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Off-label use of medicinal
products in children

eUse Iin children despite a relative lack of
Information on how to prescribe safely.

The (EU) Paediatric Regulation aims to improve
the information available to prescribers and
families and therefore to reduce off-label use.

eStudies have shown that off-label use is
associated with more adverse reactions to drugs
for children; adverse reactions in children may be
more severe or different from what is known iIn
adults.

5 Development of medicines for children: the EU experience
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European Medicines Agency
Pre-authorisation Evaluation of Medicines for Human Use

Cctober 2004
EMEA/26327/2004

Evidence of harm from off-label or unlicensed medicines in children
EMEA

Executive Summary

This document has been prepared by the EMEA on the basis of linuted available evidence,
following a request from the Ewropean Commission. It focuses on evidence of hanm from off
label or unlicensed medicines in children from both a review of literature and a search of the
EMEA Eudravigilance database,

Very few publications specifically address the issue of off label and/or unlicensed medicines.
Underreporting is the case for paediairic adverse dmg reactions (ADR’s) as for adults. but may be
even more common for unlicensed. off-label medicines. In contrast to spontaneous reporting.
prospective monitoring of ADR's indicates higher incidence and in particular shows up to double
mcidence when including both clinical and laboratory parameters detection.

In a large specific study of children admitted to a pasdiatric hospital. ADR s were associated with
112 (3.9%) of the 2881 licensed drug prescriptions and 95 (6%) of the 1574 unlicensed or off-
label drug prescriptions (35% of all prescriptions). In another large prospective study of
conununity paediatricians, off-label drug use was significantly associated with adverse drug
reactions (relative nisk 3.44; 95% CI 1.26, 9.38).

The profile of ADR's in children is dominated by anti-infective, anti-asthmatic, and
castrointestinal adverse reactions, which may only reflect the most comumon diseases observed in
children. but central nervous system adverse reactions are equally common. Reporting from
various sources provides different profiles of ADR's and for example. parents seem more aware
of central nervous system effects. In all cases the publications did not address long-term
consequences of medicines’ use.

The use of off -label and unlicensed medicines also umplies that there were no proper labelling
and dosing recommendations. As a consequence, medications errors including dosing errors,
more common in children than in adults. should be taken into consideration as additional

& brighter future
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Off-label use of medicinal E—
products In children: first answer

eList of Paediatric Needs by EMA’s Paediatric
Expert Group (2006)

Aim: to identify the needs in the different
therapeutic areas where there should be research
and development of medicinal products, either old
(i.e. off patent) or new ones.

eConsultation of EU member states, learned
socileties.

eTo be updated soon by EMA’s PDCO (Q1 2011)

7 Development of medicines for children: the EU experience
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European Medicines Agency - Human Medicines - Medicines for children - Paediatric Needs - Microsoft Internet Explorer

File Edit View Favorites Tools Help Address | http: v, ema. europa. eufhtms)human/paediatricsfinventory . htm j .—) Go 'l';'
Qback - - ¥ 2] 0| O Search < Favorites 42 B~ da 19_] - [ @ i GOOSlev | j {3 Searchweb  ~ @ £ 6 blacked EOptions
Links @] PaeddB @] PubMed &]Eudraink @&]BIPaeds @] BNF & DailyMed @]ICD-10 @)iGoogle @&]IME &]INM @] Statpages @] Test Paeds @] WebMail @] vahoo! &]BItest &) EudrasmPC

Paediatric needs List of paediatric needs (as established by the Paediatric Working Party) ﬂ
Paediatric clinical trials

Priority list of off-patent Please refer to EMEA/PEG procedure for identifying paediatric needs' (EMEAMTE192/2004/rev?) before reviewing any of the documents in the

medicines table below.

