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1. Cancer Research UK and paediatric oncology 
 
Cancer Research is the largest single funder of cancer research in the UK, with an annual 
scientific spend of more than £191 million and a broad scientific portfolio ranging from 
fundamental research into the biology and causes of cancer to phase II/III clinical trials. 
 
We provide funding for every aspect of childhood cancer research, from basic biology 
through to drug development and ‘first in child’ clinical trials.  Cancer Research UK has an 
annual spend of around £1.2 million on phase II/III childhood cancer clinical trials out of a £5 
million per year total spend. 
 
Nearly all childhood cancer research in the UK is driven by the non-commercial community, 
particularly the United Kingdom Children’s Cancer Study Group.  
 
Cancer Research UK welcomes legislation that will increase the development of medicines 
for use in children and ensure that medicines are developed through high quality research 
and are appropriate authorised for use in children. 
 
2. Comments on Commission consultation document 
 
We note that the Commission has conducted previous consultations, between 28 February 
2002 and 30 April 2002, on the key elements to be included in a regulation, as well as 
conducting workshops held with key stakeholders. Unfortunately none of the public funders 
of paediatric oncology research in the UK e.g. United Kingdom Children’s Cancer Study 
Group (UKCCSG) were aware or consulted during this period.  
We would be grateful if details of any future consultation papers and / or stakeholder 
meetings were sent to: 
 
Richard Davidson, Head of Public Affairs 
Cancer Research UK 
61 Lincoln’s Inn Fields 
London WC2A 3PX, UK 
Richard.Davidson@cancer.org.uk 
 
Dr Sue Ablett, Executive Director 
United Kingdom Children’s Cancer Study Group 
University of Leicester,  
3rd Floor, Hearts of Oak House, 
9 Princess Road West,  
Leicester LE1 6TH, UK 
sea4@leicester.ac.uk
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We also note the importance of the Extended Impact Assessment being conducted by RAND 
Europe. This should also be subjected to a period of consultation prior to the 
finalisation of the report.  
In the interest of transparency we would urge the Commission to ensure that feedback to this 
consultation be made publicly available, unless the submitter requests specific exemption.      
 
3. Comments on the background notes to the consultation 
 
Cancer Research UK (CR-UK) broadly endorses the aims of this draft Regulation. However, 
we note that this Regulation is limited to medicinal products. Improvements in the health of 
children in the EEA are to a far greater degree predicated on other parameters not 
addressed in this Regulation, e.g. access to expert medical treatment, drugs, socio-
environmental factors, etc. 
 
It is also important to highlight the difference between the evidenced-based use of medicines 
in children as opposed to appropriate authorisation for use in children, the latter being 
dependent on regulatory authorisation rather than the application of current medical 
knowledge.1 It is essential that this Regulation does not create a situation where off-
label or unlicensed use of medicines is made either more difficult for clinicians and / 
or more expensive for patients. In many diseases, particularly paediatric oncology actual 
medical practice will invariably lag behind labelling changes which are predicated on 
regulatory timeframes, particularly where the standard treatment model uses drug 
combinations - polychemotherapy /multi-modality.2  
 
4. Comments on section 2.3 (why the need to regulate) 
 
Nearly all oncology regimens used in paediatrics have evolved through carefully controlled 
clinical trials. In chemo-sensitive cancers this has lead to substantial improvements in 
survival. We are not aware of any currently used regimens in the UK that have not been 
evaluated in the context of clinical trials.  
 
In paediatric oncology the loss of opportunity for therapeutic advances occurs for a variety of 
reasons – the lack of sufficient resources (money, specialists, and / or clinical infrastructure), 
too few patients spread across too many networks, and the unwillingness of industry to 
provide, free-of-charge, new anti-cancer drugs. 
 
This section also fails to critically evaluate the success or otherwise of the USA ‘paediatric 
exclusivity’ rules. For instance no detail is given in the consultation on whether the 41 
significant label changes are really considered a substantial ‘success’ in light of all the new 
therapeutics that have been approved by the FDA during this time period. We assume that a 
more critical evaluation of the regulatory approach to improving scientific knowledge about 
then use of medicines in children is being conducted by RAND Europe.  
  
 
5. Comments on the Regulation 
 
Paragraph (7) 

                                                 
1 Boos, J. Off label use-label off use? Annals Oncology 2003, 14: 1-5. Four other countries also have major 
paediatric oncology networks – France (SFOP), Netherlands (DCSG), Germany (GPOH) and Italy (AEIOP). All 
these networks have established formal Early Drug Development sub-groups.  

2  Cohen PJ. ‘Off-label’ use of prescription drugs: legal, clinical and policy considerations. Eur. J Anaesthesiol 
1997, 14: 231-35.  

