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2 Abbreviations

Art. Article

CHMP Committee for Human Medicinal Products

CMD(h) Coordination group for Mutual recognitioncaDecentralized
procedure (human)

CP Centralised procedure

DCP Decentralised procedure

EC European Commission

EMEA European Medicines Agency

EU European Union

ICH International Conference of Harmonisation

MAA Marketing authorisation application

MHRA Medicines and Products Healthcare Regulatoggicy

MRP Mutual recognition procedure

NCE New chemical entity

PDCO Paediatric Committee

PIP Paediatric Investigation Plan

SmPC Summary of Product Characteristics

SPC Supplementary Protection Certificate

UKIPO United Kingdom Intellectual Property Office




3 Executive summary

Since the enforcement of the Paediatric Regulatid@®07, pharmaceutical companies and
regulators are obliged to accept the respons#sliéind challenges in making medicinal
products available for the paediatric populationtithe development of a new medicinal
product, industry must provide a plan covering et paediatric development to the
Paediatric Committee. This requisite is garlandgdgportunities and challenges for
industry, regulators and paediatricians. For ingustese challenges include the redaction of
a plan for development at an early stage. Regu@atorthe other hand must provide both
guidance on development and ensure that inform#igathered on a product to allow the
practicing paediatrician safe use of the drug &edetoy ensuring that the “spirit” of the
Regulation is enforced.

Nevertheless for both industry and regulators diffeculties become apparent when marrying
both the expectations of the Regulation with thealeds of drug development. The
expectations of industry lie in the pragmatic harglbf the demands of the Regulation. At
the same time regulators see a strong urge fdabél use of drugs by paediatricians and thus
strongly back the collection of clinical data ic@ntrolled setting.

Subjects of debate on the enforcement of the Regultoday are however to be found in the
demands of clinical development in the paediatopydation outside of adult indications, the
extent of clinical development as demanded by dexdRtric Committee (PDCO), the
difficulties in obtaining equally distributed ind&res for all products and product types as
well as potential issues regarding possible dédlaylse authorisation of products for the adult
population. But most of all the PIP must be seea lagally binding document, representing a
commitment to the EMEA and any changes require PR@@oval as otherwise a certificate
of compliance may be refused.

For Regulators, difficulties are assumed to lithim assessment of paediatric development
plans at an early stage of product developmerit;jlalision of responsibilities between the
PDCO and national authorities, workload for the @uttee members and intense
involvement of the PDCO in the life-cycle of a puatlincluding appropriate formulation,
pre-clinical and clinical development.

This work is aimed to look at the roots of the Ragan and how interpretation of the
legislation is currently and how this takes inflneron what the expectations and reality of
drug development since its establishment. The fiogins will lie on making the reader aware
of the demands of the Regulation for drug develagrfe a new medicinal product liable for
authorisation under the centralised procedure dwctuthe main cornerstone achievements
which have to be fulfilled to allow PIP approvalarketing authorisation application
validation and liability for incentives.



4 |Introduction

This work aims to raise the awareness and undelisiaof aspects of the Paediatric
Regulation hereafter called the Regulation(190162@8 amended) that need to be considered
by a regulatory affairs manager in the long andtsieom planning of drug development. To
achieve this, a brief history of the ontogeny & Begulation will be presented, to provide the
background for a fundamental understanding of iims @and demands of the Regulation and
how they are implemented. To facilitate understagdkey termini will be introduced and

their current interpretation presented.

One of the main demands of the Regulation is tipecyal of a “Paediatric Investigation
Plan” (PIP) which should describe all aspects ektigpopment of a medicinal product in the
paediatric population. This work will touch on theducts for which a PIP is obligatory and
focus on one of the main tools for enforcementefRegulation which is the obligatory
compliance check of the PIP. This compliance chgecleeded as a general pre-requisite for
marketing authorisation and for the applicationifmentives. Compliance at the time of
marketing authorisation and at the time of the igppibn for incentives will be discussed in
light of the currently available draft guideline.

The aim of the third part of this work is to progid comprehensive overview of the demands
of the Regulation in the life cycle of a productdécision analysis the use of scientific advice
prior to the submission of a Paediatric InvestmatPlan will be presented. This will be
described for a new chemical entity (NCE), lialdedpproval under the centralised
procedure.



4.1 Better medicines for children — the History of thaediatric Regulation

The establishment of the Paediatric Regulationhesaback to the Management Board
Meeting of the European Commission, which callecdorExperts Round Table in 1997 to
discuss the situation that applications for nevowrative medicines often do not contain
sufficient data to allow the correct use of medatiproducts in children [1].

The experts were asked to elaborate on the follpwspects which would aid to make
clinical data available and provide correct infotima on the safe use of a medicinal product:

» Legal and technical requirements to conduct studiegildren
» Ethical implications of the conduct of clinical&l$ in children
» Practical possibilities for the conduct of clini¢aal

The Expert Round Table convened on December 1§, 488 was arranged as a joint effort
by the EMEA in collaboration with the European Coission. Attendees included clinical
pharmacologists, paediatricians from the EU as aglepresentatives of members of the
Commission and the EMEA). Obstacles in the way akimg new medicines available for
children were identified to include ethical concertechnical and methodological concerns
and practical considerations. In summary theselésirdere not considered to be
insurmountable and overall did not outweigh theatieg impact of continuing to prescribe
medicines off-label to children.

The recommendations of the Expert Round Tablegtit¢e Commission in order to improve
safe use of medicines in the paediatric populatioluded the following:

* Review of old drugs: a review of old products shido¢ undertaken to ascertain the
availability of clinical data on the use of thesequcts. A priority list of products for
which information is needed was drawn up by the Acam Association of
Pediatricians. Priorities need to be establishebliaks made to the FDA to avoid
duplication of work.