Scientific guidance

Paediatric formulations Reference MNotes

Presentations Anaesthesiology

EU paediatric netwark Assessment of the paediatric needs - Anaesthesiology EMEM/405166/2006

Global cooperation

Member States Anti-infectious therapy

Int i | - L . . . .
nrErnauons Assessment of the paediatric needs - Anti-infectious therapy with focus on antimycotics, EMEA/35350/06

warkshaps antivirals (except HIV)
Related links
Cardiology
Assessment of the paediatric needs - Cardiovascular products EMEA 43694 9/06 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:
EMEASCHMP/ 3541 55,/06

Chemotherapy II {Supportive therapy)
Assessment of the paediatric needs - Chemotherapy Products (Fart II) EMEA/CHMP/Z24696,/06

Diabetes (Types I and II) —

Assessment of the paediatric needs - Diabetes (Types I and IID EMEA/ZZ4688,/06
rev 1
Epilepsy
Assessment of the paediatric needs - Epilepsy EMEA/CHMP/377147/06 See also the comments

received during
consultation on this list:
EMEASCHMP/ 377 251/06

Gastroenterology

Assessment of the paediatric needs - Gastroenterology EMEA/S27934/07

- Local inkranet -
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Refer to list of paediatric needs Cardiovascular products

HYDROCHLOROTHIAZIDE

Authorised indication

Oedema and hypertension

Authorised age group

No age limit specified

Authorised dose

12.5 - 25 mg daily

Authorised formulation

Tablets 25 mg

Needs

Define lower age limit and investigate where needed

Data on PK, efficacy and safety in indication tubulopathies in children <
18 years

Age-appropriate formulation

METOLAZONE

Authorised indication

Oedema and hypertension

Authorised age group

Adults

Authorised dose

Authorised formulation

Needs

Data on PK. efficacy and safety < 18 years
Age-appropriate formulation

POTASSIUM SPARING DIURETICS

AMILORIDE

Authorised indication

Adjunct to thiazide and loop diuretics in oedema
(not available as monosubstance in all Member States)

Authorised age group

Adults

Authorised dose

Authorised formulation

Needs

Data on PK. safety and efficacy in children > 3 months

Availabililty of monosubstance in all Member States

Data on PK. efficacy and safety in indication monotherapy in congenital
tubulopathies (e.g. nephrogenic diabetes insipidus, primary
hypomagnesemia with secondary hypocalcemia (TIRPM-defect), thiazide-
like salt losing tubulopathies (Bartter-Gitelman syndromes), Liddle-




Priority List of off-patent medicinal products

eFunding of studies for off-patent medicinal products
provided by Paediatric Regulation through the EU
Framework Program 7 (FP7)

eList of priorities revised annually by EMA. Shared
with FDA/NIH to avoid overlap or duplication of
efforts, and facilitate multinational trials where
necessary

eThe list is adopted after public consultation and is
not ranked

eUsed by EU Commission to assign FP7 funds to
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Priority List of off-patent medicinal products

The products are listed according to their therapeutic field and condition(s) in alphabetical order.
Age-appropriate formulations (even if not stated explicitly for a product) and data in neonates
(except for oncology) are considered to be of high priority.

Therapeutic field Product Condition(s) Specific needs
Cardiology (refer also to 'nephrology’)
adrenaline Shock, cardiac failure Data on efficacy in
neonates.*
amiodarone Supraventricular and Data on long-term safety.
ventricular arrhythmia
dobutamine Shock, cardiac failure Data on efficacy in
neonates.*
dopamine Shock, cardiac failure Data on efficacy in
neonates. ™
milrinone Cardiac failure Data on PK. efficacy and
safety.*
propranolol Hypertension, Data on PK, efficacy and
supraventricular safety.
tachycardia
* Please note that there 1s a need for international consensus on the definition of 'shock’ in neonates, and
any medicine development should take this into consideration.
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FP7 website

http://cordis.europa.eu

1008vES

SO

. print | Legal Notice | Search | Contact | English |
- ' European Commission

European Comn on CORDIS FP7 Oper n |

Home MNews Funding Results Themes Golocal Lookitup Interact | Help
Maps | Advanced Search

