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Aim: To evaluate the impact of the new European paediatric regulatory framework

on the activities of Ethics Committees operating in Europe and to assess their involvement
and interest in paediatric research.

Methods: Task-force in Europe for Drug Development for the Young Network of
Excellence and Relating Expectations and Needs to the Participation and Empowerment of
Children in Clinical Trials project set up an inventory of Ethics Committees existing in
Europe and conducted a survey on their approach to paediatric trials.

Results: Ethics Committees operating in 22 European Countries participated in this
survey. Results showed a high lack of knowledge, understanding and awareness of the
current European paediatric regulatory framework and a lack of involvement of Ethics

Committees in paediatric research, especially in terms of training and education,
demonstrated also by the decreasing number of Ethics Committees answering exhaustively
to the whole questionnaire. The majority of participating Ethics Committees expressed
interest in future initiatives related to paediatric research.

Conclusions: Despite a limited knowledge and understanding of the current paediat-

ric regulatory framework, a significant number of Ethics Committees operating in Europe
show interest in initiatives related to paediatric research. Networking may be an essential
tool to be used to enhance Ethics Committees role in supporting paediatric research. Any
initiative should be undertaken at European level in collaboration with European Union

Institutions.

INTRODUCTION
Clinical research develops at an astonishing rate, and new
drugs and therapeutic options are constantly discovered
and applied in clinical practice.

Any type of scientific research on human subjects always
has to take into account ethical guidelines and legal rules
(1-3), and special attention and specific guarantees are
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required when ‘vulnerable populations’, such as children,
are involved in clinical research (4-8).

In the European Union (EU; Europe), the rights and
well-being of children participating in clinical research are
currently assured by the provisions of Directive 2001/
20/EC (CT-Dir) (9), a reference legislative instrument
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evaluate the impact of the new European paediatric reg-
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interest in paediatric research. Results showed a lack of
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e Networking may be an essential tool to be used to
enhance the role of ethics committees in supporting
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which entered into force in 2001 and aimed at providing
a homogeneous legal and ethical framework for the
conduct of clinical trials in the European Economic Area.
The Directive includes a specific article, Article 4, aimed
at ensuring the protection of minors taking into account
their emotional, physiological and psychological specifici-
ties.

Between 2006 and 2007, the Task-force in Europe for
Drug Development for the Young (TEDDY), a Network of
Excellence funded by the European Commission under the
6th Framework Programme, carried out a survey to examine
the measures enforced by Member States (MS) to imple-
ment the CT-Dir and other relevant European norms.
Results showed that many differences exist in the protection
of minors involved in clinical trials across Europe mainly
because of the Directive implementation process and a lack
of coordination among MS (10,11).

In January 2007, the European Paediatric Regulation
(12,13) entered into force with the aim of increasing avail-
ability of medicines specifically studied in children, stimu-
lating high-quality, ethical paediatric research, and making
information and data on clinical trials in children and pae-
diatric medicines easily accessible to the public (14). The
Regulation is binding in its entirety and directly applicable
in all Member States.

In February 2008, the European Commission released
the ‘European Ethical recommendations for clinical trials
on medicinal products conducted with the paediatric popu-
lation’ (European Ethical Recommendations) aiming at
developing safe and effective medicines for children while
ensuring their protection and defining rules related to the
risk/benefit balance assessment, the information and con-
sent/assent process, and the process of ethical review of
paediatric protocols (15). Individual data protection and
insurance issues are also addressed. This nonbinding,
declaratory instrument provides recommendations on ethi-
cal aspects of clinical trials involving children and intro-
duces a new ethical and regulatory context integrating
principles contained in various other European/interna-
tional ethical/legal sources (16,17). It constitutes a refer-
ence document for Ethics Committees (ECs).

Because the approval of clinical trials, including their eth-
ical review, is performed at Member State level by national
or local Ethics Committees, the correct implementation of
the European regulatory framework (especially of the
European Ethical Recommendations) is also under their
responsibility and it directly influences their activities.

