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Teddy Network of Excellence

Funded under the Community’s Sixth Framework Programme

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
e 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
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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
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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

niut designated for
paediatric
conditions

Both
43%

Paediatric

% Only 40% of orphan
drugs needed in
children are
approved for

Pediatrici them

H Non pediatrici

CHILDREN ARE
ORPHAN TWO
TIMES!




Linking Paediatric and Orphan Drugs:
Paediatric & Orphan Drugs: same fate

Rare diseases often affect
children because:

e Are Genetic Diseases

e Are caused by an inborn
metabolic error

e Start early in the life

o Affect growth, sexual and
CNS maturation during
the developmental process

(L)
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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



Paediatric & Orphan Drugs: same fate
USA experience

Pediatric population, growth In USA 3 pediatric
and developmental indication is

changes can influence the _
way drugs are absorbed, considered a new

distributed, metabolized, "orphan” indication,
and excreted, which are

vastly differently from the
Sponsor may request

adult

Paediatric patients constitute orphan-c_lrug
a "medically plausible" designation.
subset of patient
population.

FID/A U.S. Food and Drug Administration
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REGULARWO 1901/2006 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
‘ of 12 December 2006

Th@ ediatric Regulation lays down rules concerning the
development of medicinal products for human use,
In order to meet the paediatric population needs

OBLIGATION: REWARDS

Paediatric Investigation Plan (PIP) Patent or Supplementary
. Protection Certificate:
(Or waiver or deferral) .
. extension of 6 months
before a MA application for:
* new indications In case of Orphan Drugs
* new route of administration a 12 instead of 10 years of
* new pharmaceutical form market Exclusivity
VOLUNTARY Funds from the EC (and
Non-patented drugs could access a PUMA Member States) for Non-
{Paediatric Use Marketing Authorisation) patented drugs in the
P ‘Priority List’
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- - . A new Procedure (PIP)
Paediatric Regulation A new Committee: PDCO

CTA CTA SA

g1 |l

Non-clin Phase 3 Post approval
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PDCO PRELIMINARY ACTIVITIES
PIPs Application

293 requested - approved 74

] anestesiol.

15 19 37 B antiinfct
a2 M respirat.
@ cardiol
13— % O ch_emlo_t
H epilessia
'( B immuno
on 60 O] mlgrame_
H nefrologia
23 1 dolore
@ reumatol
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Therapeutic Needs- Lists

| Anaesthesiology

Assessment of the paediatric needs - EMEA/405166/2006

Lists of therapeutic needs have been
Anti-infectious therapy prepared from a Public Health perspective.

Assessment of the paediatric needs - EMEA/435350/06
Anti-infectious therapy with focus on

antimycotics, antivirals (except HIV) T h e Sta rti n g po i n tS h ave bee n

. current and potential use,
Asse_ssment of the paediatric needs - EMEA/436949/06 See glso thelcomments
A e legal status

EMEA/404310/06

available paediatric information
appropriate formulations

Chemotherapy I (Cytotoxic therapies)

Assessment of the paediatric needs - EMEA/CHMP/384641/06 See also the comments

Chemotherapy products (Part I) received during
consultation on this list:
EMEA/CHMP/384188/06

YV VY

Chemotherapy II (Supportive therapy)

Assessment of the paediatric needs - EMEA/CHMP/224696/06
Chemotherapy Products (Part II) Nephrology

Assessment of the paediatric needs - EMEA/13306/07
Nephrology
Diabetes (Types I and II)

Assessment of the paediatric needs - EMEA/224688/06

Diabetes (Types I and II) Obstructive lung disease

Assessment of the paediatric needs - EMEA/439727/06
. Asthma and other obstructive chronic
Epilepsy lung diseases
Assessment of the paediatric needs - EMEA/CHMP/377147/06 See also the comments
Epilepsy received during .
consultation on this list: Pain
EMEA/CHMP/377231/06 Assessment of the paediatric needs - EMEA/CHMP/18922/05
Pain

Gastroenterology

Assessment of the paediatric needs - EMEA/527934/07 Psychiatry

Gastroenterology P
Assessment of the paediatric needs - EMEA/288917/07
Psychiatry

Immunology

Assessment of the paediatric needs - EMEA/CHMP/381922/06 See also the comments
Rheumatology

Immunology received during
consultation on this list: Assessment of the paediatric needs - EMEA/CHMP/234105/2005 See also the
EMEA/CHMP/381452/06 Rheumatology comments
received during
. . consultation on
Higzaine this list:
Assessment of the paediatric needs - EMEA/224515/06 EMEA/207562/06
Migraine
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Paediatric Regulation expected impact

rugs and Requested studies: analysis from the EMEA lists

14 Therapeutic areas: Many clinical studies are requested:
3 drugs of interest for children clinical, non-clinical,
formulation long-term safety, ecc.