Seventh Framework Programme (FP7)  [search all corpis Search |

=

| =» Quick Links

FP7 Home
FP?7 newsroom

Understand FP7 / Forthcoming Calls

Participate in FP7

Find a call

. L = Health /6 Open calls

Register your organisation X X ) X
) o = Food, Agriculture and Fisheries, and Bictechnology /5 Cpen calls

Preparation and Submission Inf i dc ication Technaologi 70 lls

of Proposals (EPSS) = Infermation and Communication Technologies |/ pen calls

= Nanosciences, Nanotechnologies, Materials and new Production Technologies
Get support

) ) 10 Open calls

Fme| prerEes pErnEs = Energy /5 Open calls
Find a project = Environment {including Climate Change) /& Open calls
Find a document = Transport (including Aeronautics) [/ 9 Open calls

= Spcio-economic sciences and Humanities [/ 5 Open calls
= Space /1 Open call

m  Security /1 Open call

= General Activities /1 Cpen call

-Health

Calblingproposals

ii}n‘z-ani‘tTtgil-'ggt];Sé Alternative Testing Strategies ZDD??D_D?_ 33?003_
FP7-ERANET-2010-RTD ERA-NET Call 2010 2000-07- | 200
FP7-AFRICA-2010 FP7-AFRICA-2010 200007 | A
ZtPa?g-:EALTH-znm-single- HEALTH-2010-single-stage 2008-07- | 2005-
7 HEALTH-2010-tw0- HEALTH-2010-two-stage 2005-07- | 2003-
FP7-INFLUENZA-2010 INFLUENZA-2010 2005507~ | 200
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Overview of the EU Paediatric Regulation
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Objectives of the EU Paediatric Regulation

e Improve the health of children:

— Increase high quality, ethical research into
medicines for children

— Increase availability of authorised medicines for
children

— Increase Information on medicines

e Achieve the above:

— Without unnecessary studies in children
— Without delaying authorization for adults

15 Development of medicines for children: the EU experience
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Milestones in the development of the
Paediatric regulation

«1997: US BPCA approved

eDecember 1999: first draft document to Council of
EU Health Ministers):

— Mandatory system (neonates!)
— ldentification of paediatric needs
— Pharmacovigilance not included initially

EU Orphan regulation (1999) used as example

eDecember 2000: EU Health Ministers urge the EU
Commission to draft Paediatric legislation

«2004: First draft prepared, - regulation (most
powerful EU legislation as directly applicable)




Milestones in the development of the
Paediatric regulation

Dec 2004-Jun2006: regulation wrr

— length not due to complexity: development les:
difficult than expected

— Mandatory scope not challenged

COMMISSION

proposes
legislation

COUNCIL

PARLIAMENT

COOeCcision

— Guideline on studies in small populations in parallel

— Parliament added public funding of studies and
transparency

— Duration of reward debated (Industry refused to provide

data on cost of paediatric trials)
— Patient’s organisations involved

— Paediatricians invited to lobby members of the EU

Parliament

— Problem of Eenalties
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Milestones in the development of the
Paediatric Regulation

Applications for MA (new products) should contain
results of studies conducted in compliance with agreed
PIP (unless: waiver or deferral)

Same obligation extended to applications for new
indication, new route of administration or new
pharmaceutical form for authorised “patented”

products

18 Development of medicines for children: the EU experience




Pillars of the Paediatric Regulation

ePaediatric Committee

ePaediatric Investigation Plan

A system of OBLIGATIONS and REWARDS
*TRANSPARENCY MEASURES

«OTHER MEASURES

19 Development of medicines for children: the EU experience
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EMA Staff vs. PDCO
*EMA Stalff:

— Section Paediatric Medicines

— Currently 30 staff: 20 Scientific Administrators (physicians,
pharmacists, biologists...) + 10 Assistants (secretaries,
database administrator...)

