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Part 0 

The EU

Development of medicines for children: the EU experience
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EU: 27 member 
states

EEA: 27 EU MS + 
Norway, Iceland, 
Liechtenstein

Iceland

Norway

Liechtenstein
7 Institutions of the EU:
The European Council
The Council (of the EU)
European Parliament
EU Commission
EU Court of Justice
EU Court of Auditors
EU Central Bank
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Part 1 

Adult medicines in paediatric use
(a.k.a. off-label use of medicinal products in children)



Off-label use of medicinal 
products in children 

•Use in children despite a relative lack of 
information on how to prescribe safely. 

•The (EU) Paediatric Regulation aims to improve 
the information available to prescribers and 
families and therefore to reduce off-label use.

•Studies have shown that off-label use is 
associated with more adverse reactions to drugs 
for children; adverse reactions in children may be 
more severe or different from what is known in 
adults.
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http://www.ema.europa.eu/ 
pdfs/human/paediatrics/ 
12632704en.pdf



Off-label use of medicinal 
products in children: first answer

•List of Paediatric Needs by EMA’s Paediatric 
Expert Group (2006)

•Aim: to identify the needs in the different 
therapeutic areas where there should be research 
and development of medicinal products, either old 
(i.e. off patent) or new ones.

•Consultation of EU member states, learned 
societies.

•To be updated soon by EMA’s PDCO (Q1 2011)
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List of Paediatric Needs



List of Paediatric Needs
Separate lists by 
therapeutic area, 
arranged in 
tabular format



Priority List of off-patent medicinal products

•Funding of studies for off-patent medicinal products 
provided by Paediatric Regulation through the EU 
Framework Program 7 (FP7)

•List of priorities revised annually by EMA. Shared 
with FDA/NIH to avoid overlap or duplication of 
efforts, and facilitate multinational trials where 
necessary 

•The list is adopted after public consultation and is 
not ranked

•Used by EU Commission to assign FP7 funds to 
projects



Priority List of off-patent medicinal products



FP7 website 
http://cordis.europa.eu
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Part 2 

Overview of the EU Paediatric Regulation

Development of medicines for children: the EU experience



Why is there a EU Paediatric Regulation?

Development of medicines for children: the EU experience14
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Objectives of the EU Paediatric Regulation 

• Improve the health of children:
– Increase high quality, ethical research into 

medicines for children
– Increase availability of authorised medicines for 

children
– Increase information on medicines

• Achieve the above:
– Without unnecessary studies in children
– Without delaying authorization for adults
Development of medicines for children: the EU experience15



Milestones in the development of the 
Paediatric regulation 
•1997: US BPCA approved

•December 1999: first draft document to Council of 
EU Health Ministers):

– Mandatory system (neonates!)
– Identification of paediatric needs
– Pharmacovigilance not included initially

•EU Orphan regulation (1999) used as example

•December 2000: EU Health Ministers urge the EU 
Commission to draft Paediatric legislation

•2004: First draft prepared, 
 

regulation (most 
powerful EU legislation as directly applicable)



Milestones in the development of the 
Paediatric regulation 

•Dec 2004-Jun2006: regulation written
– length not due to complexity: development less 

difficult than expected
– Mandatory scope not challenged
– Guideline on studies in small populations in parallel
– Parliament added public funding of studies and 

transparency
– Duration of reward debated (Industry refused to provide 

data on cost of paediatric trials)
– Patient’s organisations involved
– Paediatricians invited to lobby members of the EU 

Parliament
– Problem of penalties



Milestones in the development of the 
Paediatric Regulation 
• 26 January 2007: entry into force of the Paediatric Regulation

- Free EMA “paediatric” scientific advice 
• 4 July 2007 (6 months from entry into force):

- Paediatric Committee (PDCO) first meeting
• 26 July 2008 (18 months from entry into force):

- Applications for MA (new products) should contain 
results of studies conducted in compliance with agreed 
PIP (unless: waiver or deferral)

• 26 January 2009 (24 months from entry into force):
- Same obligation extended to applications for new 
indication, new route of administration or new 
pharmaceutical form for authorised “patented” 
products
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•Paediatric Committee

•Paediatric Investigation Plan

•A system of OBLIGATIONS and REWARDS

•TRANSPARENCY MEASURES

•OTHER MEASURES

Pillars of the Paediatric Regulation

Development of medicines for children: the EU experience19



•EMA Staff:
– Section Paediatric Medicines
– Currently 30 staff: 20 Scientific Administrators (physicians, 

pharmacists, biologists…) + 10 Assistants (secretaries, 
database administrator…)