* Clincal trials and pharmaceutical formulations

o0 Requirements: a revision of the EU legislation $tidn¢ considered
0 Incentives:
= Regulatory advice and technical assistance shautddie available
when planning paediatric development programs
= A period of exclusivity should be considered foplwan indications
= Support for the establishment of a paediatric cihresearch network
= Allocation of public funding from the European Coission is needed
to overcome financial constraints

As suggested in a prospective study published by@oet al in 2000 as well as many other
studies listed in the RAND study [2], significarif @mbel use is currently common practice
(BMJ 2000;320:79-82 ( 8 January )) . From the sttioy authors concluded that many drugs
are not tested in children, which means that tmeynat specifically licensed for use in
children. Furthermore licensed drugs are oftengoiiesd outside the terms of the product
license (off label) in relation to age, indicatia@ose of frequency, route of administration, or
formulation:



* Over two thirds (67%) of 624 children admitted tards in five European hospitals
received drugs prescribed in an unlicensed oratiéll manner
* 39% of the 2262 drug prescriptions given to chitdnesre off label

In 1998 the Commission also supported discussiarite®level of ICH and as a result the
ICH — E11 “Note for guidance on clinical investiget of medicinal products in the
paeidiatric population” was came into force in 208R

4.1.1 The legislative process for the Paediatric Re  gulation

In December 2000, the Council of Health Ministedts@ted a Resolution [4] in which it
called on the Commission to make proposals indhma fof:

1. incentives

2. regulatory measures or

3. other supporting measures in respect to clinicedaech and development to
ensure that new medicinal products and already ebedkmedicinal products
are fully adapted to the specific needs of children

In February 2002, the EU Commission published aglvation document entitled “Better
medicines for Children — Proposed regulatory astiohPaediatric Medicinal Products”
(Better Medicines for Children, Proposed regulatiions on Paediatric medicinal products,
Consultation document, Brussels, February 28th P[H)2This paper represents one of the
first steps in the fulfilment of the Commission@nemitment to address this problem and
follows a Brainstorming Meeting with Member Stateganised in the framework of the
Commission’s Pharmaceutical Committee in Novem@&12 A set of six objectives were
summarised in this paper:

1. Increasing the availability of authorised medicipedducts which are suitably adapted
to the needs of children of different age groups by
a. Encouraging the performance of appropriate paedistindies to ensure that
new medicinal products may be safely and effecgtiusled in children of
different age groups
b. Encouraging the development of appropriate paedistindies on existing
authorised medicinal products, in cases where @ep&d therapeutic need in
paediatric populations exists, in order to enshat they are suitably adapted
to the needs of children of these different ageigso

Encouraging the development of suitably adaptech@itations.

Facilitating the performance of appropriate paemiatudies through the

provision of scientific advice on how studies sliblé performed and/on

alternative ways of presenting the product e.geva formulation.

e. Encouraging transparency of information on prodacis treatments currently
used in children through the establishment of alukge, and including also
information where studies have resulted in conttigetions or other
restrictions to use in children.

f. Facilitating international collaboration and exchamf regulatory information.

oo

2. Ensuring that pharmacovigilance mechanisms aretedap meet the challenges of
possible long-term effects in specific cases. Giersition of whether there is a need



to develop specific post-authorisation obligatitmrsspecific medicinal products to be
used in children.

3. Facilitating the avoidance of unnecessary studiesugh the publication of details of
clinical trials already initiated and better excharof information.

4. Establishment of a list of priorities for reseaozhexisting authorised medicinal
products in accordance with public health needsvemdh may include priorities in
different therapeutic classes.

5. Developing European excellence in the field of aesle, development and assessment
of clinical trials for paediatric medicinal prodsgcthrough the creation of a specific
and dedicated committee or expert group withinBheopean Medicines Evaluation
Agency (EMEA) and through promoting the creatiorad&uropean paediatric
network for performing paediatric studies.

6. Ensuring that the highest ethical criteria are ragtaid down in the specific
provisions for the protection of children in theeatly adopted Directive 2001/20/EC
on Good Clinical Practice and as described above.

At the beginning of 2002, two regulations were tidfto stimulate the development of for
paediatric use. One regulation focussed on patgmtatlicts and one on off patent medicines.
In November 2003 the two proposed regulations wersged and then discussed in the ad
hoc group on paediatrics of the Pharmaceutical Citteen

In answer to the Council Resolution of DecemberQ2@0the main overall objective to find a
means to improve the health of children in Europébreasing research, development and
authorisation of medicines for use in children, @@nmission presented an Extended Impact
Assessment along with the Commission Proposal Eurapean Parliament and Council
Regulation on Medicinal Products for Paediatric sBeptember 2004 (Proposal for
Regulation of the European Parliament and of thenCib, on medicinal products for
paediatric use and amending Regulation (EEC) N&/B25 Directive 2001/83/EC and
Regulation (EC) No 726/200russels, 29.9.2004,COM(2004) 599 final, 2004/0217
(COD)).

The Extended Impact Assessment and the accompa@gnmgnission Proposal was based on

* experience with the existing EU pharmaceutical reaakd regulatory framework,

» experience with legislation on paediatric medicimethe United States

» experience with orphan medicines in the EU

* published literature

» cost estimates provided by the EMEA

» extensive consultation with stakeholders

* anindependent externally contracted study - Th&lRAtudy (In October 2003 the
EU Commission, requested RAND Europe to assessihe&ct of the proposed
Regulation. The aim of the study was to perfornaaalysis to enable an extended
impact assessment to determine the economic, swala¢énvironmental of the
proposed Regulation as well and its impact on swbée development. The analysis
was based on a November 2003 draft version of gdguRtion)[2]

Overall the Impact Assessment covered a rangepofddoreseen to be affected by the
introduction of the proposed Paediatric Regulatidrey comprised discussions on what the
proposed Regulation was expected to reach, the padicy options available to reach the
objective, the impacts expected from the measwu@soged, and how the impacts of the
regulation could be monitored.



After a first reading, a plenary vote of the Eurapéarliament was held on the Commission
proposal on September 7, 2005. Following this then@ission responded to the Parliament
amendment requests with a text of modified propwsBlovember (COM(2005) 577).
Discussions on the proposed regulation on medigraducts for paediatric use took place
with the Health Council took place in December 2005

On 13 March 2006 the European Commission adop@ahamunication (Commission
Communication COM(2006) 118) concerning the commasition of the Council with a
view to the adoption of a regulation on medicinaducts for paediatric use and amending
Regulation (EEC) No 1768/92, Directive 2001/20/BE@¢ective 2001/83/EC and Regulation
(EC) No 726/2004.