AIM OF THE STUDY

TEDDY and the Relating Expectations and needs to the
Participation and Empowerment of children in Clinical Tri-
als (RESPECT) project carried out a survey specifically
addressed to ECs with the objective of pointing out propos-
als to facilitate the integration of Ethics Committees inter-
ested in paediatric research across Europe and to determine
a road map to enhance the role of ECs in promoting the
development of medicine tailored for children.
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In particular, this investigation aimed at

e identifying Ethics Committees operating in Europe;

e identifying the ECs entitled to review paediatric proto-
cols, according to their national legislation,;

e evaluating how paediatric expertise is guaranteed in
Ethics Committees;

e assessing ECs awareness of the new European paediatric
regulatory framework;

e monitoring and assessing the impact of the new paediat-
ric regulatory framework on Ethics Committees activi-
ties; and

e identifying future initiatives aimed at increasing ECs
involvement in paediatric research.

METHODOLOGY
An inventory was carried out to identify Ethics Committees
operating in Europe. The results of the first TEDDY survey
(10,11) provided the approximate number of ECs and the
website addresses where their contact details are available.
Other sources were TEDDY and RESPECT Partners, MS
Medicines Agencies and personal direct information. When
details were not available or easily accessible through the
Internet, Paediatric Committee (PDCQO) members were con-
tacted for support. The inventory was planned and carried out
between April and June 2009 and is continuously updated.

The survey was performed entirely online. ECs received
an electronic invitation letter with a link to the question-
naire that presented first a filter question to establish
whether the Committee was in charge of reviewing paediat-
ric clinical trial protocols. ECs that are not entitled to assess
paediatric studies did not continue with the investigation.

A total of 12 questions, whose replies were either manda-
tory or optional, were presented. The survey was divided
into two main sections:

1. Ethics Committees and paediatric research under the new
regulatory framework in Europe, focusing on the ECs
awareness and knowledge of the current regulatory
framework in paediatrics and its impact on their activities.

2. Interest and involvement of Ethics Committees in paedi-
atric research, focusing on the interest of ECs in being
involved in activities related to paediatric research.

The preliminary version of the questionnaire was dis-
cussed and shared with members of the PDCO. Two elec-
tronic mailings of the invitation were sent, and
subsequently, Ethics Committees were contacted directly.

The results below are expressed as frequencies and per-
centages. Analyses were performed on the whole sample
and on subgroups stratified in old EU Member States - EU-
15 (Austria, Belgium, Denmark, Finland, France, Germany,
Ireland, ITtaly, Luxembourg, Portugal, Spain, Sweden, The
Netherlands, UK) and new MS (Cyprus, Czech Republic, Es-
tonia, Latvia, Malta, Poland, Slovakia). Norway and Iceland
are associated with the European Research Programmes
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Table 1 Ethics Committees existing in Europe

Inhabitants
Country No. of ECs (millions) No. ECs,/1.000.000 inh.
Bulgaria 103 7.6 13.55
Iceland 3 0.3 10.00
Finland 25 5.3 472
Italy 270 60 4.50
Belgium 38 10.7 3.55
Austria 27 8.3 3.25
Spain 143 45.8 3.12
Ireland 13 45 2.89
Slovakia 13 5.4 241
UK 143 61.7 2.32
Latvia 5 2.3 2.17
Luxembourg 1 0.5 2.00
Malta 1 0.5 2.00
The Netherlands 32 16.4 1.95
Denmark 9 55 1.64
Estonia 2 13 1.54
Norway 7 4.7 1.49
Poland 54 38.1 1.42
Cyprus 1 0.8 1.25
Czech Republic g 10.5 0.86
Sweden 7 9.2 0.76
Germany 54 82 0.66
France 40 64.3 0.62
Lithuania 2 33 0.61
Slovenia 1 2 0.50
Hungary 1 10 0.10
Portugal 1 10.6 0.09
Greece 1 11.2 0.09
Romania 1 21.5 0.05
Total 1007 504.3 2.00

Sources: TEDDY inventory; European Union website (http://europa.eu/
about-eu/member-countries/index_en.htm)

and have been included in the EU-15 group because of their
clinical research legal and ethical frameworks.