– Scientific and Secretariat (legal, regulatory) support to 
PDCO

– Based in London, at EMA

• PDCO:
– >60 members/alternates (see later)
– Not EMA staff! (hospitals, national agencies…)
– Scientific discussions and opinions
– Based in EU member states

EMA Staff vs. PDCO
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Paediatric Investigation Plans

Details of timing and measures proposed (i.e 
studies, trials and pharmaceutical development) 
necessary to obtain a paediatric indication with an 
age appropriate formulation in all paediatric 
subsets  affected by the condition

• Quality
• Safety
• Efficacy

Marketing Marketing 
Authorisation Authorisation 
criteriacriteria

Development of medicines for children: the EU experience21



EU Paediatric Regulation: 
obligations versus incentives

Type of MP Obligation Incentive Comments

New# 

Medicinal 
product

Paediatric 
Investigation Plan or 
Waiver

6 months 
extension of SPC 
(patent) *

Necessary for 
validation of 
application

On Patent 
and 
authorized
Medicine

Paediatric 
Investigation Plan or 
Waiver

6 months 
extension of SPC 
(patent)*

When new indication or 
new route or new 
pharmaceutical form:
necessary for 
validation

Orphan 
Medicine

Paediatric 
Investigation Plan or 
Waiver

2 additional 
years of market 
exclusivity*

In addition to 10 years

Off patent 
Medicine

None (voluntary PIP 
possible for PUMA)

10 years of data 
protection

Research funds
Paed. Use MA (PUMA)

*if compliance with PIP, information, approval EU-wide
#according to GMA concept
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Rewards

-> if development is compliant with agreed PIP (compliance statement 
in MA);

-> if results of studies included in Summary of PC + patient’s leaflet;

-> if product is authorised in all MSs (except for PUMA):

• Non-orphan products: 6-month extension of SPC (patent 
protection) [not when MAH applied for +1 market protection]

• Orphan medicinal products: 
+ 2 additional years of market exclusivity

• PUMA: 8+2 years of data+market protection

- Product-specific or class waiver does NOT trigger the reward
- « negative » PIP results do allow reward
- Inconclusive studies in PIP do NOT trigger the reward

Development of medicines for children: the EU experience

Reward is given for all PIPs correctly 
completed, but PIPs are “always” 
required (cfr. US PREA, where: 
obligation but no reward)



Provision of Information

Paediatric clinical trials in 
EUDRACT: 
•To include results of all 
clinical trials and of other 
trials ‘submitted to NCAs’
•To include third countries 
trials linked to a PIP
•Paediatric information to be 
made public
•Expected to be 
implemented: Q1 2011
Public access to 



Art. 45 and 46 
(completed studies for authorized 
products)

•Art. 45: all existing paediatric 
studies to be communicated to 
EMEA/NCAs (deadline 26/1/2008) 


 
approx. 10,000 emails 

received

•Art. 46: results of all new 
paediatric studies, sponsored by 
applicant, to be submitted to 
EMEA/NCA within 6 months of 
completion (LPLV), whether part 
of a PIP or not. 

Development of medicines for children: the EU experience25
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Part 3 

Results so far

Development of medicines for children: the EU experience

EMA decisions @ 30 Apr 2010



High workload for EMA and PDCO

Current number of active (open) applications
(30 April 2010)
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High workload for EMA and PDCO

Total procedures (including LoI and modifications)
(July 2007 - 30 April 2010)



Number of Applications
(excluding modifications)

Diagnostic
1%

Gastroenterology-
Hepatology

3%

Haematology-
Hemostaseology

4%

Ophthalmology
2%

Other
4%

Oto-rhino-laryngology
1%

Pain
4%

Psychiatry
2%

Uro-nephrology
3%

Neonatology - Paediatric 
Intensive Care

1%

Infectious Diseases
6%

Pneumology - 
Allergology

18%

Endocrinology-
Gynaecology-Fertility-

Metabolism
11%

Cardiovascular 
Diseases

10%

Dermatology
4%

Neurology
5%

Vaccines
5% Anaesthesiology

1%

Immunology-
Rheumatology-
Transplantation

6%

Oncology
9%

N=817
30 Apr 2010



Withdrawn applications / Orphan MP

Updated April 2010



Updated 20/11/2010



PDCO opinions
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Updated 20/11/2010
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Free paediatric Scientific Advice / Protocol 
Assistance

Development of medicines for children: the EU experience

Year 
2007

Year 2008 Year 2009

Total SA requests 213 264 311

Total PA requests 68 56 77

Paediatric scientific advice 14 13 14

Paediatric follow-up SA 4 5 9

Paediatric protocol assistance - 5 4

Paediatric follow-up PA 3 - 3

Total paediatric SA+PA 21 23 30

Updated Feb 2010
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Collaborations 
(national health authorities, other EU institutions, 
etc.)