O PK B Dosage B Efficacy O Safety @ Long-term safety

O Anaesthesiology 300
B Infectious Dis. 255 258
15 32 19 37 31 B Respiratory Dis. 250 -
26 O Cardiology
44 B Oncology 200 -
B Diabetes
B Epilepsy 150 1 143 142
O Gastroenterology
60 B Immunology 100 4
3 N O Migraine
@ Nephrology
24 16 73 o Pain 50 -
B Psychiatry
B Rheumatology o

Extension Indication New Indication
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According to the RAND 2006 PDCO requeStS:
study: Costs and advantages

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

e the costs of developing the

paediatric investigation 10 Therapeutic areas

plan will increase the costs 245 medicines
to industry of 1-7 (average to be developed for children
4) million Euros per for treatment of rare diseases
product.
e The cost of Phase III T

m Infectious diseases

clinical trials will
increase of 25% in the
first year and between
7% and 16% in the
following years

e The increase in costs would ooy
then translate into a price a Nephrology
rise of 0.1% to 0.4%.

m Respiratory diseases
m Cardiology

® Oncology

® Diabetes

M Epilepsy

® Gastro-enterology
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TEDDY, Pharmaceuticals Policy and Law, 2009 (in press)




Paediatric Regulation impact on scientific
community, industries and regulators

AREA

e Preclinical

e Toxicology and Safety
Evaluation

e Efficacy Evaluation
e Long-term safety

g2 Education and Training

E D D Y Task-force in Europe for Drugs Development for the Young

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)
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TEDDY NoOE experiences in the light of
the Paed. Reg.

J=ENT e SR TLINS Networking has been one of the
more relevant activities of TEDDY
S S— and has also facilitated the
Fpioemiology [e—p “otenes orca | 4 | “Shute achievement of its main project
N / results as surveys, data banking,
cectistric e o [ innovative methodologies
B o identifications, inventories of
researchers and research, and so
SN s b on.
Reimbursement Senase pama || g Scientific Results
" B 11 PR publications, 1 Monograph
! | ! 3 Methodological testbooks, 1
g || Management | | Netwarking Website , 3-monthly news-letters
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Succesful Networking activities
Collaborating Poeple

Academy &
Researcher*

Associations -

European Countries: 25 No European Countries: 8
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&2 The Network of Paediatric Networks at the EMEA

Implementing Strategy

M&A Europaan Madicines Agency

London, 15 Januy 200S
Doc. Ref. EMEAMB/S43523.2007

The Network of Paediatric Networks at the EMEA
Implementing Strategy

4. Existing paediatric networks

In parallel to the meetings held at the EMEA in 2005 and 2006, an informal inventory has identified
that many different paediatric networks, investigators and centres with specific expertise*' exist in the
Community, or are under construction. The relevant networks are those with an interest in the
development of medicinal products. They can be identified as:

national networks, generally benefiting from public funding (at present 7 national networks
have been identified),

European networks publicly funded, such as TEDDY (Task Force in Europe for Drug
Development of the Young) which is funded through the 6® Framework Programme,
paediatric ‘sub-speciality’ networks at European level and beyond. which group centres
working in the same therapeutic area (e.g. HIV infection, rheumatology).

age-related networks (e.g. neonatal networks),

activity or structure-related networks (e.g. community-practitioners networks, hospital-based
dedicated clinical-research centres linked by a common structure, pharmacovigilance
networks)

networks including paediatric centres but not dedicated solely to paediatric research.

The inventory will be expanded and developed.



Succesful Networking activities
Defining off-label and unlicensed use of medicines

for children: results of a Delphi survey.