— Scientific and Secretariat (legal, regulatory) support to
PDCO

Based in London, at EMA
e PDCO:

— >60 members/alternates (see later)
— Not EMA staff! (hospitals, national agencies...)
— Scientific discussions and opinions

0 — Based in EU member states
e
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Paediatric Investigation Plans

Details of timing and measures proposed (i.e
studies, trials and pharmaceutical development)
necessary to obtain a paediatric indication with an
age appropriate formulation in all paediatric
subsets affected by the condition

e Quality ] Marketing
- Safety > Authorisation
= Efficacy | criteria

21 Development of medicines for children: the EU experience




Human and veterinary
pharmaceuticals regulation

Towards EU accession: Serbia's regulatory
m challenges, expectations and opportunities
- - -
EU diat lat -
Paediatric Regulation:

obligations versus incentives

New?” Paediatric 6 months Necessary for

Medicinal Investigation Plan or extension of SPC validation of

product Waiver (patent) * application

On Patent Paediatric 6 months When new indication or

and Investigation Plan or extension of SPC new route or new

authorized Waiver (patent)* pharmaceutical form:

Medicine necessary for
validation

Orphan Paediatric 2 additional In addition to 10 years

Medicine Investigation Plan or years of market

Waiver exclusivity*
Off patent None (voluntary PIP 10 years of data Research funds

Medicine possible for PUMA) protection Paed. Use MA (PUMA)
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Rewards

-=> iIf development is compliant with agreed PIP (compliance statement
in MA);

-=> if results of studies included in Summary of PC + patient’s leaflet;

-=> If product is authorised in all MSs (except for PUMA):
e Non-orphan products: 6-month extension of SPC (patent
protection) [not when MAH applied for +1 market protection]

e Orphan medicinal products:
+ 2 additional years of market exclusivity

e PUMA: 8+2 years of data+market protection

- Product-specific or class waiver does NOT trigger the reward
- « negative » PIP results do allow reward
- Inconclusive studies in PIP do NOT trigger the reward

23 Development of medicines for children: the EU experience
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Provision of Information

European Clinical Trials Database

Paediatric clinical trials in &4drac’ R
Welcome to the Community Clinical Trial System

E U D R ACT - Public Home Page

EudraCT is a database of all clinical trials commencing in the Community from 1
May 2004 onwards. It has been established in accordance with Directive
2001/20/EC.

eTo Include results of all
This site is the sponsor interface which gives the sponsor access to the

EudraCT application in order to:

clinical trials and of other
+ Complete, save as a .xml file on your computer and print a pdf version of

the clinical trial application form

t r i al S ‘ S U b m i tte d to N CAS ’ EudraCT Version 8 Release Update

The new version of EudraCT (Version 8), previously foreseen for the end of
2009, will now be available in 2010.

=To include third countries S
trial S I i n ked to a P I P Access to EudraCT Application

You must save the xml files and the pdf files of your Clinical Trial Application
Form fo your own computer.

ePaediatric information to be

Only the Member State Competent Authorities are able to do this when you send

m ad e Q u b I i C them your xml file.

New Features in EudraCT v7.0

® EX p e Cte d tO b e Version 7 of EudraCT contains three important additional pieces of functionality

as well as an updated Clinical Trial Application Menu, to accommodate these
new options. This new functionality has been developed on the basis of requests

Implemented: Q1 2011

+ Validate XML - Check and ensure that a Clinical Trial Application form
has been completed prior to submission.
» Compare XML - Comnare fwo Clinical Trial Annlications and view the
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(completed studies for authorized
products)

eArt. 45: all existing paediatric

studies to be communicated to —
EMEA/NCAs (deadline 26/1/2008) =——
- approx. 10,000 emails —

received

eArt. 46: results of all new
paediatric studies, sponsored by
applicant, to be submitted to
EMEA/NCA within 6 months of
completion (LPLV), whether part
of a PIP or not.