Development of medicines for children: the EU experience

• FDA: paediatric cluster with FDA (Staff exchanges, Monthly 
TCs [now with PMDA/Japan], FDA participation to NCWG, 
FWG, experts meetings)

• Health Canada (confidentiality Agreement 2007)

• WHO (“Making Medicines Child Size”, 2008; Network of 
Regulatory Agencies on Paediatric Medicines)

• ICH 

 

guidelines on paediatrics :
– Paediatric formulations
– ICH E11
– Juvenile animal studies?
– PK for modelling, etc.

(not on the agenda for the time being)
• EU Commission: Industry 

 

Health Directorate; Research Dir.)



Reporting – Performance Indicators – Survey 
of paediatric use

•Annual report to the European Commission 
(ongoing) on companies benefiting of, or 
infringing the Regulation (first report published)

•Performance indicators are tracked for report 
at 6 (and 10) years

•Survey of paed use (ongoing)
• 10 MS provided data (very heterogeneous) – larger states 

missing!
• Analysis ongoing
• Results presented to PDCO November 2010
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FP7 funding - Health area 4.2 results (2007-2010) 
Off-patent medicines for paediatric use

Call Response       Support EU Success
contribution Rate

2nd 15 proposals 6 projects ~ 22 mio 40%

3rd        12 proposals          3 projects ~ 18 mio 25%

4th 10 proposals 3 projects ~ 16 mio 30%

Total     37 proposals 12 projects ~ 56 mio 32% 
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Conclusions on impact of EU Paediatric 
legislation
Impact on workload and resources at EMA is high 
(not just on EMA)
• Most legal deadlines have been met with success, 

thanks to preparation and motivation of staff and 
Committee

• Public funding assigned through FP7
• No evidence yet of an increase in clinical trials
• Active and positive collaboration within the Agency
• Product information changes already visible
• Delayed publication in EudraCT: Q3 2010

Development of medicines for children: the EU experience
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Part 4 

PDCO responsabilities and organisation

Development of medicines for children: the EU experience



Paediatric Committee (PDCO)

+ alternates



Composition of PDCO

• 27 members, 1 from each EU member state


 

5 nominated by CHMP (members of both committees)


 

The remaining 22 are nominated by the remaining 22 
member states

• 6 representatives nominated by EU Commission:


 

3 representatives of Healthcare professionals


 

3 representatives of Patients’ and Parents’ organizations

• 2 representatives of EEA MS (Norway, Iceland): no 
right to vote

Each member has an alternate
40



Functioning of PDCO

• Chair and vice-chair nominated among its 
members (not alternates). Can be renewed once.

• Members, chair and vice-chair have 3-year 
terms.

• Meets 12 times a year, for 2.5-3 days, in London 
at EMA

• 1-2 informal meetings per year (1.5 days) in 
rotating EU countries

41



“Main” roles of PDCO

• To adopt opinions on PIP/waivers (decision signed by EMA 

Executive Director, not by EU Commission)

• To provide advice on any question relating to 
paediatric medicines (at the request of the Agency's Executive 

Director or the European Commission)

• To assess data generated in accordance with agreed 
PIP, to adopt opinions on the quality, safety or 
efficacy of any medicine for use in the paediatric 
population (at the request of the CHMP or a national competent 

authority)
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“Other” roles of PDCO
• To advise Member States on the content and format of data to 

be collected for a survey on all existing uses of medicinal 
products in the paediatric population

• To establish and regularly update an inventory of paediatric 
medicinal product needs

• To advise and support the EMA on the creation of a European 
network of persons and bodies with specific expertise in the 
performance of studies in the paediatric population

• To advise the EMA and the EU Commission on the 
communication of arrangements available for conducting 
research into paediatric medicines.
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Waivers:

Three types:Three types:
•• ““totaltotal”” (product(product--specific) waiver specific) waiver 

 

for all 
conditions/indications being applied for a product

•• partial waiver: partial waiver: one and more subset(s), indication(s), but 
there is a PIP!

