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Existing Studies

Less than 50% of 

Paediatric Medicines 

have been studied in 

children

Registrative studies are 

increasing in the 

Centralised versus 

Decentralised 

procedure

Medicines approved to be used in the paediatric population 

Ceci A. et al on behalf of TEDDY, , Eur J Clin  Pharmac, July 

2006



51% of Orphan
Drugs are 
designated for
paediatric
conditions

Only 40% of orphan
drugs are 
approved for
them

Neonates and younger
children are 
particularly
orphans of
medicines

THE PROBLEM



 Ethical concerns for enrolling 
children in clinical trials

 Economic concerns that prevent 
industries to invest a large 
amount of money to have a very 
small market  

 Methodological issues related to 
reduced sample size

Paediatric clinical trials:
The historical situation

PHYSICIANS-
PARENTS-
HEALTH A.

PHARMACEUTICAL 
COMPANIES

CLINICIANS 
METHODOLOGISTS



 Ethical concerns for enrolling 
children in clinical trials
(PHYSICIANS-PARENTS)

 Economic aspects that prevent 
industries to invest a large 
amount of money to have a very 
small market 
(PHARMACEUTICAL 
COMPANIES) 

 Methodological issues related to 
reduced sample size (Regulatory 
and researchers)

Paediatric Clinical Trials

The EU interventions

EU Paediatric
Regulation

26 Jan 2007

Dir. 20/2001, art.4
E11-ICHGuidelines
Ad hoc Guidelines
Recommendations

Concept Papers

Ethical considerations 
for Cts on medicinal
products conducted 

with the paed 
pop,2008



 For the first time Directive 20/2001, art.4 has 

stated that 

 ‘Paediatric Clinical Research’ is on the right 

of children

 ‘children involved in clinical research should 

be protected at an higher (then adults) 

scientific and ethical level

 Provisions are detailed in to revised 99/ICH 

Guidance
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 Stimulating R&D of 
medicines for paediatric 
population(s)

 Ensuring these products 
appropriately tested and 
authorised

 Improving availability of 
infos on drug use in 
children

 Any unnecessary CTs in 
children

Children protection is the core of the legislation

No mention in the PR to 
children and their families as 
‘actors’ of the process 

 Separate procedure AND 

SHEETS for consent and 

paediatric assent

 Paediatric expertise in 

the ECs

 Information to be  

provided to Children

 Reducing Distress

No binding nature of these 
provisions; no reference to 
International sources (OVIEDO)
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 The PDCO composition

 The PDCO duties and power

 The PDCO initiatives
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COMPOSITION 
5 CHMP members

+
1 member per Member State 

+
6 members from 
patients/families 

& HCP associations

Each member has an 
alternate

No ‘direct’ children
representation

No ‘direct’ families
representation and 
dialogue with PDCO

No specific issues
in the current PIP 
evaluation



… the main PDCO task is to guarantee the 
protection of vulnerable research subjects 
and the avoidance of unnecessary trials, while 
evaluating and approving PIPs .

Children protection should be 
particularly implemented….

Research priorities and needs

Alternative trials design

Alternative assays (blood loss, 

alternative sample) 

Paediatric control group





Which age group covered?

a In one of the seven plans, the PDCO requested to cover the entire age 

group instead of only parts of the age group 

b In three of the seven plans, the PDCO requested to cover the entire age 

group instead of only parts of the age group



 Placebo use should be restricted 
because children cannot consent

 Not in serious or life-threatening 
diseases

 It should be associated to rescue 
treatment or escape procedure, if 
appropriate

 Placebo can be used as 
comparator when
◦ There is no common accepted therapy 

for the condition
◦ Commonly used therapy for the 

condition is of questionable efficacy or 
safety

Ethical protection should be implemented
Paediatric Control Group

Placebo used in 26% of trials 
supporting MA of medicines 
approved under CP

Placebo use approved by 
PDCO only in very uncommon 
situations



 Alternative sampling (e.g. urine 
or salvia sampling) for PK 
studies should be preferred 
when possible 

 Repeated sampling during the 
day should be avoided

 Per individual, blood loss should 
not exceed 1% of the total blood 
volume at any single time and 
3% of the total blood volume in a 
month

Ethical protection should be implemented
Use alternative methods

Simulation studies
should be used to 
define optimal 
sampling times

and

Population PK
modelling to minimise 
pain and distress 
(limited number pf 
sampling per subject)



 The PDCO initiatives

◦ In the contest of the EMA initiatives

◦ PDCO specific initiatives
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PDCO

SAWP

QWP/BWP

EWP

SWP

PhVWP

CHMP

COMP

HMPC

Patients' & Consumers' 

Working Party (PCWP)



 It consists of a core group of representatives 
from patients' & consumers' organisations (30) 
that provide recommendations to the EMA and its 
human scientific committees on all matters of 
interest to patients in relation to medicinal 
products:

Involvement of patients and consumers 

• Membership of the Management Board

• Membership of three scientific committees:

• Committee for Orphan Medicinal Products (COMP), 

• Committee for Advanced Therapies (CAT), 

• Paediatric Committee (PDCO)



This group, which was established in 2006, has 
enabled the EMA to creating a permanent forum for 
dialogue with patients and to empowering them

The model Empowered Patient should be involved in  
four main areas:

 transparency and dissemination of information;

 product information including ‘EPAR’

 Pharmacovigilance (PhWP and ENCePP);

 interaction with the EMA and its scientific 
committees.



A representative of the Royal 
College of Paediatrics and Child 
Health (RCPCH) presented to the 
PDCO the guide. ‘Not Just a 
Phase’, which provides 
information to ensure the safe, 
meaningful and ethical 
participation of children and 
young people within the delivery 
of child health services and, 
practically demonstrates how 
collaboration between Health 
Care Professionals and young 
people can contribute towards 
creating a culture of 
participation. (January 2011)



Following this presentation the PDCO 
agrees:

 To increase contacts with families 
representatives

 To support a direct role of children 
at the EMA and PDCO

 To invite research groups and 
patients associations to provide 
proposal on children and parents 
involvement in clinical trials

 To identify groups and 
organisations willing to collaborate 
in this exercise.

HOW CAN RESPECT 

BE INVOLVED?



 The European Paediatric Initiative is having a profound impact on 
paediatric clinical trials

 PDCO represents the principal pillar of this initiative but is not 
committed to have direct dialogue with children  and families

 However the need to increase children and families empowerment 
with paediatric clinical trials has been recognised

 In the described context RESPECT, aimed to translate children needs 
into research (FP7) framework , represent an original and may be 
‘unique’ experience

 RESPECT results deal with  

◦ ‘children’ empowerment 

◦ Children CT participation (motivation and acceptance)

 In the research period a valuable experience has been accumulated 
and is to be disseminated  to different stakholdres including PDCO

HOW CAN RESPECT BE 
INVOLVED?



 What next?

◦ Enhance the proposed collaboration at PDCO level

◦ Propose a paediatric subcommittee at Patients' & 
Consumers'  Working Party  level

◦ Increase participation to the European initiatives 
(EnPREMA as an example)

◦ Create a new collaborative environment among 
actors including PDCO/EMA/EC

◦ Enhance structure and organization to continue to 
develop such innovative initiative after the end of the 
funded period