RESULTS

One thousand and seven ECs in 29 European Countries
were identified (Table 1), and contact details were collected
for more than 830 ECs in 28 Countries. Replies were
gathered from a total of 154 ECs (18.2%) operating in 22
Countries, with a response rate below 10% in four Countries
(Spain, Finland, Germany, UK) but exceeding 30% in 12
MS.

One hundred and thirty-nine Committees declared to be
entitled of reviewing paediatric clinical protocols, 73
(52.5%) of which also answered the optional questions.

Almost 59% of the 73 responding ECs include paediatric
experts as full members, usually a paediatrician, while
28.8% take advise from an external expert case by case
(Fig. 1).

Only 14.4% of 139 ECs declared to having formally dis-
cussed and/or analysed the European Paediatric Regulation
and only about 13% reported to having formally discussed
and/or implemented the European Ethical
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12.3%

M Paediatric expertises included in the ethics committee
Advice from external expert requested case by case

= No paediatric expertise

Figure 1 Paediatric expertise in Ethics Committees.
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Figure 2 Ethics Committees formal knowledge of the current European paedi-
atric framework.

Recommendations (Fig. 2). Analyses were usually carried
out through dedicated sessions or training initiatives.

When asked about the influences of the new regulatory
framework, 35.6% of the 73 responding ECs reported ‘no
impact’ on their work from the Paediatric Regulation, about
29% indicated ‘low impact’, 26% ‘sufficient’ and around
10% ‘high impact’. The trend was confirmed when consider-
ing the influence of the European Ethical Recommenda-
tions: only 6.8% acknowledged ‘high impact’, 11.8%
‘sufficient’, 26% and about 44% ‘low’ or ‘none’, respectively.
Figure 3 details the major type of influences recognized by
ECs. Other effects were increased attention to paediatric
protocols, increased facility to carry out paediatric trials and
the necessity to specify ethical requirements.

Figure 4 summarizes ECs opinions on the major issues to
be dealt with under the new framework: about half of our
sample identified the increased need for additional expertise
to evaluate paediatric protocols (52.1%) and for measures
to minimize pain, distress and fear of children (46.6%).
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Figure 3 Impact of the European Paediatric Regulation and the European Ethi-
cal Recommendations.

Complexity in evaluating inclusion/exclusion criteria,
risk/benefit balance and consent/assent procedures was
also highlighted as main concerns. Issues related to com-
pensation for parents and children and to insurance, provi-
sions for protection of personal data and administrative
burdens were declared to be unchanged.

Only 30% per cent of the 73 respondents declared to have
participated in initiatives in the field of paediatric research,
and those who did usually took part in conferences (68%)
and training activities (32%). Moreover, 74% declared an
interest in being involved in European initiatives related to
paediatric research, preferring means such as training at
national and local level and networking among ECs (59%
and 56%, respectively). Debates and conferences (at
national level) and educational initiatives supported by
European Institutions were less preferred (54% and 50%,

Measures to minimise pain, distress and fear in children
Issues related to compensation of parents/children
Issues related to insurance for paediatric trials
Provisions for personal data protection

Use of control groups, including use of placebo

Risk monitoring procedures

Risk assessment/minimisation procedures

Complexity in evaluating the risk/benefit balance
Complexity in the paediatric consent/assent procedures
Complexity in evaluating the inclusion/exclusion criteria
Need for additional expertises to evaluate CT protocols
Unnecessary paediatric trials

Administrative burden
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respectively). Seventy-three per cent of those Ethics Com-
mittees interested in networking belong to the EU-15 (Bel-
gium, France, Germany, Ireland, Italy, Luxembourg,
Portugal, Spain, Sweden, The Netherlands), while 27% are
established in new MS (Cyprus, Czech Republic, Estonia,
Latvia, Malta, Poland).