• Class waiver: for a class of products in a condition, or for all 
products aimed at a condition

Legal grounds: 
•Lack of efficacy and safety
•Disease or condition occurring only in adults population
•Lack of significant therapeutic benefit



Deferral(s):

Instrument to avoid delaying marketing Instrument to avoid delaying marketing 
authorisation in adultsauthorisation in adults
““DeferredDeferred”” means Marketing Authorisation means Marketing Authorisation 
Application for adults is possible before Application for adults is possible before 
initiation/completion of one or more initiation/completion of one or more 
measures in the PIP measures in the PIP 

•• Given by study/measure Given by study/measure ((cfrcfr US PREA: US PREA: ““totaltotal”” 
deferral)deferral)

•• For initiation and/or completion of For initiation and/or completion of 
study/measure: study/measure: completion of a clinical trial may 
be deferred  but initiation may not be!
Development of medicines for children: the EU experience45
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Part 5 

ENPREMA 
European Network of Paediatric Research at EMA

Development of medicines for children: the EU experience
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• To link together existing networks

• To provide expertise and access to infrastructure 

for industry to conduct studies in children

• To define consistent and transparent quality 

standards 

• To harmonise clinical trial procedures

• To define strategies for resolving major challenges 

• To communicate with external stakeholders 

Key operational goals
ENPREMA
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•Implementation strategy adopted by EMA 
Management Board (Jan 2008)
•Identification of existing networks

• List published on EMA webpage (2009)

•First workshop with existing networks (Feb 2009)

•2 working groups:
– WG 1: structure and operational model 

– WG 2: definition of recognition criteria (Criteria published on the EMA web- 
page for public consultation, Feb 2010)

• Definition of structure and coordination group 
(2010)

What has been achieved  so far ?

ENPREMA
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Coordinating 
Group (20)

3 year 
membership

EC 
(DG)

Proposed Structure
Coordinating Group

ENPREMA
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• Max 20 members, for a maximum of 3 years

• 2 Members of the Paediatric Committee

• 1 Member of the European Commission

• 17 representatives of networks / groups of

networks

• No industry in the group but obvious stakeholder

Coordinating Group
ENPREMA
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Role of EMA

- to provide secretarial support to the activities of the network

- to organize and host meetings of the network

- to coordinate exchange of information between network 

partners

- to provide information to external partners and stakeholders

The EMA does not decide on recognition

ENPREMA
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Next Steps

• 3-month period for networks to do self-assessment 
and publish results

• All networks fulfilling recognition criteria 
automatically member of ENPREMA

• Implementation of coordinating group by end of 
2010

• Election of Chair of coordinating group during first 
official ENPREMA meeting scheduled for 10/11 March 
2011 (2 days, one with industry)

ENPREMA
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More information

http://www.ema.europa.eu/ 
htms/human/paediatrics/net 
work.htm

ENPREMA
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Part 6 

PUMA 
Paediatric Use Marketing Authorisation

Development of medicines for children: the EU experience
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PUMA

• New dedicated type of Marketing Authorisation application 
(MAA) for exclusive paediatric use

• Intended for off-patent medicinal products:
– Authorised: PIP is voluntary (art 8 does not apply, as there is no 

patent/SPC)

– Not authorised: PIP is compulsory (as art. 7 will apply at MAA even if not 
a new active substance), only possible reward is PUMA reward (as no 
patent/SPC)

• Incentives: 
• 10 year marketing protection (compliance with agreed PIP 

necessary) on data contained in the PUMA (8+2+[1])
• Fee reduction for MA/postauthorisation

• Projects funded from FP7 in the priority list of off-patent 
products should aim at a PUMA
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PUMA proposal
OFF PATENT MEDICINE

MAH Non-MAH

?

“Art 30” PIP  
All subsets

One condition

PUMA PUMA

“Art 7” PIP    
All subsets

As new product/PUMAAs PUMA
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PUMA

• Results so far rather disappointing

• 24 to 30 PIP applications for possible PUMA

(difficult to say as PIP application for new product + 
possible PUMA not identifiable) 

• 2 PUMA applications so far

• Incentive is weak (data protection + market 
protection) and limited to the paediatric data
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Conclusion



Implications of paediatric regulation for 
national agencies 
(national competent authorities)

• Nomination of representatives in PDCO

• Paediatric regulation applies also to “national” 
products, not only centralised ones:

• Validation of each “new medicinal product” triggers art. 7 


 

need for PIP + results or deferral / waiver
• Existing, on-patent products trigger art. 8 for new 

indications, routes and ph. Forms
• Paediatric validation” task of the national agency. Possible 

stop at validation!
• Compliance check: for completed studies/measures, can be 

either done by national agency or delegated to PDCO
59



Thank You 

and thanks to Agnes Saint- 

Raymond and the Paediatric 

team for analyses, data and 

graphs

PDCO celebration for 1000th application
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