Then on December 272006, the European Parliament and Council addapegroposal and
so the Paediatric Regulation 1901/2006 and its dingrRegulation 1902/2006 were
published in the Official Journal of the Europeamdadn [6].

The Regulation came into force on January}, 2007.

4.1.2 Publication of Guidance documents

Several guidance documents elucidating the reqeintsrof the Regulation and the redaction
of a Paediatric Investigation Plan (PIP), waived amodifications of waivers were published
both by the Commission, EMEA and CMD(h). The PIR tlocument describing paediatric
development for a medicinal product. It is subnditie the Paediatric Committee (PDCO) for
approval prior to the start of paediatric developie

The PDCO was established as a scientific commuttidlee EMEA. Its tasks include the
assessment of the content of any PIP for a medipgmduct, assessment of waivers and
deferrals and to assess compliance of PIPs. Cikks fare described in Art. 6 of the
Regulation.

In January 2007, the Directorate General Enteraungklndustry launched a public
consultation on its draft implementing guidelingited: “Commission guideline on the
format and content of applications for agreememhodification of a paediatric investigation
plan and requests for waivers or deferrals andemirtg the operation of the compliance
check and on criteria for assessing significandissy.

As suggested in the title, it covers the requirenfi@nthe content and format of a paediatric
investigation plan as well as those for waivers @eférrals of clinical development. General
information was given on the compliance check.

After the consultation period was over the fingb@awas published on September 24 2008.
Guideline on the format and content of applicatiforsagreement or modification of a
paediatric investigation plan and requests for es@\or deferrals and concerning the
operation of the compliance check and on crit@raabsessing significant studies

(Official Journal C 243/1, 2008)

With the publication of the final guidance documeéhe  format of the scientific document
(Parts B to E) for PIP/waiver applications was @eh It is no longer quite in accordance
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with the format given in the new EU guideline asatv has to follow the outline published in
the last page of the "Electronic template for Ripl@ations”.

In general it must be recognised the PIP as iilsrstted to the EMEA is put into “Template
for the PDCO Summary Report” which is put togetimethe EMEA co-ordinator and then
reviewed by both Rapporteur and Peer Reviewer magitp the product. This template has
also been published for information purposes.

Further supportive documents are the Frequentlgcagkiestions on regulatory aspects of
Regulation (EC) No 1901/2006 (Paediatric Regulatamended by Regulation (EC) No
1902/2006 (EMEA/520085/2006), which is continuougbglated. Additionally the
procedural advice on the submission and procedute@pproval of the paediatric
investigation plan is given in a likewise continsbyuupdated document “  Procedural
advice".

Additional templates such as the “Template letfen@nt” for the submission of a PIP or
response to the request for modification, as welmextra template for the Request for
modification of an agreed paediatric investigatpben and the Request of confirmation of the
applicability of the EMEA decision on class waivers

Since June 12 the EMEA will accept electronic-ampyplications for PIPs, waivers,
Modification of agreed PIPs and compliance chetie @pplicants should only submit their
applications as CD or DVD with a cover letter.

Due to the continually changing requirements ofEMEA, it is advisable to consult the
Agency'’s website prior to the submission of anyutnents to avoid issues during the
evaluation period. In addition, the EMEA offers Apgnts an email contact address to which
general questions on the subject of the Regulaimhprocedural aspects may be posed.
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4.2 The Paediatric Regulation: definitions of key termii

This work will focus on the requisites of the Regjidn with regard to development of a new
medicinal product liable for authorisation undes tentralised procedure. To enable an
understanding and implications of the Regulatioth s associated guidance documents for
this scenario the terms used will be presentelerfdllowing:

As mentioned previously, the Regulation is the nsdanwhich information from clinical
trials should be obtained by industry and subseifpierade available in the Summary of
Product Characteristics and labelling documentsefiforce these requirements, the
Regulation was linked to the Directive 2001/83 stleasuring its implementation across the
EU and all medicinal products (with exceptions)}hwiegard to the requirements of the
Regulation concerning the need for a PIP.

For a new medicinal product a PIP, must be subdhitieghe PDCO for approval prior to the
submission of the first indication. In brief, a RPa comprehensive document in which the
applicant describes the paediatric developmentroédicinal product. It should cover all
indications authorised and under development irathét population. In this plan, the
applicant may apply for a waiver of the conductlafical studies in the paediatric
population, or if paediatric development is nogfised by the time of submission of the adult
MAA, a deferral for the start or completion of p&sdc studies may be requested.

The PDCO is the scientific body which evaluatessPiR the end of the approval procedure,
the PDCO provides an Opinion which is then adoptethe Agency into an EMEA Decision.

Primarily Art. 7 and 8 of the Regulation ensuret gddmedicinal products are obliged to
present and agree paediatric development with B@@prior to submission of any
application. For a medicinal product not yet auged in the Community, the requirements
of Art. 7 apply. This chapter however will introduboth Art. 7 and 8 of the Regulation and
discuss the interpretation of the termini used.

Article 7 of the Regulation states the following:

1. An application for marketing authorisation unditicle 6 of Directive 2001/83/EC in
respect of a medicinal product for human use wisatot authorised in the Community
at the time of entry into force of this Regulatsdrall be regarded as valid only if it includes,
in addition to the particulars and documents reéefito in Article 8(3) of Directive
2001/83/EC, one of the following:

(a) the results of all studies performed and detailalbinformation collected in

compliance with an agreed paediatric investigatiban;

(b) a decision of the Agency granting a product-speeiiver;

(c) a decision of the Agency granting a class waivespant to Article 11;

(d) a decision of the Agency granting a deferral.
For the purposes of point (a), the decision ofAigency agreeing the paediatric investigation
plan concerned shall also be included in the agpian.
2. The documents submitted pursuant to paragragimall, cumulatively, cover all subsets of
the paediatric population.