DISCUSSION

The CT-Dir introduced a number of measures to harmonize
the ethical review of clinical trials and facilitate clinical
research. It required MS to legally establish Ethics Commit-
tees and introduced ECs obligations and specifications,
formal procedures and timelines, composition and compe-
tencies. Specific provisions were also adopted for reviewing
clinical trial protocols including children. However,
because of the nature and legal force of a Directive, MS had
some flexibility in implementing its provisions in their
national legislation. Thus, ethical review procedures and
the amount and quality of publicly available information
vary significantly among European Countries (18).

Our results show that the number, competence and com-
position of ECs vary greatly across Europe. For example,
Italy has the largest number of Ethics Committees, while
Countries like Malta, Cyprus or Hungary have only one EC
(Table 1). Nevertheless, if we relate the number of ECs to
the population, Bulgaria has the highest number of ECs per
million inhabitants (13.55) and Romania the lowest (0.05).
These differences could reflect the diverse legal and social
backgrounds and the different organization and funding of
healthcare systems across the EU. An inventory of Ethics
Committees operating in Europe, updated on a regular
basis, is an important tool to facilitate the exchange of
adequate and reliable information on their activities and
procedures.
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Figure 4 Main issues to be dealt with by Ethics Committees.
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Moreover, our results demonstrate that a gap exists
between the current regulatory framework and ECs aware-
ness, knowledge and understanding of the major issues
related to paediatric clinical research: a very limited number
of Ethics Committees declared of having formally discussed
and analysed the most important European legal instru-
ments devoted to paediatric research. That could explain
the lower rate of ECs answering the optional questions
related to more specific issues.

Additionally, the majority of ECs operating in EU-15
Member States declared a low impact of the Paediatric Reg-
ulation (39%) and the European Ethical Recommendations
(50%). On the other hand, 33% of ECs in new EU MS
declared ‘high impact’ of the Paediatric Regulation and are
mainly divided between ‘high’ and ‘sufficient’ impact of the
European Ethical Recommendations, suggesting that the
latter has been identified as a more effective tool for influ-
encing the activities of Ethics Committees. These data sug-
gest that ECs operating in new EU MS are more actively
involved in efforts for integration and harmonization
towards EU research and health norms and systems than
EU-15 Ethics Committees (19).

Overall, ECs recognized as possible effects of the new
European paediatric regulatory framework, the increase in
the number of medicines tailored for children, of well-
designed paediatric trials and of paediatric multicentre clin-
ical studies. Nevertheless, it has been stressed that there still
is a lack of knowledge regarding the risks and burdens that
are acceptable for children in different age groups.

Finally, even if the increased involvement of children in
clinical research has been recognized as an effect of the new
regulatory framework, it has also been underlined that it is
difficult to adapt information to parents and children in
accordance with the new requirements.

CONCLUSIONS

Our survey demonstrates that there is a lack of knowledge
of the European paediatric regulatory framework, of aware-
ness of ethical issues related to paediatric research and of
involvement of Ethics Committees in paediatric research,
especially in terms of training, education and other similar
activities.

Given that ECs are one of the most important actors in
guaranteeing the safety, rights and well-being of children
involved in clinical research, it is of primary importance to
increase their competence and their involvement in paediat-
ric research and to promote the implementation of the
European Ethical Recommendations at local level.

In this context, to increase the ‘capacity building’ in the
field of ethics of paediatric clinical research should be an
important objective.

Networking may be a fundamental tool to enhance col-
laboration and experiences and information exchange. It
should be particularly important to promote these initiatives
in the new Member States where the number of clinical tri-
als is increasing.
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One possible relevant result of networking could be the
development of a comprehensive guide practically address-
ing paediatric ethical issues in accordance with all the rele-
vant international and European ethical and legal sources.

This guide, chaired at EMA level, should address all those
specific ethical issues related to paediatrics: informa-
tion/authorization-assent process, paediatric expertise of
Ethics Committees in charge of reviewing paediatric proto-
cols (including training and education of the members of
the ECs), use of placebo, compensation for damage as well
as other specific aspects to be considered in reviewing pae-
diatric protocols.
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