Table 1: Composition of the Expert Panel

The aim of this Delphi survey is to develop Invited participants
common definitions for unlicensed and off- % () % (n)
label drug use in children to be used for
research and regulatory purposes. After a Health
literature review on the current status of Professionals | 14.29 (12) | 20.59 (7)
unlicensed/off-label definitions, a two- Industry 8.33 (7) 8.82 (3)
stage, web-based Delphi survey was Regulatory 20.24 (17) 14.71 (5)
conducted among experts in Europe. Scientists 52.38 (44) | 55.88 (19)
Results were then consulted with the Other 4 0
European Medicines Agency (EMEA) Total 84 34

The lowest level of consensus reached was for
questions related to a different T

formulation or if a drug was given ..
although contraindicated. At the final TEDDY .

o) . tentative definitions Survey on the off.labed use of for in Europa
Step’ 85 /0 Of the respondlng _e)_(perts literature review The TEDDY project is a Network of Excallence funded under the &th EU Framework
agreed on the proposed definition for off- A ‘:mwmmgww.mn;.mmmm:m‘ffmm
label (use of a drug already covered by a LS -
Marketing Authorisation, in an unapproved el
way) and 80% on the definition for Pivers £ omihelin o ol o e ot
unlicensed.
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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.

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 Teddy Network of Excellence én?
participated the Survey Funded under the Community’s Sixth Framework Programme
770 Questionaires to be further circulated EUROPEAN SYMPOSIUM
Res/Paed 202 Ethics and paediatric clinical research in
Pharma I. 167 Europe
4 Other 33 po,
® &=

() e ‘“"agg
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Succesful Networking activities

Collecting pediatric data in the EU for
pharmacoepidemiology and pharmacovigilance

Drug use in children: cohort study in three

European countries. BM]. 2008 Nov
Assessment of 16 databases from 24;337:a2245. doi: 10.1136/bmj.a2245.

10 EU Countries

- I I - h - I 1400
8 ml |0n C | ren 1300 wUK ONL arr
1200
1100
g 1000
=3
T Q00
Cohort, The Danish Swedish 2 a0p
Case- Drug. Prescription |~ Finland Medical 8
Control | utiisation | MS DA THIN | QRESEA IMSDA | IMSDA | IMSDA Database | prescription Birth S 700
Studies | swdies | UK | Pedianet | IPCI | GPRD | Data | RCH | SPICE | FRANCE | AUSTRIA | GERMANY | PHARMO | 1ADB | (NPD) | register | PEM | Register s
$ 600
Unique Identifier ves no 2
[Ace ves ves ves ves | yes | yes | ves | yes | yes | vyes ves ves ves ves ves ves ves | ves I 500
Gender ves ves ves ves | yes | yes | wyes | yes | yes | vyes ves Yes ves ves ves yes yes | ves 3
Death Ves m yes | yes | yes | yes | yes | yes [ yes | mo no no ves | yes no no yes | Timited £ 400
=300
Prescriptions ves ves yes ves | ves | ves | yes | yes | yes | yes yes yes yes yes yes yes yes | yes
5 Unique productcode|  yes ves yes ves | yes | yes | yes | yes | yes | yes yes yes yes yes yes yes yes | yes 200
2% [oowe Vos | ves | ves | yes [ yes | o | w0 | ves [ yes | ves | ves | yee Vo | ves 5 ver | ves | ves 100
35 Date of prescription | _ves ves yes ves | ves | yes | yes | yes | yes | yes yes Yes yes yes no ves ves | _no o
£ £ [Dosage o
3 ves ves yes ves | yes | yes | ves | yes | yes [ vyes yes yes yes yes no yes yes | yes
E grj'samznnn;\ <2 (211 12- | <2 (211 [12- | <2 2411 12- | <2 |2-11|12- [ <2 (2-41[12- [ <2 2411 |12- | <2 |2-11[12- [ <2 (2411 [12- | <2 |2-11|12-
Moz ves ves yes ves | ves | yes | ves | yes | yes | yes yes yes yes yes no no ves | yes 18 18 18 18 18 18 18 18 18
Laboratory values yes no yes yes. yes yes yes yes no yes yes ves yes no no no yes no Alimentary dermatobgical | genitourinary hormones anti-infectives |musculoskeletal |nervous system| respiratory | sensory organs
Diagnostic data (..
cray, MR, etc) ves no yes ves | yes | yes | yes | limited | no no yes yes yes no no no ves | no
@ [Treatment outcome | ves o ves ves | yes | yes | ves | yes | mo o o o ves o o o ves | o
i iccptal discharge es no no s es es es | fimited | no no no no es no no no es | no
5 |siagnosis = g g U g I U
Referalto specialist| _yes o yes. ves | yes | yes [ yes | limited | no no yes yes yes no no no ves | no
Resuls of referral
B ves no yes ves | yes | yes no | fimited | no no no no yes no no no yes | no h d . h_ld . h N h I d
[ T T ] T T e v Asthma rug use in chiaren in the Netherlands,
Wedical history
o ves no yes ves | yes | yes | yes | yes | yes no no no yes no no no no no . .
£ N S T 0 T S 0 0 O S 0 M. T ltalv and United Kingdom
2 |Alergies ves o Yes no | yes | yes | yes | yes | ves no no o yes no o no__[imied| _no
S |prescription & b P i i b i U .
Height ves [ yes ves | yes | yes | ves | yes | no no o no ves no o o no | yes a rr]a en e a Su r'“ e
[Weight ves o yes yes | yes | yes | yes | yes | no no no no Yes no no no no | yes - . [l
Emvironmental ang
ife-style ves no yes ves | yes | yes no no no no yes yes yes no no no no o
@ [Accesstorawdata | _ves o ves no_| ves | vyes | yes | yes | no | yes ves ves ves no no ves no | yes
£ § [Access o original
S8

