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TEDDY is a Network of Excellence funded under the 6° 
Framework Program, encompassing 19 Research Centers 
and 10 European Countries and Israel and is cooperating 

with more than 200 researchers and experts 
Aimed at increasing availability of paediatric safe and 

efficacious drugs 
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WHICH TEDDY MISSION? 

In compliance with the Second Call of the FP6 
(2003): LSH-2003-1.2.1.1 Medicines for children - 
NETWORK OF EXCELLENCE TEDDY should operate 
in order to 
 

structuring efforts devoted to the development of 
medicines for children by 

–  covering all aspects involved 
–  giving particular emphasis on the design of medicines 

for small populations 
–  developing close collaboration among academia, 

pharmaceutical industry, ethical bodies and 
regulatory authorities 
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ACTIVITIES AND PRINCIPAL RESULTS  

Surveys, data collection and bibliographic searches 
have been used to picture the current situation as 
well as to identify research priorities 

Common expertises, material and human resources have 
been exchanged and shared to plan Paediatric innovative 
research and methodologies 

Disseminate and provide opinion on key documents 
and institutional rules and guidelines with reference 
to paediatric needs, methodological aspects, ethic, 
comunication, etc 



TEDDY Task-force in Europe for Drugs Development for the Young 

Paediatric Medicines in Europe 

 

The aim of this presentation is to discuss: 
 

 the role and the experience of TEDDY in the 
Paediatric Medicines Development approach on 
the light of the Paediatric Regulation 
 

 the advantages possibly deriving to the 
‘orphan drugs’ sector from the approval of the 
Paediatric Regulation 
 

  
  

5 
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n. Orphan    23 

n. Paediatric    11 

With Paed. St.  34% 18

7 2 3

37

311

4

4

2

6

A B

C D

J H

L N

R S

V

35

34
9 14 4 14

124

3016
40

7

33

7

23

A B

C D

G H

J L

M N

P R

S V

TEDDY – European Paediatric Medicines Database 
Medicines approved to be used in the paediatric population  

Ceci A. et al, Eur J Clin  Pharmac, July 2006 
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Orphan Drugs and Paediatric Population 
COMP-Statistics 51% of Orphan 

Drugs are 
designated for 
paediatric 
conditions 

 
Only 40% of orphan 

drugs needed in 
children are 
approved for 
them 

 
CHILDREN ARE 

ORPHAN TWO 
TIMES!! 

Adult
48%

Paediatric
9%

Both
43%
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Linking Paediatric and Orphan Drugs: 
 Paediatric & Orphan Drugs: same fate  

Rare diseases often affect 
children because: 

 
•  Are Genetic Diseases 
•  Are caused by an inborn 

metabolic error 
•  Start early in the life 
•  Affect growth, sexual and 

CNS maturation during 
the developmental process 

Few specific information are 
available because: 

 
•  The small number of patients 

affected by each condition.  
•  The small amount of 

resources invested to 
increase specific knowledge. 

The use of medicines not 
specifically tested for the 
condition (off-label, 
unlicensed, 
experimental). 

Clinical trials  more difficult, 
take longer and cost more 
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Paediatric & Orphan Drugs: same fate   
USA experience 

Pediatric population, growth 
and developmental 
changes can influence the 
way drugs are absorbed, 
distributed, metabolized, 
and excreted, which are 
vastly differently from the 
adult  

Paediatric patients constitute 
a "medically plausible" 
subset of patient 
population.  

In USA a pediatric 
indication is 
considered a new 
"orphan" indication, 

 
Sponsor may request 

orphan-drug 
designation. 
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OBLIGATION:  
Paediatric Investigation Plan (PIP)  
(or waiver or deferral)  
before a MA application for: 

•  new indications  
•  new route of administration 
•  new pharmaceutical form  

The Paediatric Regulation lays down rules concerning the 
development of medicinal products for human use, 

in order to meet the paediatric population needs 

Patent or Supplementary 
    Protection Certificate: 

  extension of 6 months 
  

In case of Orphan Drugs  
a 12 instead of 10 years of 

market Exclusivity 
 

Funds from the EC (and 
Member States) for Non-

patented drugs in the 
 ‘Priority List’  