When application for a new indication, new pharnugical form or new route of

administration is submitted for a product alreadtharised, still under patent protection, and
also liable for patent extension Art. 8, demandé Art. 7 be adhered to.
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Article 8 (which becomes relevant in the life cyofea product) states:

In the case of authorised medicinal products whaighprotected either by a supplementary
protection certificate under Regulation (EEC) N&&/®2, or by a patent which qualifies for
the granting of the supplementary protection ciedile, Article 7 of this Regulation shall
apply to applications for authorisation of new icdiions, including paediatric indications,
new pharmaceutical forms and new routes of admatisi.

For the purposes of the first subparagraph, theushoents referred to in Article 7(1) shall
cover both existing and the new indications, pharesgical forms (not strengths) and routes
of administration.

Interpretation of the terms used in the above:
» “Application under Art 6 of 2001/83":

Any application under Art 6 is of 2001/83 underlibe requirements of Art 7
(1901/2006). Therein it is described thhlio*medicinal product may be placed on the
market of a Member State unless a marketing aughtian has been issued by the
competent authorities of that Member State in agance with this Directive or an
authorisation has been granted in accordance wefguRation (EC) No 726/2004,
read in conjunction with Regulation (EC) No 139420

The authorisation referred to in paragraph 1 shelBo be required for radionuclide
generators, radionuclide precursor radiopharmaceats and industrially prepared
radiopharmaceuticals.”

Products for which this requirement is not applieare described in Art 9 of the
Paediatric Regulation. These include the following:

Products authorised under Art 10: generic-, hybbebsimilar-applications
Products authorised under Art 10a: bibliographigli@ptions

Products authorised under Art 13 to 16: homeopattaducts

Products authorised under Art 16a to i: traditidmedbal medicinal products

* “Validity of an application” :

To enable a positive validation at the time of sigsmon of the MAA, the application
must contain either one of the following:

o the results of all studies performed and detailallahformation collected in
compliance with an agreed paediatric investigapiam;

0 adecision of the Agency granting a product-speaeitiver;

o adecision of the Agency granting a class waivesyant to Article 11;

o0 adecision of the Agency granting a deferral.
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If this is not the case, the authority may refusedlidate an application for marketing
authorisation. The term validation is further désed in the Guidance document
(Procedural Advice [7]) under “validation check the verification that the
application meets the administrative and legal idossquirements, including the
requirements of the paediatric regulation.

* “Results of all studies performed and details of &information collected in
compliance with an agreed paediatric investigatiomlan”:

In the case of Art. 7 and 8, compliance alwaysmadhat the marketing authorisation
applicant or holder should demonstrate that thesomea and corresponding timelines
which have been agreed upon in the PIP have bderetito and fulfilled (pre-
requisites and procedural aspects of compliancdiacessed in this document under
Section: Product lifecycle and PIP compliance. Toenmission Regulation [8] and a
draft guideline are the currently available adwsdocuments on the procedures of the
compliance check.

* “Paediatric Investigation Plan”:

For the purpose of Art. 7 and 8 the definition &?I® must be read as referring to a
development plan which details the clinical devetept of a medicinal product in the
adult indications and or disease.

The structure of the PIP is given in the Commisganndance document and must be
read in conjunction with the Procedural Advice #mel Template for the Application
of a PIP [7, 8]. In short, it is comprised of Paktto F in which a description of the
paediatric development of a medicinal productherdpplication of a waiver or a
deferral should be presented. Procedural Guidamatesshat a PIP should be seen in
conjunction with the definition of the global matiug authorisation and therefore
needs to cover any additional strengths, pharmmegfvrms, administration routes,
presentations, variations or extensions.

e “Compliance”:

The definition of compliance is a critical in bdtie context of the validation of Art 7,
8 and Art 30 applications as well as in the veaition of liability for incentives
(extension of the supplementary patent protectenogd as well as market exclusivity
and data protection).

For MAAs according to Art. 7 and 8, the Regulatrequests a statement of
compliance to the PIP. In the event that a waielass waiver or deferral has been
granted, a statement certifying the “compliancetha&f PDCO to this effect must be
presented.

Currently the draft Procedural Guidance howeverateis that if the overall
completion of the PIP is deferred, there is a riequfovide evidence that the
measures and timelines in the PIP are being adhered

There is a marked difference in the provisionscfumpliance for Art. 7 and Art.8

applications vs. those for the application for mipees according to Art 36, 37 and 38, the
difference being that “compliance” will be certifiéor the former even if the paediatric

14



program has not been completed, but that thisnetllbe the case for applications
according to Art. 36, 37 and 38. This will be dissed in the following sections.

* “Product specific waiver”:

A product specific waiver as defined in the CommeissSuideline (2008). The
Regulation foresees a system by which a waiveth®rproduction of information”
may be granted for specific medicinal productdporclasses of medicinal products.
Reasons which the Applicant may use for the wadWetinical trials put to the PDCO
may include that the product or class of produstsinlikely to be safe” in part or all
of the paediatric population; that the diseaseoadd@ion only occurs in adults; that
the product or class of products does not “reptteseaignificant therapeutic benefit
over existing treatments for paediatric patients”.

A waiver may thus be issued for a specific subs#t@paediatric population, or a
“specific therapeutic indication”.

e “Class waiver”:

According to Art. 14 of the Regulation the EMEAoliged to maintain a list of
waivers. It has adopted a list of conditions whociy occur in adult populations. All
classes of medicinal products intended to treaetwenditions are therefore not
required to provide a paediatric investigation dianthat condition [9].
Nevertheless, it is in the remit of the Agencyduise the list of waivers (“at least
every year”). As a consequence, if a particuladpob specific or class waiver is
revoked then the requirements of Art 7 and 8 si@llapply, 36 months from the date
of removal from the list of waivers.

As a revision of a product specific waiver wouldainthe amendment of an EMEA
decision, a procedure for this process would havmetestablished. At this time a
procedure has not been described.

o ‘“Deferral™

Art 20 and 23 describe the conditions under whidefarral may be granted. The
deferral relates to the timing of the submissiomamiArt 7 and Art 8 application, and
includes a deferral for the initiation or completiof some or all of the “measures” set
out in the PIP.