e R R The Prescribing of analgesics and Non-
Databases for pediatric medicine research in Europe-- Stgrmdal Ant"_lnﬂammatory Drugs in Paediatric
@ assessment and critical appraisal. Pharmacoepidemiol Primary Care in the UK, Italy and the

s Drug Saf. 2008 Dec;17(12):1155-67. Netherlands (Antje Neubert’, et all)
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PAEDIATRIC STATUS AND OFF-LABEL USE OF DRUGS
IN CHILDREN

(ITALY, UNITED KINGDOM AND THE NETHERLANDS)

e One hundred-forty three active substances corresponding
to 269,590 prescriptions evaluated (the most prescribed)

e 259 show the same Lowest Approved Age in all three
countries

e 8 of the drugs in almost two databases have a similar
approved minimum age

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

e 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 33 471 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 17 274
Total 65 100 70 100 62 100
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Succesful Networking activities
Networking & Unmet Therapeutic Needs

PK/Dosage/Efficacy & Safety PK/Dosage/ Age appropriate formulations
- - extension to paediatric ages Efficacy & Safet
ecommendation for drug development for children : B e (rewindicy
. .. A . Adenosine TP lloprost Atorvastatin Metoprolol Low Molecular
L Catapano™. C. Manfredi®. P. Paol lbf H. Cross“. K "refhaﬂlmed_- Alteplase Inhaled Nitric Oxide Colesevelam Acebutolol Weight Heparins
1J. Mellado Pena®. I Grosch-W7 C. Knibbe® and A Ceci™* ﬁm:Og_af_One 'Lfbgstafralﬂ Fluvastatin Esiiolol Warfarin
[ Consorzio per Falutazion: Bioiogiche ¢ Favia, Iraly ocpine a0t 0 Hydrochlorothiaz / Chloroth | Amiodarone Indometacin
- Deparnment of Mother and Child, d Reggio Emilia, Modena, fraly Arginine- Levosimendan yeroeht o Clonidine
|F University Coliege London, Long Vasopressin Lidocaine, as Lovastatin Flecainide
| Pharmacoepidemiociogy Uni wmarics and Epidemiciogy & Biosmaristics, ﬁtzrvoalzltaﬂn ig;hai:tr;ltlifmic ;ravastati? ﬁ:eno‘sine Tp liﬂaill:;t::)el
[Erasmus University Medi iy imvastatin idocaine ! €
I Deparoment of Paedip (B:oszntan i h"w Molecular Furosemide Sildefanil
[ Grrie Lnivarzs” 0 , oot | (b
i et '/‘ (egein. The N . Carvedilol Milrinone Hydrochlorothiaz / Dopamine
€ Clonidine Nicardipine Chloroth Dobutamine
n Clopidogrel Nifedipine Irbesartan Arginine-Vasopressin
for the dev_e]_@mem md use ;: COLesevglam Nitroprtst§ide Candesartan Di/Hydralazine
P == i P. * i Br a Valsartan Nitroprussiate Na
Difhydralazine Prazosin " »
Dipyridamole Propafenone Atorvasta}ln Capt?pfll
Dopamine Propranolol Fluvastatin Ramipril
Enalapril Ramipril Urokinase Niferipine
Enoxaparine Sildenafil Clopidogrel Verapamil
9 Enoximone Simvastatin Alteplase Amlodipine
3 Esmolol Sotalol . ) N
[ Flecainid Talmi Enoxaparine Nicardipine
Fluvastatin Urokinase Dalteparine Prazosin
H Furosemide Valsartan Acetylsalicylic Acid Propranolol
Hydrochlorothiaz/ | Verapamil (Aspirin) Sotalol
ik Chloroth Warfarin Heparin Carvetilol
Atenolol

