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Paediatric Initiatives

Drugs must be developed as well as they
are for adults

To adequately study drugs in 

paediatrics!

 to evaluate efficacy and safety

 to assess correct dosages

FOR A LONG TIME R&D IN PAEDIATRICS NOT 
REGULATED

Children represent a 

vulnerable population
 clear criteria for the protection
 not able to give consent

FDA, 1994 EU, 2006



FRAMEWORK GOVERNING PAEDIATRIC 
RESEARCH IN EU

ICH Topic E11 Guideline
EC Recommendations 2008

Directive 2001/20/EC 

Science and society action plan  - EC, 2002

Oviedo Convention, 1997

Regulation (EU) No 536/2014 



THE NEW REGULATION: IMPACT ON 
THE PAEDIATRIC POPULATION

• Informed consent of the legally designated representative

• Minor informed in a way adapted to his/her age and mental maturity from 
investigator/team member experienced in working with children

• Respect of the explicit wish of a minor capable of forming an opinion to refuse 
participation in/withdraw from the clinical trial

• If during a clinical trial the minor reaches the age of legal competence to give 
informed consent his/her express informed consent shall be obtained before 
he/she can continue the participation in the clinical trial

Minor shall take part in the informed consent procedure in a way adapted 
to his/her age and mental maturity

Children have the right

 to say what they think
 to get and share information
 to think and believe what they want
 to privacy



ETHICAL ASPECTS IN PAEDIATRIC CLINICAL 
TRIALS AS RELEVANT PART OF TEDDY SINCE THE 

BEGINNING
• Objective 5

– To increase awareness of, and to contribute to the debate 
on, ethical issues arising from: a) paediatric drug research 
and use, including off-label and unlicensed use; b) the 
extended use of biotechnology for diagnostic and 
therapeutic purposes

• Entire workpackage (WP7) solely dedicated to ethics
– Objectives:

• To address ethical issues connected with specific biomedical and 
technological activities 

• To collect information on Ethics Committees (ECs) operating in 
Europe

• To draft recommendations and other documents for submission to 
the European Commission and other interested parties



SURVEY ON ETHICAL AND LEGAL FRAMEWORKS 
EXISTING IN EUROPE FOR CTs IN PAEDIATRICS

• Objective

– to analyse measures enforced by Member States to 
implement the Clinical Trials Directive and all the 
other European norms relevant for clinical research in 
paediatrics

• Responses from 27 Countries 

• Results

– Many differences in the protection of children 
involved in clinical research exist across Europe

Journal International de Bioéthique 
3/2008:17-48

Pharmaceutical Policy and Law 
11/2009:1-9



SURVEY ON THE INVOLVEMENT OF ECs IN 
PAEDIATRIC RESEARCH IN EUROPE

• Objectives
– Establish competences of ECs in Europe
– Evaluate how the paediatric expertise is guaranteed
– Assess EC awareness of the new European paediatric regulatory 

framework
– Assess the impact of the new European paediatric regulatory 

framework on ECs activities and on CTs according to ECs POV

• Responses from 22 Countries 
• Results

– Gap between the European and the local levels
• lack of knowledge of the European regulatory framework related to 

paediatric research
• lack of awareness of ethical issues specifically related to paediatric

research
• lack of involvement of ethics committees in paediatric research

Acta Paediatr. 2012 
Jan;101(1):e27-e32



STARTING FROM 2010



OBJECTIVE

Information on the relevant local requirements and 
procedures for a Clinical Trial Application

• Laws governing clinical trials

• Ad hoc provisions for paediatric trials

• Details on the ethics committees / national competent 
authority

• Type of application (paper or electronic) / existence of 
a national website

• Procedures for compiling the EU CTA form (e.g. from 
EudraCT or from the national database)

• Documents to be submitted and any applicable fees

Provisions regarding:
 informed consent
 age classification
 minor’s assent
 assent forms



METHODOLOGY

• Collection of information through publicly available 
sources of information
– Council of Europe
– EudraLex
– EFGCP
– Enpr-EMA
– EUCROF
– official national law databases
– other relevant projects/initiatives 

• Confirmation of collected information with the aid 
of actors involved involved in TEDDY clinical trials



… and it is 
continuously 
expanded to other 
States/Countries

METHODOLOGY (2)
• Inventory started from the Countries involved in 

TEDDY clinical trials 





MAIN FINDINGS
 Eighteen (18) is the legal age to provide consent to be 

included in the research in almost all Countries

 Usually both parents are required to sign the ICF, but 

there are exceptions (e.g. Estonia or Spain)

 Many Countries follow the ICH E11 age classification

 Minimum age for assent is heterogeneous (from 6 to 

16)

 Signed assent form is required in many Countries, but 

again minimum age for signed assent form is 

heterogeneous (from 5 to 16)



INFORMED CONSENT:
LACK OF HARMONISATION

Even if the requirements for the Informed
Consent Form and Assent Form in pediatric
clinical trials within European countries are
similar and in accordance with the ICH GCP, there
is a difference within individual countries, which
are not harmonised in Europe. These
discrepancies can present challenges for
paediatric clinical trials.

• Assent and consent: differences in use and 

definitions

• Differences in consent and assent age limits 

• Differences in legal signatures



PATIENTS TAILORED APPROACH

• 3 different BOOKLETS explaining the CT’s aims and
procedures and what they are going to experience

• 2 different ASSENT FORMS

Available in the 6 
project languages 
(Albanian, Arabic, 

English, French, 
Greek, Italian)



PATIENTS TAILORED APPROACH

 3 different BOOKLETS for each study (GABA-1 e 
GABA-2) for different age groups

 2 different ASSENT FORMS for patients from 7 to 17 
years of age, specific for each study

Available in the 7 
languages of the 
project (Albanian, 
French, Greek,
English, Italian, Dutch 
and German)



PATIENTS INFORMATION LEAFLETS 
AND INFORMED CONSENT FORMS
Booklet and assent forms for children form 7 to 11 years of age



PATIENT DIARY AND BOOKLETS
Patient diary for each study (GABA-1 and GABA-2)



PedCRIN - Paediatric Clinical 
Research Infrastructure Network 

AIM
To upgrade the existing European Clinical Research 
Infrastructure Network (ECRIN) and to improve its 
business model and financial sustainability, 
attracting more industry-sponsored trials and more 
Member and Observer countries, involving both 
scientific communities and government 
representatives in these strategic discussions. 



PedCRIN WP3 
TOOLS FOR PAEDIATRIC TRIALS

Objectives

• Develop tools specific for paediatric trials or 
tools already developed by participants, in 
order to upgrade tools already developed by 
ECRIN to take into consideration paediatric
specifications

• Disseminate tools to members of PedCRIN and 
to ECRIN partners

• Train members and support the use of the tools

Task 3.3: Upgrade, maintenance and sustainability of tools for 
paediatric trials

Various tools developed by ECRIN will undergo upgrade and 
integration of paediatric components

Ethical and regulatory database: integration of missing paediatric
ethical data (also involving BBMRI), and in the longer term merger of 
all the existing database into a single instrument