These “measures” (Commission guideline, [8]) ineltstudies, trials data and
pharmaceutical development proposed to generatesaiewtific information aiming

at ensuring that the necessary data are generated”.

» “Existing and new indications”:
There are two aspects to this:
1. How is a new indication defined?
2. As of what time-point in development does a “niedlication” have to be included

into a PIP?

15



To the first question: How is a new indication defied?

The definition of an existing and new indicatioma given in current European
legislation. The Procedural advice [7] refers t® Huropean Commission “Guidance
on a new therapeutic indication on a well estaklishubstance”[10] and states that the
definition of a new indication should “normally inde the following”:

* a new target disease,

« different stages or severity of a disease

* an extended target population for the same diseagepased on a different age
range or

other intrinsic (e.g. renal impairment) or extringle.g. concomitant product) factors
» change from the first line treatment to second tre@tment (or second line to first
line

treatment), or from combination therapy to mono#pst, or from one combination
therapy (e.g. in the area of cancer) to another om@tion,

* change from treatment to prevention or diagnosia disease.

» change from treatment to prevention of progressiba disease or to prevention of
relapses of a disease.

» change from short-term treatment to long-term nexance therapy in chronic
disease.

To the second question: As of what time-point in deelopment does a “new
indication” have to be included into a PIP?

With respect to the timing of when to submit thevniedication for approval by the
PDCO, one interpretation of the Regulation couldvathe conclusion that according
to Art 16, a paediatric investigation plan or the applicatiorr feaiver shall be
submitted with a request for agreement, exceptiin jdistified cases, not later than
upon completion of the human pharmacokinetic sgldfn existing indication could
be interpreted as an indication which has obtamatketing authorisation, and a “new
indication” as one for which human pharmacokinstiddies” have been completed.
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4.3 Product lifecycle and PIP compliance

4.3.1 Purpose of compliance in marketing authorisat  ion applications

The Extended Impact Assessment [11] stated tiairiiportant to establish a good balance
between rewards and obligations to ensure the ss@fe¢he Regulation. This suggestion
came from an analysis of US experience and therexme gained from the EU Regulation
on orphan medicinal products which indicated thsystem of both obligations and rewards
is necessary to achieve the objective of stimuigtie development of medicinal products to
meet the therapeutic needs of the paediatric popota

By demanding compliance at the time of marketindpasation, the Regulation ensures that
the sanctions foreseen by the Regulation for ndrewehce are enforced (so-called “self
enforcing” articles). Compliance to a PIP must beven at several stages of development.
These are at the time of submission marketing aisditon applications according to Art. 7,

8 and 30 of the Regulation as well as for applaeifor incentives. Sanctions include non-
validation of MAAs and the denial of incentives.

Table 1 below provides and overview of stages @nlifie-cycle of a product at which
compliance must be shown, these also apply todteasio for the authorisation of a new
medicinal product. Compliance required for subnoissf MAAS:

Art 7 Art 8
- new routes of
- new applications administration

- new pharmaceutical forms
- new indications

MP on patent yes yes
MP on patent yes yes
(8+2+1)

Orphan drug yes yes
PUMA no no

Here the following questions become apparent:

1. Which authority conducts the check for compliance?

2. What is subject to compliance?

3. Under what circumstances does a compliance statdmea to be presented?
To question 1: Which authority conducts the checkdr compliance?
According to the Regulation and Commission Guide[B, 8] (see also Section 5.1) the

compliance check should be conducted by the compateghority responsible for granting
the marketing authorisation. The Regulation (Ar} ates:
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“The competent authority responsible for grantingkaing authorisation shall verify
whether an application for marketing authorisationvariation complies with the
requirements laid down in Art. 7 and 8 and whethre@pplication pursuant of to Art 30
complies with the agreed paediatric investigatiteng’

Additionally the Regulation sees that one of treks$eof the PDCO is to check compliance

and accordingly, the EMEA has published timelined semplates for the submission of an
application for a compliance check. For a new madlgroduct to be authorised under the
centralised procedure, the PDCO would automatid¢sdiyhe authority to certify compliance.

To question 2: What is the subject of compliance?

The explanatory text in the Commission Guidelineeg details on what the compliance
check will include. The key aspects are whetheraiithe documents submitted cover all
subsets of the paediatric population, existing r@a indications, pharmaceutical forms,
routes of administration, and all measures (styudiieds, timelines). Compliance is judged
only if full study reports are provided and theergnt competent authority will perform a
detailed check of each key element of the EMEAgienithe PIP against what has actually
been submitted.

The determination of compliance as stated in the@ssion Communication [8] covers:

“Whether or not the documents submitted pursuartrtacle 7(1) of the paediatric regulation
cover all subsets of the paediatric population,

— for applications falling within the scope of Até 8 of the paediatric regulation, whether
the documents submitted pursuant to Article 7(¥ecthe existing and the new indications,
pharmaceutical forms and routes of administratiand

— for medicinal products with an agreed paediatnestigation plan, whether all of the
measures in that plan (studies, trials and timed)n@oposed to assess the quality, safety and
efficacy of the medicinal product in all subsetshaf paediatric population concerned,
including any measure to adapt the formulationhef tnedicinal product so as to make its use
more acceptable, easier, safer or more effectiveliféerent subsets of the paediatric
population have been carried out in accordance whi paediatric investigation plan
decision”

This implies that compliance for the Art 7 applioatneed only to be demonstrated for the
indication that is being applied for. However, adssed below, the draft Procedural
Guideline does not make this distinction.

To question 3: How can the validation of an MAA beensured and under what
circumstances does a compliance statement have te presented?