25 Development of medicines for children: the EU experience
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P art 3 Year Humber of Modifications Total Humber of Applications

2007 0 3
2008 4 125
2003 43 253

Results so far = 5

26 Development of medicines for children: the EU experience
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total Holiday Inn, Belexpo Convention

High workload for EMA and PDCO

Humber of

Aggregated Status | Applications
Waliclati 118
e B vaidation
Dizcussions 105

: . Discussians
StartEestart 13

1 D Erart Restart
Cpinion pending 3 m

Cpananr mein

Cipinion adapted 34 i R
OpinionDecision - Opaninn adopled
phaze B cpinioniDacision phase

Grand Total Jo7
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H Towards EU accession: Serbia's regulatory

Hatel Holldey Inn, Belexpo Convention Centre, Belgrade, Serbis

High workload for EMA and PDCO

Hame Humber of Applications

Presubmizsion
Walidation suspended
Under walidation
First dizcusszion
Secand discussion
Festart of procedure
Third dizcusszion
Fourth discuzsion
Clock stop

Opinion pending
Opinion adopted
Decizion signed
Decizion publizhed
Wthcrasen

Inwalicd

Hafted

Grand Total

53
11
107
ot
23
13

405
302

1193

Mumber of Applications {incl. Letter of Intent)

O eresubmission

B vaicaton suspendead
O under validation
Firat discussion
Second discussion
Rastart of pracedure
Third discussion
Fourth discussian
Clock stop

Cgeindon panding
Cpinon adoptad
Diadslon signed
Dadslon published
Withdrawn

Ireealid

Halt=d

ORCONNEN

EEEENE
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Number of Applications
(excluding modifications)

Vaccines Cardiovascular
5% Anaesthesiology Diseases
10%

1%

Uro-nephrology

3%
Dermatology
Psychiatry 4%
2%
Diagnostic

1% Endocrinology-
Gynaecology-Fertility-

/ Metabolism
11%

Gastroenterology-
Hepatology
3%

Pneumology -
Allergology
18%

Pain

4%
Haematology-

Oto-rhino-laryngology Hemostaseology

1% 4%
Other Immunology-
4% Rheumatology-
Transplantation
Ophthalmolo
p ay 6%

2% . .
Infectious Diseases

6%

Oncology

N I
0% eurology

5%

Neonatology - Paediatric
Intensive Care
1%
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Withdrawn applications / Orphan MP

APPODS Humber of Withdrawn LOIs and Applications APPOM10 Humber of Applications with Orphan designation
Type Started After Opinion Humber of Applications Year Humber of Applications
Letter of Intert Mo Mo 58 2007 9
Letter of Intent Total 58 2005 49

Mo Mo 25 2009 4
Application Mo 139 200 18

Yes

Yes 12 17

Application Total 176

Submitted in PIP/Waiver Humber of Modifications Total Humber of Applications

Full vWaiver ] g
2007

PIF ] 30

2007 Total (1] 39

Full vWaiver ] a0
2008

PIF ] i

2008 Total (1] 101

Full vWaiver 1 21
2009

PIF 18 bt

2009 Total 14 9
20M0 PP ] 1

2010 Total 0 1 Updated April 2010
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Annex of the November 2010 PDCO meeting report

2008 2009 2010 Cumulative
total
(@ELITETRY [@ELIUTETRY (@ELUETRY
to to to (2007 to
December) December) current 2010)
month)
Total number of validated PIP/waiver 271 273 311 9411
applications
Applications submitted for a product not yet 186 191 269 685
authorised (Article 7°) (73%)
Applications submitted for a product already 75 72 40 232
authorised and still under patent, in view of
- L . (25%)
a submission of a variation/extension for a
new indication, pharmaceutical form or
route of administration (Article 8%)
Applications submitted for an off-patent 10 10 3 24
product developed specifically for children (2%)
with an age-appropriate formulation (Article .
30%)
PIPs and full waiver indications covered by 395 395 373 1334
these applications
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PDCO opinions

Number of Paediatric Committee Cumulative
(PDCO) opinions total
Positive on full waiver 48 67 49 173
Positive on PIP, including potential deferral 81 122 191 396
Negative opinions adopted 4 13 6 25
Positive opinions adopted on modification of 8 51 96 155
a PIP