REWARDS 

VOLUNTARY 
Non-patented drugs could access a PUMA 
(Paediatric Use Marketing Authorisation) 
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1 

Non-clin Phase 1 Phase 2 Phase 3 Post approval 

Paed. Investig. Plan 

Compliance 
Deferral 
Waiver PIP Amendments 

Paediatric Committee 

MA 

CTA CTA        SA 

Paediatric Regulation A new Procedure (PIP) 
A new Committee: PDCO 



TEDDY Task-force in Europe for Drugs Development for the Young 

293 requested – approved 74 

PDCO PRELIMINARY ACTIVITIES 
PIPs  Application 
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 Reference Notes 

Anaesthesiology  

Assessment of the paediatric needs - 
Anaesthesiology  

EMEA/405166/2006   

  

Anti-infectious therapy 

Assessment of the paediatric needs - 
Anti-infectious therapy with focus on 
antimycotics, antivirals (except HIV) 

EMEA/435350/06   

  

Cardiology 

Assessment of the paediatric needs - 
Cardiovascular products 

EMEA/436949/06 See also the comments 
received during 
consultation on this list: 
EMEA/404310/06 

  

Chemotherapy I (Cytotoxic therapies) 

Assessment of the paediatric needs - 
Chemotherapy products (Part I) 

EMEA/CHMP/384641/06 See also the comments 
received during 
consultation on this list: 
EMEA/CHMP/384188/06 

  

Chemotherapy II (Supportive therapy) 

Assessment of the paediatric needs - 
Chemotherapy Products (Part II) 

EMEA/CHMP/224696/06   

 

Therapeutic Needs- Lists 

Lists of therapeutic needs have been 
prepared from a Public Health perspective.  
The starting points have been 
Ø   current and potential use,  
Ø   legal status  
Ø   available paediatric information  
Ø   appropriate formulations 

Diabetes (Types I and II) 

Assessment of the paediatric needs - 
Diabetes (Types I and II) 

EMEA/224688/06   

  

Epilepsy 

Assessment of the paediatric needs - 
Epilepsy  

EMEA/CHMP/377147/06 See also the comments 
received during 
consultation on this list: 
EMEA/CHMP/377231/06 

  

Gastroenterology 

Assessment of the paediatric needs - 
Gastroenterology  

EMEA/527934/07   

  

Immunology 

Assessment of the paediatric needs - 
Immunology 

EMEA/CHMP/381922/06 See also the comments 
received during 
consultation on this list: 
EMEA/CHMP/381452/06 

  

Migraine 

Assessment of the paediatric needs - 
Migraine 

EMEA/224515/06   

 

Nephrology 

Assessment of the paediatric needs - 
Nephrology  

EMEA/13306/07   

  

Obstructive lung disease  

Assessment of the paediatric needs - 
Asthma and other obstructive chronic 
lung diseases 

EMEA/439727/06   

  

Pain 

Assessment of the paediatric needs - 
Pain 

EMEA/CHMP/18922/05   

  

Psychiatry 

Assessment of the paediatric needs - 
Psychiatry 

EMEA/288917/07   

  

Rheumatology 

Assessment of the paediatric needs - 
Rheumatology  

EMEA/CHMP/234105/2005 See also the 
comments 
received during 
consultation on 
this list: 
EMEA/207562/06 
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Paediatric Regulation expected impact 

Drugs and Requested studies: analysis from the EMEA lists 
 
 

 14 Therapeutic areas:                  Many clinical studies are requested: 
443 drugs  of interest for children   clinical, non-clinical, 

      formulation long-term safety, ecc.  
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PDCO requests:  
Costs and advantages 

TEDDY, Pharmaceuticals Policy and Law, 2009 (in press) 

10 Therapeutic areas  
245 medicines  

to be developed for children  
for treatment of rare diseases 

According to the RAND 2006 
study: 

•  in 2015 there will be over 
150 million children in the 
EU 

•  the costs of developing the 
paediatric investigation 
plan will increase the costs 
to industry of 1-7 (average 
4) million Euros per 
product. 

