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The inadequate position of children with
regard to optimal drug therapy is well
recognised1, 2. One reason is the lack of clinical
trials in children. Paediatric clinical studies
are more difficult than studies in adults
because of ethical, practical and economic
considerations3, 4. Obtaining “informed”
consent from young patients is difficult and
must therefore involve the parents instead
of the patient5, 6. The significant differences
in pharmacokinetic and pharmacodynamic
properties in the different age ranges require
series of trials to be performed in various age
groups. The paediatric drug market is also
commercially difficult due to the relatively
limited use of most drugs in children.

Attempts to improve the situation in Europe
were initiated in 1997 when the Committee
for Proprietary Medicinal Products (CPMP),
part of the European Agency for the
Evaluation of Medicinal Products (EMEA),
published the “Note for guidance on clinical
investigation of medicinal products in
children”7. This guidance describes how and
when drugs should be tested in children.
Studies carried out between 1999 and 2002,
however, found no significant improvement
in the situation, with only a slight increase
in the number of drugs with paediatric
indications approved by the EMEA8-10. 

In 2000, the European Commission (EC) took
a more proactive approach by proposing new
regulatory actions to address the lack of
suitably adapted paediatric medicinal products
in a document entitled “Better Medicines for
Children”11. This consultation document
presented six main objectives: increasing the
availability of authorised medicinal products
that are suitably adapted to the needs of
children of different age groups; ensuring that

pharmacovigilance mechanisms are adapted
to meet the challenges of possible long-term
effects in specific cases; avoiding unnecessary
studies through the publication of details of
clinical trials already initiated; establishing a
list of priorities for research; developing
European excellence in the field of research,
development, and assessment of clinical trials
for paediatric medicinal products through the
creation of a specific and dedicated committee
or expert group; ensuring that the highest
ethical criteria are met in carrying out the
studies. 

Another achievement was reached in 2001
when the International Conference on
Harmonisation Guideline on the Clinical
Investigation of Medicinal Products in the
Paediatric Population came into effect in the
United States, Europe, and Japan. A Directive
on Good Clinical Practice was adopted in
April 2001, which also addresses issues
involving the inclusion of children in clinical
trials and describes criteria for their
protection. Following the proposal for the
creation of a dedicated expert group in the
EC’s “Better Medicines for Children”
document, the CPMP set up a Paediatric
Expert Group in 2001, which is currently
working to have a draft regulation promoting
the development of medicinal products in
children implemented. The strategies taken
by the EC so far have shown a commitment
to improving drug therapy for children. 

Despite the various initiatives mentioned
above, the situation remains inadequate and
additional strategies are needed in Europe to
promote the evidence based use of drugs in
children. Clinical trials have a fundamental role
in achieving this, since they are the key to
distinguishing effective from non-effective or
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harmful treatments. However, it is often
difficult to identify the few paediatric studies
carried out and to thus implement the
knowledge derived from them. Most trials
become public knowledge only once the results
are published. However, studies that are
stopped prematurely or with insignificant or
negative results often remain unpublished12, 13,
leading to duplication of effort by other
researchers or to concealment of potentially
significant risks related to the use of certain
substances. Another issue related to the
inadequacy of paediatric drug information is
the duplication of effort and resources in
carrying out clinical studies on drugs and
conditions on which ample knowledge already
exists, instead of addressing those that lack
information14. 

The development of a clinical trials registry
specific to the paediatric field would therefore
be valuable. Despite the remarkable efforts
made to create numerous, diverse databases
addressing the needs of the biomedical research
community in the past few years, none have
involved such a registry15. A registry of
completed and ongoing clinical trials in children
would be a useful resource for planning new
studies, promoting communication and
collaboration among researchers, facilitating
patient access and recruitment into trials,
preventing trial duplication and inappropriate
funding, and identifying the therapeutic needs
of children that remain neglected. It would
also allow for active monitoring of new or
evolved knowledge of drug therapies. 