To ensure that the applications are validatedrieég®@mmended that this topic is covered at the
pre-submission meeting. The product team leaderemdatory affairs product team member
from the EMEA will remind the applicant of the requments of the Paediatric Regulation
under Art. 7 and 8. The Applicant will also be reded that in the case that all or some
studies of the PIP have to be present at the tirsalmmission of the application, there is a
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need for verification of compliance with the agréd@. Of particular importance for the
planning of MAAs the Applicant must remember that:

“when a compliance check is needed but no req@@stompliance check) has been
submitted to the PDCO prior to the submission efdpplication, the validation procedure
will be suspended in order to refer the applicatiorthe PDCO to perform the compliance
check”

The need for a compliance check becomes appamntEMEA decisions given for a

specific product i.e. if the PIP contains a fullive, full deferral, partial deferral or no
deferral. For these scenarios the Procedural Achasegiven guidance of how to ensure
validation of an MAA. Each of these scenarios maypplicable for a new medicinal product
and for an already licensed product:

Product with a full waiver:
A full waiver for a medicinal product may be grahtey way of two means:

1. Applicability of class waiver
2. Granting of a product specific waiver

If the applicant has developed in an indicatiorttanlist of class waivers, a confirmation of
“Applicability of a class waiver” may be requestéd mentioned in the previous sections,
the list of class waivers may be revised by the BQxCleast once a year. The waiver itself is
however valid for 36 months following the revocatiof the class waiver.

As mentioned previously, a product specific waigegranted as a result of the submission of
a PIP with the request for a waiver.

The guidance indicates that the EMEA may not calelilhe validation of the application of
the MAA until they have received feedback on thikduy of the waiver by the paediatric co-
ordinator.

PIP with deferral: for this case, two scenarios ar@ossible

1. No measures had to be completed at the time aflsnission of the application

If the PIP approval process results in a deferfrallaneasures (i.e. no studies are to be
completed at the time of submission of an applcgtino compliance check is needed with
the agreed PIP. This is verified by the paediatiordinator before the validation of the
MAA is completed.

2. Some measures had to be completed at the timesofomission of the application

If the PIP contains some measures which are tobwleted at the time of the submission of
the application i.e. the Paediatric InvestigatidanRs still ongoing, there is a need to verify
compliance to the agreed plan.

The introduction paragraph in the Procedural Addeeument states:

“When a paediatric development is still ongoingle time of submission of the application
(MAA), the compliance check only concerns the nreaselated to the applied condition,
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and only to those which should have been complstede time of the submission of the
application as reflected in the EMEA decision oa plaediatric investigation plan.”

The outcome of the compliance check is reflecteitienPDCO compliance report. As in the
previous cases, the conclusion for validity of éipplication is given only after feedback from
the paediatric coordinator is given. (The paediata-ordinator is the EMEA representative in
charge of the regulatory, and approval processes RiP).

PIP without a deferral:
The application for the MA will be validated onlythe results of all measures in the
paediatric population agreed in the paediatric planfulfilled. If this is the case, a PDCO

opinion of compliance given, and the applicationrfarketing authorisation will be
considered valid.
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EMEA Compliance check procedure

For the compliance check procedure itself, thremagos are discussed in the Procedural
advice [7].

Scenario 1:

Applicant requests a compliance check to the PDCOrjor to submission of the
application

The basis for this scenario is manifested in A{R28f the Regulation. The Procedural
Advice [7] states that the EMEA paediatric coordomavill review the request for
certification of compliance submitted by the Applit and will send the report to the
Rapporteur for his/her contribution. On day 30he procedure, the report will be discussed
at the PDCO meeting and if any issues are raibedetwill be put to the Applicant, and
clarification will be requested to answer thesalhy 50 of the procedure at the latest.

The assessment report will then be finalised byEMEA coordinator and rapporteur and
sent to the PDCO members. On the basis of thigtigpe final discussion will take place on
day 60 of the procedure. The basis of this scenadat 7 of the Regulation.

In the event that a full compliance check is bgyegormed (ie is verifying whether all
measures in the PIP have been completed) and alures have been completed, a PDCO
opinion on compliance will be issued.

In the event that only one or more measures ofyaeead PIP were to be checked and have
been completed, the compliance report will be aglbpind sent to the applicant with a cover
letter.

Scenario 2:
Marketing authorisation application for a new indication, new pharmaceutical form or

new route of administration submitted to the EMEA without a PDCO opinion on
compliance included

In this scenario, the validation of the applicatwii be suspended until the compliance check
has been finalised by the PDCO. The proceduratstépbe the same as those stated for
scenario 1. The basis of this scenario is Art thefRegulation.

Scenario 3:

During the scientific assessment procedure of thesw MAA and/or application for a
new indication, new pharmaceutical form or route ofadministration

This scenario relates to Art 24 of the Regulatidnol states:

If, when conducting the scientific assessmentvaflid application for Marketing
Authorisation, the competent authority concludes the studies are not in conformity with
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the agreed paediatric investigation plan, the prcidwill not be eligible for the rewards and
incentives provided in Art 36, 37 and 38.

This means that compliance checks takes placedidkie validation stage and during the
assessment of the new application by the CHMP/natiauthority.

The CHMP assessment report should include the méad the compliance check. The
results of the studies will be reflected in the Srdhd if appropriate in the package leaflet
and the marketing authorisation will include a ctiane statement.

The Procedural Advice document [7] suggests thidifinitial compliance check is positive
and during the scientific assessment of the appdicdor MA, the paediatric development is
actually not compliant with the agreed PIP, a mimkeauthorisation may still be granted, but
there will be no statement of compliance.

A possible consequence of this could be that thaliégnt will have to be prepared to receive
guestions on compliance to the PIP in an ongoingeaaiure (ie List of Questions). From a
timeline perspective, a worst case scenario coglthé request of a new compliance report or
PDCO opinion. From the perspective of liability focentives, the lack of such a statement
would mean that incentives may be denied.

Furthermore the Procedural Advice [7] suggestsithaase of doubts on compliance during
the assessment procedure, the CHMP may consuRDIGO if an opinion on compliance has
not been given.

Decentralised procedure, Mutual recognition and Nabnal procedure products

For products authorised via the decentralised, aluiacognition or national procedure, the
same procedural steps as described above woulg. dipigl however unclear what the
timelines are to which the national authority macihere and if they will be within the bounds
of the validation period for a MAA. Additionally ¢hnational competent authority may refer
the compliance check to the PDCO.