•  The cost of Phase III 
clinical trials will 
increase of 25% in the 
first year and between 
7% and 16% in the 
following years 

•  The increase in costs would 
then translate into a price 
rise of 0.1% to 0.4%. 
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Paediatric Regulation impact on scientific 
community, industries and regulators 

AREA 

•  Preclinical 

•  Toxicology and Safety 
Evaluation 

•  Efficacy Evaluation 

•  Long-term safety 
 
•  Education and Training 
 

Main Paediatric Needs/
TEDDY expertises 

•  Juvenile animals studies  
•  Non-clinical signals 
•  PK/PD modelling 
•  Age to age efficacy extrapolation 
•  Safety studies in the appropriate 

subsets  
•  Studies on formulation prototypes 
•  Efficacy/safety predictivity in small 

populations 
•  Validate end-points (scale, non-

invasive, etc) 
•  Paediatric data integration and 

management (biological, 
pharmacoeidemiological, clinical 
trials, Adverse Events and 
Reactions) 

16 
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TEDDY NoE experiences in the light of 
the Paed. Reg. 

Networking has been one of the 
more relevant activities of TEDDY 
and has also facilitated the 
achievement of its main project 
results as surveys, data banking, 
innovative methodologies 
identifications, inventories of 
researchers and research, and so 
on. 
Scientific Results 
11 PR publications, 1 Monograph 
3 Methodological testbooks, 1 
Website , 3-monthly news-letters 
 

TEDDY NoE STRUCTURE 
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• 410 
• 210 

• 48 

•  94 

• 30 

Succesful Networking activities 
Collaborating Poeple 

European Countries: 25 

 
Academy & 
Researcher 
Public Health 
Other 
Professional 
Industries 
Associations 
 

No European Countries: 8 
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London, 15 January 2008  
 Doc. Ref. EMEA/MB/543523/2007 

The Network of Paediatric Networks at the EMEA  
Implementing Strategy  
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Succesful Networking activities 
Defining off-label and unlicensed use of medicines  

for children: results of a Delphi survey. 

The aim of this Delphi survey is to develop 
common definitions for unlicensed and off-
label drug use in children to be used for 
research and regulatory purposes. After a 
literature review on the current status of 
unlicensed/off-label definitions, a two-
stage, web-based Delphi survey was 
conducted among experts in Europe. 
Results were then consulted with the 
European Medicines Agency (EMEA)  

The lowest level of consensus reached was for 
questions related to a different 
formulation or if a drug was given 
although contraindicated. At the final 
step, 85% of the responding experts 
agreed on the proposed definition for off-
label (use of a drug already covered by a 
Marketing Authorisation, in an unapproved 
way) and 80% on the definition for 
unlicensed. 

Table 1:  Composition of the Expert Panel  

 
Invited      
% (n) 

participants       
%  (n) 

   

Health 
Professionals 14.29 (12) 20.59 (7) 

Industry 8.33 (7) 8.82 (3) 

Regulatory 20.24 (17) 14.71 (5) 

Scientists 52.38 (44) 55.88 (19) 

Other 4 0 

Total 84 34 
 

Pharmacol Res. 2008 Nov-Dec;58(5-6):316-22. Epub 2008 Sep 18 
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Succesful Networking activities  
European Surevy on ethical and legal framework, Journal International de 
Bioéthique, sept. 2008, vol.19, n.3, pp.17-48. 

Teddy Network of ExcellenceTeddy Network of Excellence
Funded under the CommunityFunded under the Community’’s Sixth Framework Programmes Sixth Framework Programme

TEDDYTEDDY
Task-force in Europe for Drug
Development for the Young

EUROPEAN SYMPOSIUMEUROPEAN SYMPOSIUM
Ethics and Ethics and paediatricpaediatric clinical research in clinical research in 

EuropeEurope

A.A. CECI    CECI    
TEDDY TEDDY CoordinatorCoordinator

19-20 Juin 2008 Espace Ethique Méditerranéen – Marseille

A survey investigating the ethical and legal context in European 
Countries has demonstrated a jeopardised situation regarding 
consent, assent, general awareness on ethic rules to be applied. 
Question on: 
1. Selection criteria (only direct benefit?) 
2. Authorization/assent procedure (relevance of the minor opinion) 
3. Information and privacy (any information according to the minor’s capacity) 
4. Emergency situation 