At the conclusion of the Fifth Framework
Programme in 2002, the European
Community decided to fund the development
of a European register of clinical trials in
children, following through with the
commitment shown in its consultation
document “Better Medicines for Children”11.
The aim of the DEC-net project16, 17, and of
the network involved in carrying it out, is
the creation of a fully integrated, online
register developed to handle essential data
on paediatric clinical trials that can be
expanded in the future to include data from
all the European member states. The project
began in January 2003 and involves members
from four countries: Italy, France, the United
Kingdom, and Spain. The different clinical
backgrounds and research experiences of the

network’s members will facilitate the creation
of the register, which will also act as a tool
for both promoting and co-ordinating
paediatric drug research throughout Europe
and for identifying areas where research is
needed. We are currently organising the
initial phase of the project and will then begin
to identify planned and ongoing trials
through communication with ethical review
boards, national associations of paediatricians
and paediatric pharmacists, pharmaceutical
companies, etc. Information on the outcome
of the studies, i.e. the results, conclusions
and publications, will also be collected. In
the meantime, the database and its interface
for the Internet will be created. A promotional
phase is planned during which national
health agencies, international associations,
the public and others will be informed of the
registry. Input of trial data will then begin
and the registry will be activated. Access will
be allowed to everyone after a free, one-time
registration. 

Many registries on clinical trials in humans,
both general and field-specific, have been set
up and made available on the Web18, but
none have focused specifically on the
paediatric population. This initiative will
hopefully aid in making therapies more
suitable for children.

The goal of drug therapy is the achievement
of defined therapeutic outcomes that improve
a patient’s quality of life while minimising
patient risk. Children have the same rights
as adults to receive safe and effective
medicines. Legislation and clinical trial
registries together have the capacity to make
knowledge of paediatric drug therapies reach
its maximum potential throughout the world.
The two strategies complement each other
and the information obtained as a result of
both can be summed. While legislation works
slowly but thoroughly to improve the future
situation, a paediatric clinical trial registry
has the potential to render data available
immediately. The ultimate goal would be a
perfect symbiosis of these two forces, with
legislation that is successful internationally
and a single register that provides data from
trials throughout the world, so that all
information is trapped in a knowledge base
that is accessible to all. 



Paediatric and Perinatal Drug Therapy, 2003; 5 (3)

100

Chiara Pandolfini and Maurizio
Bonati 
“Mario Negri” Institute for Pharmacological
Research, Milan, Italy

Helen Sammons and Imti Choonara 
Derbyshire Children’s Hospital, University of
Nottingham, Derby, UK

Evelyne Jacqz-Aigrain 
Hôpital Robert Debré, Paris, France

Imma Danés, Imma Fuentes and
Josep Arnau
Fundacio Institut Catala de Farmacologia,
Barcelona, Spain

References

1. Bonati M, Choonara I, Hoppu K, Pons G, Seyberth
H. Closing the gap in drug therapy. Lancet 1999;
353: 1625.

2. Autret E, Bonati M, Choonara I et al. Medicines
for children. Paed Perinatal Drug Ther 2000; 4: 23.

3. Still JG. The pediatric research initiative in the
United States: implications for global pediatric
research. Drug Inf J 2000; 34: 207–212.

4. Koren G, Kearns GL, Reed M, Pons G. Use of healthy
children as volunteers in drug studies: the ethical
debate. Clin Pharmacol Ther 2003; 73: 147–152.

5. Kodish E. Informed consent for pediatric research:
is it really possible? J Pediatr 2003; 142: 89–90.

6. Morton NS. Ethical issues in research with children
in the UK. Paed Perinatal Drug Ther 2001; 
4: 135–139.

7. Note for guidance on clinical investigation of
medicinal products in children. London: Medicines
Control Agency, 1997.

8. Impicciatore P, Choonara I. Status of new medicines
approved by the European Medicines Evaluation
Agency regarding paediatric use. Br J Clin
Pharmacol 1999; 48: 15–18.