—— 150 Experts in Europe
13 Therapeutic areas - 478 drugs

1. Introd

81 11 46

80

The Paed) 38

Leveral obliga)

devoted for ch

One ofthe ma
of an inventory o v 402 o 136
by the Paediatric CA "~ 3

o 33 46 97
’# “‘ O Anaesthesiology ® Infectious diseases 0O Respiratory diseases O Cardiology

* Comresponding author: > )\ "!‘ 2 m Oncology o Diabetes m Epilepsy O Gastro-enterology

[Via Palestro 26, 27100 Pavia, . : E-mails acecig m Immunology m Migraine o Nephrology @ Pain
m Psychiatry m Rheumatology

opment for the Young
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Succesful Networking activities
Networking & Unmet Therapeutic Needs

THE LANCET Oncology
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Health-care Development
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Challenges in prescribing drugs for children with cancer
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Introduction

Suctessful ww of chemctherapy i childeen with cancer
stuted in the 1%0x with drugs such a5 viexritos,
menapteparice and methotnecie. Pasdiatrs amc&:“hh

d 10 1o the of drugs develaped
foe adut ciexers and, nowideys, about 73% of newly
diagnosed childnm with cincer are expocted to be cuned
[fgure 1)." This suttwis stoey b boen achieved through
collibantive, minky nco<ommercil, dinical riaks and
impeovemerts in suppoetive Cire. Howwver, fow farrrsd
studies have tiben plece on the plurmacclogy of these
drugs in childnm, and even fewer triski spoesooed by
drug compiede blive simed to show the antitenour
efficacy of these drugs agrire Gexers spedific to
childhced in ceder ¥o suppect 4 liwrned indcation
Currently, in both Burcpe and the USA, an ctimsted
S0F% or mcee of drugs used to treat ¢hidna with cancer
do not hive infocmatica for pardistic use in their

peoduct limae and e, thus, used off-label # However,
b than 15% of drugs appeoved for adults with cancer
and bes thin 0% of these crerenanly used hive 4 role in
peandistric arcalogy.

When using such drugs in children, potergiad acute
and chrocic effects should tidor into sccount changes
-lumg llw ‘L-whpm-nul stiges from infiexy to

Prysiclogical and paychelogical changes
might also occur due to the effict of treitments that
inkibit the growth of tissues and cegans (eg, radistica
and certiin drugs].’ Therefces, 4 rwew EU Pasdistric
Reguition has been formed to fulfil equal tresitment
opparturities for children as for sdulti and tosubstuntiate
an ethical charge in the likinoe between rid id benefit
[rrp——— e ke of drugs in chibren'* Howewr,
the lurriers to undertikis proper nessrnch an chilren’s
drugs are boag stinding s include: the ccst of stodies
compared with the sise of the powemtial mackst;
difficulties in trisl design e, small numbers of ebgible
pétients and back of appropriste agermached contrak)
koag spproval peccrsses and irxresises in the teme tikbm
o complete #udies inchildren compéred with in adultx
ard the unique and coerplex ethical mues surrcunding
neiwarch on children and assessment of ride- benefit in
those who carrot peovide cocasemt foe themme b
Paedsaric dinical trisls of new drugs sre oftens started
mukrry yesrs afler the drugs were teited in adults and
irreche besting @t arbitrary doses and schedubes an the
béciis of scabed down versiars of those waed in adults. B
this time the drugs see akvady offpitent and the
firancial incmtive far the plamactical compary to
be imvohed in thi phase of development wil fuve
kipswrd” Far ceal drugs, 3 feemulitica sutable foe very
young children wha are umibke to swallow tablets or
capsubes is often ursvailible. This urcvailibiliyy meses
chritians hive had o impeovise the administratica of
suwh drugs to ther chikdren, wih unknown
pharmc ckinetic ¢ cassquences. Finally, althcugh clricd
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Succesful Networking activities
Networking & Unmet Therapeutic Needs

DRUGS

AUTHORIZED INDICATION

OFF LABEL USE

Information on

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

ADALIMUMAB (HUMIRA 40 MG PHIAL)