27 European Countries  
participated the Survey 
 
770 Questionaires to be further circulated 

 Res/Paed  202 
 Pharma I.  167 
 Other     33  
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Succesful Networking activities 
Collecting pediatric data in the EU for 

pharmacoepidemiology and pharmacovigilance 
 

Assessment of 16 databases from 
10 EU Countries 

8 million children 

Drug use in children: cohort study in three 
European countries. BMJ. 2008 Nov 

24;337:a2245. doi: 10.1136/bmj.a2245. 

Databases for pediatric medicine research in Europe--
assessment and critical appraisal. Pharmacoepidemiol  
Drug Saf. 2008 Dec;17(12):1155-67. 

The Prescribing of analgesics and Non-
Steroidal Anti-Inflammatory Drugs in Paediatric 
Primary Care in the UK, Italy and the 
Netherlands (Antje Neubert1, et all) 

Asthma drug use in children in the Netherlands, 
Italy and  United Kingdom  
(E. Fatma. Sen, et al submitted) 
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PAEDIATRIC STATUS AND OFF-LABEL USE OF DRUGS 
IN CHILDREN 

(ITALY, UNITED KINGDOM AND THE NETHERLANDS)  
•  One hundred-forty three active substances corresponding 

to 269,590 prescriptions evaluated (the most prescribed) 
•  25% show the same Lowest Approved Age in all three 

countries 
•  8 of the drugs in almost two databases have a similar 

approved minimum age  
•  2 of the drugs in all databases have a similar approved 

minimum age  
•  The off-label use by age is maximum in The Nehederland 

  United Kingdom Italy The Netherlands 
N. of drugs % N. of drugs %. N. of drugs % 

0 – 2 years 26 40.0 33 47.1 25 40.3 
2 – 11 years 27 41.5 25 35.7 18 29.0 
12 – 17 years 7 10.8 2 2.9 2 3.2 
> 18 years 5 7.7 10 14.3 17 27.4 
Total 65 100 70 100 62 100 
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Succesful Networking activities 
Networking & Unmet Therapeutic Needs 

Studies for paediatric extensions
46 80

58

136

974633
47

26
40

78

38
81 11

Anaesthesiology Infectious diseases Respiratory diseases Cardiology
Oncology Diabetes Epilepsy Gastro-enterology
Immunology Migraine Nephrology Pain
Psychiatry Rheumatology

150 Experts in Europe 
13 Therapeutic areas - 478 drugs 
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Succesful Networking activities 
Networking & Unmet Therapeutic Needs 
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DRUGS AUTHORIZED INDICATION OFF LABEL USE 

ADALIMUMAB (HUMIRA 40 MG PHIAL) RHEUMATOID ARTHRITIS, PSORIATIC 
ARTHRITIS 

BEHÇET'S SYNDROME: SARCOIDOSIS 
(EARLY ONSET); WEGENER'S 

GRANULOMATOSIS 

AMILORIDE 

IN ASSOCIATION WITH 
IDROCLOROTIAZIDE (MODURETIC), 

THE AMILORIDE IS RECOMMENDED IN 
TREATING PATIENTS AFFECTED BY  

CARDIAC EDEMA, HEPATIC 
CIRRHOSIS WITH ASCITES, 

HYPERTENSION. 

BARTTER SYNDROME, GITELMAN 
SYNDROME (PRIMITIVE 

HYPEALDOSTERONISM ); NEPHROGENIC 
DIABETES INSIPIDUS, 

LIDDLESYNDROME 

ANAKINRA RHEUMATOID ARTHRITIS 
SYSTEMIC AUTOINFLAMMATORY 

DISEASES 

FAMILIAL PRIMARY AMYLOIDOSIS 

AZATHRIOPINE (CPR 50 MG) 

TRANSPLANTS, RHEUMATOID 
ARTHRITIS, INFLAMMATORY 

INTESTINAL DISEASES, SYSTEMIC 
LUPUS ERYTHEMATOSUS, 

DERMATOMYOSITIS; POLYMYOSITIS; 
AUTOIMMUNE CHRONIC HEPATITIS; 