In the case of the MHRA a guidance document [18]leen published in which it is stated
that, for applications in which a compliance staaims necessary

“the MHRA will normally request an opinion MHRAiandling of the PIP Compliance
Check... In the cases where an application is submittedlgdb the MHRA, or to the MHRA
where the UK is requested to act as Reference Me8thte, and no previous compliance
check has been undertaken (ie where option c(iipaaagraph 10 applies) applicants should
note that in all cases until further notice the MARill request an opinion from the
Paediatric Committee as to whether the studies goiadl by an applicant are in compliance
with the agreed PIP. The MHRA will normally requastopinionfrom the Paediatric
Committee within 7 days of receipt of an applicatighich requires compliance with a PIP to
be demonstrated. An application will be invalithé Paediatric Committee provides a
negative opinion on the compliance of the studretettaken with the agreed PIP. An
application will be valid if the Paediatric Comna# provides a positive opinion and the other
aspects of the application meet the MHRA's valaatequirements”
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In the event that compliance is put to questionnduthe assessment of the marketing
authorisation application the MHRA has publisheelfitilowing guidance:

“If the application complies with the measurestod tigreed PIP and the Summary of Product
Characteristics reflects the results of the studigbether or not that includes approval for
use in the paediatric population) a statement ohpliance will be included in the MA. The
location of this statement in the MA is being dssmd at European level. Wording for the
compliance statement is provided in the Commisgiodeline. This triggers the entitlements
to the rewards set out in Paediatric Regulation.e Ttompliance statement will not be
included if the measures set out in the PIP hawg lbeen partially completed (for example if
a deferral has been granted).

15. Following the compliance check and formal vaiion of the application, in cases where
the MHRA or EMEA subsequently conclude that thdiesuare not in conformity with the
agreed PIP, no compliance statement will be issard so the product shall not be eligible
for the 6-month SPC extension. However, the apgpbicamay still be assessed and
determined.”
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4.3.2 Purpose of compliance and its role in fulfill ing the intentions of the Paediatric
Regulation with regard to incentives and liability for incentives

The pre-requisites and scope of rewards and inanére tightly inter-related in the
Regulation (Title V, Art. 36 — 40) and are deperndanthe marketing authorisation status of
a product. Accordingly one can break down medigmatucts into different groups and can
be summarised as follows:

1. Medicinal product on patent and liable for an SR@m@sion

2. Medicinal product on patent and liable for an SR@msion and for which the
paediatric indication has not received a one ygtansion of the market protection
period (8+2+1 rule)

3. Medicinal product which has orphan drug status (iyeon patent or no)

4. Medicinal product off patent and a paediatric usgk®ting authorisation is granted

Table 2: Compliance for application of incentives:

Art 36(1) Art 36 (5) Art 37 Art 38
(SPC (1 year market | (2 years market| (10 year data
extension) exclusivity) exclusivity) protection)
MP on patent yes yes n/a n/a
Orphan drug n/a n/a yes n/a
PUMA n/a n/a n/a yes

Medicinal product on patent and liable for an SPC gtension (incentives according to
Art 36.1 to 4):

The incentive of an extension of the SPC by six th®is foreseen for products for which a
PIP is obligatory (i.e. is under patent protecti@®RCs are rights granted under the terms of
Council Regulation 1768/92 (REF). They confer thms rights as a basic patent covering a
marketed medicinal product and extend beyond exgiithie basic patent term. SPCs are
designed to compensate innovative pharmaceuticapanies for the sometimes considerable
delay between the filing of a patent applicatiod #re grant of the marketing authorisation
for the patent protected product (which reducestfextive patent protection). The duration
of SPC protection is calculated on the time elaps#dieen patent filing and first marketing
authorisation, such that the innovator can beifreiih a period of 15 years effective (patent-
plus-SPC) protection from the first marketing auibation for that product within the
Community, subject to a maximum SPC term of 5 years

To achieve this patent term extension, severalneaiisites need to be fulfilled. These are
described in Art. 36.1 to Art 36.4 of the Regulatio
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« 1. Where an application under Art 7 or 8 includes tesults of all studies conducted
in compliance with an agreed paediatric investigatplan, the holder of the patent or
SPC shall be entitled to a six-month extensioh@SPC.

Currently the understanding of this indent is @astudies for all developments described
and agreed with the PDCO for a medicinal produetinte be completed to fulfil this pre-
requisite. This is to be understood in conjunctieth the concept of the “global marketing
authorisation”. Compliance to the PIP is thus amg part of the requirements needed to
attain an SPC extension.

» 2. Theinclusion in a marketing authorisation o gtatement referred to in Article
28(3) shall be used for the purposes of applyingg@eaaph 1 of this Article.

Art 28.3 of the Regulation states that “if the suanynof product characteristics reflects the
results of studies conducted in compliance with #greed PIP, the competent authority shall
include within the application with the agreed cdetgd PIP.”

This means that national implementation of labelnges are needed as a pre-requisite for an
extension of the SPC.

For national, MRP and DCP products, the Reguldtmmforeseen the use of the referral
procedure as described in Art. 32,33 and 34 obDinective 2001/83. A guideline for the use
of the Art. 29 procedure (REF) has been publishethé CMD(h).

* 3. Where the procedures laid down in Directive 286B1EC have been used, the six-
month extension of the period referred to in paegr 1 shall be granted only if the
product is authorised in all Member States.

Subject of discussion for this prerequisite, isstegement “if the product is authorised in all
Member States”. There are two questions that &nase this — firstly: What is meant by
“product”, and secondly — What is meant by all fakmber states”?

The term “product is currently being interpretedrtean the medicinal product, regardless of
which pharmaceutical form or indication.

The meaning of “all Member States” is however siiiler debate, whereby the EMEA
interprets the Regulation to mean including EEAntaas.