Negative opinions adopted on modification 0 0 - =

of a PIP

Positive opinions on compliance with a PIP 5 8 8 21
Negative opinions on compliance check with 0 1 0 1

a PIP

Opinions adopted under Art 14.2 0 0 2 2

32 Development of medicines for children: the EU experience
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Free paediatric Scientific Advice / Protocol
Assistance

Year Year 2008 Year 2009
ielerd
Total SA requests 213 264 311
Total PA requests 68 56 77
Paediatric scientific advice 14 13 14
Paediatric follow-up SA 4 5
Paediatric protocol assistance - 5 4
Paediatric follow-up PA 3 - 3
Total paediatric SA+PA 21 23 30

33 Development of medicines for children: the EU experience
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(national health authorities, other EU institutions,
etc.)

34 Development of medicines for children: the EU experience
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Reporting — Performance Indicators — Survey
of paediatric use

eAnnual report to the European Commission
(ongoing) on companies benefiting of, or
Infringing the Regulation (first report published)

Performance indicators are tracked for report
at 6 (and 10) years

eSurvey of paed use (ongoing)
« 10 MS provided data (very heterogeneous) — larger states
missing!
 Analysis ongoing
 Results presented to PDCO November 2010

35
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FP7 funding - Health area 4.2 results (2007-2010)
Off-patent medicines for paediatric use

Call Response Support EU Success
contribution Rate

2nd 15 proposals 6 projects ~ 22 mio 40%

3rd 12 proposals 3 projects ~ 18 mio 25%

4th 10 proposals 3 projects ~ 16 mio 30%
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Conclusions on impact of EU Paediatric
legislation

Impact on workload and resources at EMA is high
(not just on EMA)

e Most legal deadlines have been met with success,
thanks to preparation and motivation of staff and
Committee

e Public funding assigned through FP7

e No evidence yet of an increase in clinical trials

e Active and positive collaboration within the Agency
e Product information changes already visible

e Delayed publication in EudraCT: Q3 2010

37 Development of medicines for children: the EU experience
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Part 4

PDCO responsabillities and organisation
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Paediatric Committee (PDCO)
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Composition of PDCO

e 27 members, 1 from each EU member state

v 5 nominated by CHMP (members of both committees)

v The remaining 22 are nominated by the remaining 22
member states

e 6 representatives nominated by EU Commission:
v 3 representatives of Healthcare professionals
v 3 representatives of Patients’ and Parents’ organizations

e 2 representatives of EEA MS (Norway, Iceland): no
right to vote

Each member has an alternate

40
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Functioning of PDCO

e Chair and vice-chair nominated among its
members (not alternates). Can be renewed once.

e Members, chair and vice-chair have 3-year
terms.

e Meets 12 times a year, for 2.5-3 days, In London
at EMA

e 1-2 informal meetings per year (1.5 days) In
rotating EU countries

41
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“Main” roles of PDCO

e JO adopt opinions on PIP/waivers (decision signed by EMA

Executive Director, not by EU Commission)

e To provide advice on any question relating to
paediatric medicines (at the request of the Agency's Executive

Director or the European Commission)

e To assess data generated in accordance with agreed
PIP, to adopt opinions on the quality, safety or
efficacy of any medicine for use in the paediatric
population (at the request of the CHMP or a national competent
authority)

42
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“Other” roles of PDCO

e To advise Member States on the content and format of data to
be collected for a survey on all existing uses of medicinal
products in the paediatric population

e To establish and regularly update an inventory of paediatric
medicinal product needs

e To advise and support the EMA on the creation of a European
network of persons and bodies with specific expertise in the
performance of studies in the paediatric population

e To advise the EMA and the EU Commission on the
communication of arrangements available for conducting

,. research into paediatric medicines.
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Waivers:

Three types:

e “total” (product-specific) waiver = for all
conditions/indications being applied for a product

e partial waiver: one and more subset(s), indication(s), but
there is a PIP!

