paediatric

studies

• sharing good practices 

• promoting research into 

medicines for children

• building necessary 

competences at EU level

• dialoguing with ethics 

committees

• avoiding unnecessary 

duplication of studies

CoE final compromise text of the Regulation

Modifications to Paediatric Regulation
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Modifications impacting to paediatric medicines
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• Life threatening or severely debilitating disease AND

o No medicinal product authorised in EU OR

o Clinically relevant improvement of efficacy or safety

Lists of paediatric 
unmet needs

CoE final compromise text of the Directive (art. 83)

PRODUCTS ADDRESSING ‘UNMET MEDICAL NEEDS’

Nothing paediatric-specific….

Modifications impacting to paediatric medicines
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☺ Not-for-profit entities may submit non-clinical or 

clinical evidence for a new therapeutic indication for 

unmet needs

☺ MAH can submit additional evidence

☺ Opinion favourable  MAH shall submit a variation to 

update the product information with the new 

therapeutic indication

A DEDICATED ARTICLE IN THE REGULATION!

REPURPOSING TO COVER UNMET NEEDS

Modifications impacting to paediatric medicines

CoE final compromise text of the Regulation, art 48
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In our opinion, an age-appropriate formulation, 

targeting a relevant off-label use in children, even 

for a disease or condition already authorised in 

adults or older children, would qualify as 

‘reformulation’ within the repurposing term

Other proposals: repurposing

• Paediatric- appropriate 

formulations are still lacking

• No definition/term currently 

stated by EU law…and still 

lacking in the proposed 

revision of legislation!
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Robust, mandatory paediatric regulatory pathways

are essential to protect children’s health.

Paediatric medicines call for dedicated

expertise, strong obligations, and sustained

investment, while the EU pharmaceutical

legislation reform risks to leave children

care behind

POSITION PAPER

The repeal of the EU Paediatric Regulation has raised concerns about

possible impact on R&D and availability of paediatric medicines
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Key players in regulatory 
and public health
• European Platform for 

Regulatory Science 
Research

• paediatric networks
• patient’s organisations

Wrap up & conclusions

Commitment to ensure robust, mandatory paediatric regulatory pathways and prioritisation 

of paediatric needs in the new EU legislation

https://www.ema.europa.eu/en/about-us/what-we-do/regulatory-science-research/european-platform-regulatory-science-research
https://www.ema.europa.eu/en/about-us/what-we-do/regulatory-science-research/european-platform-regulatory-science-research
https://www.ema.europa.eu/en/about-us/what-we-do/regulatory-science-research/european-platform-regulatory-science-research
https://www.ema.europa.eu/en/about-us/what-we-do/regulatory-science-research/european-platform-regulatory-science-research
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www.benzifoundation.org 

Special thanks to
Adriana Ceci
Lucia Ruggieri
Maria Luisa Dalessandro

mailto:vg@benzifoundation.org
https://www.benzifoundation.org/

	Slide 1
	Slide 2: Disclaimer
	Slide 3: The EU Paediatric Regulation
	Slide 4: Paediatric Investigation Plan (PIP)
	Slide 5: PIP within the R&D
	Slide 6: Rewards and incentives
	Slide 7: Paediatric Regulation outcomes
	Slide 8: Number of authorised paediatric medicines
	Slide 9: Paediatric unmet needs
	Slide 10
	Slide 11
	Slide 12: Number of paediatric trials
	Slide 13: EU research funds
	Slide 14: Current revision of the Regulation
	Slide 15: What didn’t work?
	Slide 16: Revision of Paediatric Regulation as part of the EU Pharma legislation revision
	Slide 17: Upcoming rules
	Slide 18: Upcoming rules
	Slide 19: Modifications to Paediatric Regulation
	Slide 20: Modifications to Paediatric Regulation
	Slide 21: Modifications to Paediatric Regulation
	Slide 22: Modifications to Paediatric Regulation
	Slide 23: Modifications to PIP procedure
	Slide 24: Initial PIP
	Slide 26: New obligations and measures
	Slide 27: New obligations and measures
	Slide 28: Modifications to Paediatric Regulation
	Slide 29: Modifications impacting to paediatric medicines
	Slide 30: Modifications impacting to paediatric medicines
	Slide 31: Modifications impacting to paediatric medicines
	Slide 32: Other proposals: repurposing
	Slide 33
	Slide 34: Wrap up & conclusions
	Slide 35