9. Jong GW, Stricker BH, Choonara I, van den Anker
JN. Lack of effect of the European guidance on
clinical investigation of medicines in children. Acta
Paediatr 2002; 91: 1233–1238.

10. Ceci A, Felisi M, Catapano M et al. Medicines for
children licensed by the European Agency for the
Evaluation of Medicinal Products. Eur J Clin
Pharmacol 2002; 58: 495–500.

11. European Commission. Better Medicines for
Children. Proposed regulatory actions on paediatric
medicinal products. Brussels, February, 2002.
Available at: pharmacos.eudra.org/F2/pharmacos/
docs/Doc2002/feb/cd_pediatrics_en.pdf. 2002.

12. Stern JM. Publication bias: evidence of delayed
publication in a cohort study of clinical research
projects. Br Med J 1997; 315: 640–645.

13. Antes G, Chalmers I. Under-reporting of clinical
trials is unethical. Lancet 2003; 361: 978–979.

14. Clavenna A, Pandolfini C, Bonati M. Public
disclosure of clinical trials in children. Curr Ther
Res 2002; 63: 707–716.

15. Bonati M, Impicciatore P, Pandolfini C. Register 
of clinical trials in children must be set up. 
Br Med J 2000; 320: 1339.

16. Bonati M, Pandolfini C, Choonara I, Jacqz-Aigrain
E, Arnau J. Something is finally moving, at least
in the paediatric field... Brit Med J [e-letter] 2002
Dec [cited 2003 May 16]. Available from: URL:
bmj.com/cgi/eletters/325/7376/1314#28245.

17. Development of the European register of clinical
trials on medicines for children (DEC-net). 
2003 [cited 2003 May 22]. Available at: URL:
www.dec-net.org. 

18. MetaRegister of Controlled Trials (mRCT) [cited
2003 May 22]. Available at: URL: http://controlled-
trials.com/mrct.

http://www.dec-net.org
http://controlledtrials.com/mrct
http://controlledtrials.com/mrct
http://www.ingentaconnect.com/content/external-references?article=/0140-6736^281999^29353L.1625[aid=2197101]
http://www.ingentaconnect.com/content/external-references?article=/1463-0095^282000^294L.23[aid=4985855]
http://www.ingentaconnect.com/content/external-references?article=/0009-9236^282003^2973L.147[aid=4985857]
http://www.ingentaconnect.com/content/external-references?article=/0022-3476^282003^29142L.89[aid=4985858]
http://www.ingentaconnect.com/content/external-references?article=/1463-0095^282001^294L.135[aid=4985859]
http://www.ingentaconnect.com/content/external-references?article=/0306-5251^281999^2948L.15[aid=2197088]
http://www.ingentaconnect.com/content/external-references?article=/0803-5253^282002^2991L.1233[aid=4985860]
http://www.ingentaconnect.com/content/external-references?article=/0031-6970^282002^2958L.495[aid=4985861]
http://www.ingentaconnect.com/content/external-references?article=/0959-8138^281997^29315L.640[aid=1843748]
http://www.ingentaconnect.com/content/external-references?article=/0140-6736^282003^29361L.978[aid=4855015]
http://www.ingentaconnect.com/content/external-references?article=/0011-393X^282002^2963L.707[aid=4985862]
http://www.ingentaconnect.com/content/external-references?article=/0959-8138^282000^29320L.1339[aid=2197100]
http://www.ingentaconnect.com/content/external-references?article=/0140-6736^281999^29353L.1625[aid=2197101]
http://www.ingentaconnect.com/content/external-references?article=/1463-0095^282001^294L.135[aid=4985859]
http://www.ingentaconnect.com/content/external-references?article=/0306-5251^281999^2948L.15[aid=2197088]
http://www.ingentaconnect.com/content/external-references?article=/0803-5253^282002^2991L.1233[aid=4985860]
http://www.ingentaconnect.com/content/external-references?article=/0031-6970^282002^2958L.495[aid=4985861]
http://www.ingentaconnect.com/content/external-references?article=/0011-393X^282002^2963L.707[aid=4985862]