Response edited by Dr R Sullivan & Dr J Haslett 2/5



 
The Commission should consider more details of an actual proposal in an appendix to this 
draft consultation - i.e. an outline of the proposal with all its components, timelines for 
submission, review, approval, and conduct of the study, acceptable endpoints (what happens 
if the proposed Phase I/II study of an anticancer agent approved in adults shows no activity 
in children and identifies some new toxic effect?  Would the company receive the incentive 
for a negative study?  Does the study have to be positive and demonstrate safety? Efficacy? 
Or has the company fulfilled its obligations to the pediatric investigation plan by merely 
completing the study they proposed and objectively reporting the results.  For the incentive to 
really work and to decrease the inherent risk to the company in performing a trial in children 
that may not show any therapeutic benefit, performance of the study rather than 
demonstrating some benefit may be enough, as noted in paragraph (8). 
 
Paragraph (9) 
 
It is not clear whether the Agency will require the paediatric population be subdivided into 
infants, children, and adolescents for PK studies?  If so, this will be a very complex process, 
especially if infants must be studied. 
 
Paragraph (15) 
 
Long term follow up of treatments to study delayed side effects is an important gaol.  Late 
effects of anthracyclines may not be seen for 10-15 years after use.  Second malignancies 
may not be observed for 20 years, e.g. adolescents treated with chemotherapy and 
radiotherapy have a very high risk of developing breast cancer in their late thirties/early 40’s.  
It is essential that sufficient resources are allocated to these studies in a prospective, manner 
that is not dependent on ad hoc approaches by industry.  A carefully and fully funded 
programme within Article 22 may be a more appropriate route.  
 
Article 3 
Paediatric Board 
 
Paediatric oncology is a highly specialised discipline that requires particular site-specific 
expertise for understanding the clinical needs and priorities of children suffering from cancer.  
Article 3 assumes that the Paediatric Board will have the necessary competence and 
expertise to deal with this large and complex field.  Clearly with only 31 members to cover all 
diseases it will not.  There is no requirement to take expert advice from well established, 
expert non-commercial research networks such as the UKCCSG and their associated patient 
groups (e.g. UK’s National Alliance of Childhood Cancer Patient Organisations).3  This is a 
serious omission.  The PB should be obliged within Article 3 to take expert advice on 
matters of paediatric oncology, irrespective of the provisions of 4(5).     
 
 
Article 7 
Assessment of the Paediatric Investigation Plan 
 
ICH-E11 already provides the basis for performing paediatric clinical trials, along with the 
provisions paid down in the ‘Clinical Trial’ Directive (2001/20/EC). This should be referred to 
explicitly in the Regulations to avoid yet another set of ‘standards’ being adopted. It is also 
critical when assessing PIP’s to determine whether it is indeed feasible in terms of available 
patient population. In the UK nearly all eligible children in paediatric oncology are enrolled in 

                                                 
3  Ablett S. (Ed). Quest for Cure – the UK Children’s Cancer Study Group: the First 25 Years. UKCCSG/Trident 
Communications 2002.  
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on-going clinical trials.4 Either a requirement by the PB to have a PIP or the commercial 
pressure on a company to develop one in paediatric oncology could lead to distorted clinical 
priorities.  
 
Article 12 
Scientific advice 
 
The Agency should be obliged to consult with relevant external expertise outside the PB. 
 
Article 14 
Marketing authorisation procedures 

 
It is critical that the failure to obtain a paediatric indication at marketing authorisation or the 
granting of a Waiver (Article 8) or Deferral (Article 9) does not prejudice the ability to use the 
medicinal product for other clinical trials, nor for their subsequent off-label or unlicensed use 
should evidence be forthcoming from clinical trials outside any PIP as to their effectiveness.  

Article 22 
Paediatric study programme: Medicines Investigation for the Children of Europe 
(MICE) 

 
Whilst Article 22 is to be welcomed there remains substantial reservations as to whether the 
necessary funding and infrastructure for clinical trial networks will be created by this initiative. 
Furthermore there has been a regrettable lack of support under framework 6 to support just 
the types of initiatives that Article 22 seeks to codify.5 Paediatric research covers a great deal 
more than just the study of medicinal products. There is a real opportunity to create a cross-
DG pro-active strategy to tackle this issue that has yet to be taken.  
 
Article 27 
Network for the performance of clinical trials on paediatric population 
 
Whilst Article 27 may be necessary and / or appropriate for certain diseases, highly effective 
clinical trial networks in paediatric oncology have already been established in a number of 
Member States in the EEA with the support of various public funders. It should not be the 
sole prerogative of regulatory authorities to determine the co-ordination and priorities of 
clinical trials conducted in these networks. It is our view that the EMEA will have neither the 
expertise, potential future resources (predicated on Article 22) nor history to justify them 
setting such a strategy. Furthermore research in paediatric oncology in Europe is intimately 
linked with the USA Childhood Oncology Group (COG). The authority contained within Article 
27 needs to be broadened to include the major public funders and existing networks, and to 
avoid a Euro-centric partisanship should explicitly recognise the importance of Intergroup 
clinical trials with the USA.   
 

                                                 
4  Estlinb EJ, Ablett S. Practicalities and ethics of running clinical trials in paediatric oncology – the UK 

experience. Eur. J Cancer 2001, 37(11):1394-1401.  

5  In 2002 the Innovative Therapies for Children with Cancer was proposed by the 5 major European paediatric 
networks but failed to receive European support.  
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