e Class waiver: for a class of products in a condition, or for all
products aimed at a condition

Legal grounds:

el ack of efficacy and safety

eDisease or condition occurring only in adults population
eLack of significant therapeutic benefit
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Deferral(s):

Instrument to avoid delaying marketing
authorisation in adults

“Deferred” means Marketing Authorisation
Application for adults is possible before
Initiation/completion of one or more
measures in the PIP

e Given by study/measure (cfr US PREA: “total”
deferral)

e For initiation and/Zor completion of
s stddydmeasure: completion of a clinical trial may
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Part 5

ENPREMA

European Network of Paediatric Research at EMA
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ENPREMA

Key operational goals

e To link together existing networks

e To provide expertise and access to infrastructure
for industry to conduct studies Iin children

e To define consistent and transparent quality
standards

e To harmonise clinical trial procedures

e To define strategies for resolving major challenges
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ENPREMA

What has been achieved so far ?

eImplementation strategy adopted by EMA
Management Board (Jan 2008)

e|ldentification of existing networks
e List published on EMA webpage (2009)

eFirst workshop with existing networks (Feb 2009)
2 working groups:

— WG 1: structure and operational model

— WG 2: definition of recognition criteria (Criteria published on the EMA web-
page for public consultation, Feb 2010)

e Definition of structure and coordination group
(2010)
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Proposed Structure ENPREMA
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ENPREMA

Coordinating Group

e Max 20 members, for a maximum of 3 years
e 2 Members of the Paediatric Committee
e 1 Member of the European Commission

e 17 representatives of networks / groups of

networks
e No industry In the group but obvious stakeholder
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ENPREMA
Role of EMA

- to provide secretarial support to the activities of the network
- to organize and host meetings of the network

- to coordinate exchange of information between network

partners
- to provide information to external partners and stakeholders

The EMA does not decide on recognition
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ENPREMA
Next Steps

e 3-month period for networks to do self-assessment
and publish results

e All networks fulfilling recognition criteria
automatically member of ENPREMA

e Implementation of coordinating group by end of
2010

e Election of Chair of coordinating group during first
official ENPREMA meeting scheduled for 10/11 March
., 2011 (2 days, one with industry)



ENPREMA

More information

http://www.ema.europa.eu/
htms/human/paediatrics/net
work.htm
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PUMA
Paediatric Use Marketing Authorisation
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e New dedicated type of Marketing Authorisation application
(MAA) for exclusive paediatric use
e Intended for off-patent medicinal products:

— Authorised: PIP is voluntary (art 8 does not apply, as there is no
patent/SPC)

— Not authorised: PIP is compulsory (as art. 7 will apply at MAA even if not
a new active substance), only possible reward is PUMA reward (as no
patent/SPC)

e |Incentives:

e 10 year marketing protection (compliance with agreed PIP
necessary) ONn data contained in the PUMA (8+2+[1])

e Fee reduction for MA/postauthorisation

e Projects funded from FP7 in the priority list of off-patent
> products should aim at a PUMA
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PUMA proposal

PUMA
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e Results so far rather disappointing
e 24 to 30 PIP applications for possible PUMA

(difficult to say as PIP application for new product +
possible PUMA not identifiable)

e 2 PUMA applications so far

e Incentive is weak (data protection + market
protection) and limited to the paediatric data
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Conclusion
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Prhpiications of paediatric regulation for
national agencies

(national competent authorities)

e Nomination of representatives in PDCO

e Paediatric regulation applies also to “national”
products, not only centralised ones:
 Validation of each “new medicinal product” triggers art. 7

- need for PIP + results or deferral / waiver

 Existing, on-patent products trigger art. 8 for new
Indications, routes and ph. Forms

« Paediatric validation” task of the national agency. Possible
stop at validation!

« Compliance check: for completed studies/measures, can be
either done by national agency or delegated to PDCO
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Thank You

and thanks to Agnes Saint-
Raymond and the Paediatric
team for analyses, data and

graphs
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