RHEUMATOID ARTHRITIS, PSORIATIC
ARTHRITIS

BEHCET'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

Preliminary Results

1- drugs population 443 (used in children)

2- drugs used off-label for rare diseases
n° 37

conditions for which the drugs are used
n°>100

paediatric studies at the M.A.
17 products/28 evaluated

3

4

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

BEHCET'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; BEHCET'S
SYNDROME

@
[
()
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Rare-Uses &Trials-Database:

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)

GOouT

BEHCET'S SYNDROME

ISS WP leader



Community 7th Framework Program
Cooperation-Health

m’A Suropean Medicines Agancy
Fre-zuthorisation

Evaivadion of Madicinas for Human Uise

Lendon, Jung 2007
Doc. Ref EMEA/ 1978722007

Paediatric medicinal products trpsrep pmonaTy oot xevse

FOR STUDIES INTQ OFF-PATENT PAEDIATEIC MEDICINAL FRODUCTS

HEALTH-2007-4.2-1: Adapting ot e o e A B it e 2

. . supplememtary protection cemificats. Informacion om the off parsz: starns tx oot guaramteed by EMEA
It skould ke noted thet informaton on the aathermation sfatos 2 well 25 oz available pasdmtic

Off_ p a te n t I I l e d I C I n e S to t h e formulaitons of medici=al products is very linxited and not avadzable for 2]l Europeez Membar States.
Usass of this Hst are therefore advised to check the patent and auwthorizztion stztus of the medicinal

- f' d f a ed - a t = C prodacts of intarsst.

S peCI I C n ee S O p I rI Tes msthodology used to esteblish the List was based 23 muck as posstble on evidezced based
- mpdicing. It is however acknewledged that identdfication of priorities for recsarch inre msdicinal

p O p u | a tl O n S prodocts for pasdisric e is partly based om subjective criteriz and that idemtificd priccitios may

changs ovar dma.

(next deadline: September e T i e Eges s e e Cot o it P £

Pacdiatric Use (eotry ito force: 26 January 2007), as amezded, is to increass availabiliny of modicines
wztherised for ciildzun as wall as o izcrezse the =formeiion avzilabls on the zse of medicinal products
2 O 0 9 ) the pasdizizic population. The Begzlation izclodes pr_'m'iiu:mi for fuzding of stodies inbo off-pate=t
medici=a] prodaces. This fusding provided thromgh the EU Framework programmes, stould cover the

developmezt of off patent medicizal products u'.ﬂh & wiaw o the rub\:nuﬂot: of a Pagdiazic Usa
}r’m’l:rln; A.1hmu1w: Azt 40, 3

. Tha o'h -m:lnn of this priorty list is to smsure tkat fonds ame
d:l:nc'n-d into mml:r]l u" n:n-d:nnal pcr\ct.'hn: witiz the higkast nand i= the pasdiacic population
The followizg list of off-patent prodwces bas boen sor up by the EMEA and e Pasdiamic Workizg Pamy

S u p po rt g ive n to Stu d ies d ed ica ted PEG) s camauliiin of pasdisirc Jewmed socianes 3 2003, & lisited revision procsss fock place

The priorities for mediciza] products where stodies in the pasdmiic population are zeeded concern

H H £ sxclastvely medicinal producks whick 2ze ot covared by 2 paint or szpplemenizy protecion certificate.
O p rOVI e eVI e n Ce O r S peCI I C As wack products may be devoid of commercial spomsors, shidies comssguezily mesd to be Fanded

publicly thromgh the EU Framework Prograzoma.

paediatric use of off-patent METEODOLOCY b+ pss s e, T ity s 5 s

inchded twe stops:

medicinal products as included e i e g e, by By e

irsatment alter=atives and the high prevalsocs of the dissass m the pasdatmc populatien

A H H Iz 2 zecomd step. for sach condmticz, publisked therapsutic reviews wers azalysed to idenrify off-labal
I n e - p rl o rl y products of therzpentic intemest. Pricstty poizts wers asitzned o thess products accooding to e lawsl of

svidence availabls and kncwz or saspected efficacy or safety issuss. The fizal salecton was based oo the

list of Off-Patent Medicinal T ———

7 WamnsPairg Circos, Cammarny dasarf, London, B 4HE, Uis
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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

D Y Task-force in Europe for Drugs Development for the Young




TEDDY contribution

O 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

A The existing TEDDY experience could facilitate

these efforts
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