PANARTERITIS NODOSA; 
AUTOIMMUNE HEMOLYTIC ANEMIA; 
IDIOPATHIC THROMBOCYTOPENIC 

PURPURA 

BEHÇET'S SYNDROME;  SCLERODERMA; 
NEPHROTIC SYNDROME 

BOSENTAN PRIMITIVE PULMONARY 
HYPERTENSION PROGRESSIVE SYSTEMIC SCLEROSIS 

CYCLOFOSFAMIDE ANTIBLASTIC CHEMOTHERAPY DRUGS 

DERMATOMYOSITIS 
WEGENER'S GRANULOMATOSIS 
CHURG-STRAUSS SYNDROME 
MICROSCOPIC POLYANGIITIS 

DRUGS AUTHORIZED INDICATION OFF LABEL USE 

CICLOFOSFAMIDE                                  
(Endoxan 50 mg tables,                                         

500 mg phial, phial) 
CYTOSTATIC TREATMENT 

SCLERODERMA; WEGENER'S 
GRANULOMATOSIS; MIXED 

CRYOGLOBULINEMIA; BEHÇET'S 
SYNDROME 

CLOROCHINE                              
(CLOROCHINE 250 MG TBL) 

MALARIA PROPHYLAXIS AND 
TREATMENT, EXTRAINTESTINAL 

AMEBIASIS, IF NITROIMIDAZOLIC 
COMPOUND ARE NOT RECOMMENDED 
OR HAVE NO EFFECTS. RHEUMATOID 

ARTHRITIS (CHRONIC 
POLYARTHRITIS), INCLUDING 

JUVENILE TYPES. CHRONIC DISCOID 
LUPUS ERYTHEMATOSUS, SYSTEMIC 

LUPUS ERYTHEMATOSUS 

DERMATOMIOSITIS, MIXED CONNETTIVE 
TISSUE DISEASE (PEDIATRIC ONSET) 

COLCHICINE                                   
(COLCHICINE LIRCA 1 MG TBL) GOUT BEHÇET'S SYNDROME 

Information on  
1- drugs currently used off label for 
treating   children with rare diseases 
2- existing studies supporting the M.A. 

Preliminary Results 
1- drugs population 443 (used in children) 
2- drugs used off-label for rare diseases 

 n° 37 
3- conditions for which the drugs are used 

 n° > 100 
4- paediatric studies at the M.A. 

 17 products/28 evaluated 

Succesful Networking activities 
Networking & Unmet Therapeutic Needs 

Rare-Uses &Trials-Database: ISS WP leader 
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Community 7th Framework Program 
Cooperation-Health  

Paediatric medicinal products 
HEALTH-2007-4.2-1: Adapting 

off-patent medicines to the 
specific needs of paediatric 
populations 
 (next deadline: September 
2009) 

 
Support given to studies dedicated 

to provide evidence for specific 
paediatric use of off-patent 
medicinal products as included 
in the EMEA-PDCO priority 
list of Off-Patent Medicinal 
Products  
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CONCLUSIONS 
•  Networking in the Paediatric Research sector is 

well accepted and represent an useful tool to 
increase medicines for children and to foster 
interdisciplinary research 

•  In the next few years many efforts will be needed 
to meet the paediatric regulation expectancies 

•  All actors, including Academy and Industry, are 
expected will participate in a collaborative, non 
competitive manner 

•  All available Financial sources as FP7 or IMI or 
National surces should be appropriately used to 
this aim 
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TEDDY contribution 
q  Paediatric Network in Europe are asked to 

provide scientific, regulatory, administrative 
and ethical support in order to: 
–  Prepare and submit appropriate Paediatric 

Investigation Plans (PIPs)  
–  Provide Paediatric Pharmacovigilance and Risk 

Management Plans  
–  Prepare and submit PUMA applications. 
–  Conduct  clinical trials and other studies of 

medicinal products in children in compliance 
with EU legislation 

q The existing TEDDY experience could facilitate 
these efforts 

 