» 4. Paragraphs 1, 2 and 3 shall apply to products #hre protected by a
supplementary protection certificate under Regol((EEC) No 1768/92, or under a
patent which qualifies for the granting of the si@opentary protection certificate.
They shall not apply to medicinal products desigdas orphan medicinal products
pursuant to Regulation (EC) No 141/2000.
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For this last pre-requisite, different interpredas are being used on the level of the national
patent offices. The UK Intellectual Property Offigc¢KIPO) for example published a
decision on 14 April 2008, whereby it granted a@ementary Protection Certificate (SPC)

Medicinal product on patent and liable for an SPC gtension and for which the
paediatric indication has not received a one yeanxension of the market protection
period — (incentives according to Art 36.5)

If for the paediatric indication a one year extensdf the market protection has been applied
for then the six month patent extension period moll be granted.

The general procedure for the application of antemiél year of market protection is
outlined in the European Commission guidance dooui® and is based on Art 14 of the
Regulation 726/2004 and Art 10 of the Directive 2/&3.

In summary, the authorisation of the new indicasbould take place within the 8 years from
the date of the first marketing authorisation. Asessment of the significant clinical benefit
in comparison to existing therapies will be conedadby the CHMP or national competent
authorities. This takes place within the normal keting authorisation assessment timelines.

Currently no detailed guidance is available ongirecedure of compliance for an Art 36. 5
incentive, but already standing procedures cowld te the assumption that compliance will
be checked at the time of submission of the pagcliatication.

Medicinal product which has orphan drug status — (acentive according to Art. 37)

Given that orphan medicinal products often have lite patent time remaining when it
comes on the market, the incentive for these prtsda@n extension of market exclusivity
from 10 to 12 years. This reward is seemingly gtraforward, but a procedure for the
verification of compliance is still outstandingntiay be assumed that the application for an
additional period of market exclusivity would beagted after the orphan drug status is
confirmed according to the provisions of the Consiois Guideline (2008/C242/07) [8] and
after compliance with the PIP has been demonstrated

For Orphan medicinal products the following addiaibcomplications may arise:

1. An orphan medicinal product may be developed ires®vndications — for which
indication would market exclusivity be granted?

2. An active substance is being developed in bothaw@nd non-orphan indications —
could an extension of the SPC be granted?

Industry representatives have requested clarifinatn these questions as it is felt that orphan
drugs are not being given the same level of ingeatas non-orphan drugs. The following
guestion has also arisen as a result of the above:
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3. At what time point can orphan drug status be walkdr to ensure incentives
according to Art 36.17?

The wording of the Regulation suggests an answer:3X states “Where an application for
marketing authorisation is submitted in resped ofedicinal product designated as an
orphan medicinal product...”

From this it can be concluded, that orphan drutystanust be withdrawn prior to the
submission of the MAA to be liable for an SPC exsten.

Medicinal product off patent and a paediatric use narketing authorisation is granted —
incentive according to Art. 38

The Paediatric Use Marketing Authorisation is ashsainew type of marketing authorisation
which can be applied for. The establishment of &loihorisation is to incentivise the
development of an off-patent product for the paedi@opulation. The reward is a ten year
data and market protection for the data gathered.

1. Where a paediatric use marketing authorisat®grianted in accordance with Articles 5 to
15 of Regulation (EC) No 726/ 2004, the data andketang protection periods referred to in
Article 14(11) of that Regulation shall apply.

2. Where a paediatric use marketing authorisat®granted in accordance with the
procedures laid down in Directive 2001/83/EC, tlaadand marketing protection periods
referred to in Article 10(1) of that Directive shapply.

The procedure for compliance check for incentigasat established, but will probably be
covered at the time of the application for markg@uthorisation.

For a product liable for authorisation under thetaised procedure the requisite for
marketing authorisation in all member states aeddbmmunity is a given. Nevertheless,
depending on the long-term life-cycle plans of pheduct, the SPC extension may not be
achievable if paediatric development is not congaleh time for the application of an SPC
extension.
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5 Results

5.1 Timelines for drug development under the focus dPRcompliance

51.1 A - Submission of a PIP

For a new unauthorised medicinal product, the Remud states that the requirement for the
timing of the submission of the Paediatric Investign Plan (defined in Art 16) is the
followingg:

In the case of the applications for marketing autbation referred to in Articles 7 and 8 or
the applications for waiver referred to in Articlé4 and 12, the paediatric investigation plan
or the application for waiver shall be submittedwa request for agreement, except in duly
justified cases, not later than upon completiothefhuman pharmaco-kinetic studies in
adults specified in Section 5.2.3 of Part | of Anhto Directive 2001/83/EC

As clinical development of a product often holds gfathering of pharmaco-kinetic data in
Phases I, Il and Ill, there is room for the intetption of this requirement. Nevertheless, in
order to fulfil the requiremerito ensure that an opinion on use in the paediap@pulation
of the medicinal product concerned can be givethatime of the assessment of the
marketing authorisation or other application conced”,the PIP should be submitted early
so that if appropriate paediatric development mewin parallel with adult clinical
development where no justification for a defersaldund and granted.

Prior to the submission of a paediatric investmatlan, scientific advice may be sought. The
scientific advice working party (SAWP) does not @amembers of the PDCO in the
committee, but expertise may be requested by thEAKb-ordinator of the SA procedure on
guestions relating to paediatric development. Thplisant therefore has the option to
approach the SAWP for advice on paediatric devetynprior to the submission of a
request for agreement of the paediatric investgapian with the PDCO. Furthermore, the
requirements of an Art. 7 submission may be dismlissuch as the request the development
of an indication, within the scope of the adult dibion which may not be part of the adult
program.
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Reasons for approaching the SAWP with a requestdeice may for example be to discuss
follow-up measures regarding paediatric developr{egreed within the course of an MAA)
and the integration of these within the Paediatvestigation Plan.

Potential down-side to asking for scientific advaoeild be the following:

1. The advice given at the SAWP may not be in lindliie opinion of the reviewers at the
PDCO and the PDCO itself.

2. Time: Time estimated between submission of reqaredtthe final scientific advice is
approximately 3 months. Additionally, the time estted between submission of PIP and
EMEA decision is around 12 months.

To assess the potential upside and downside oiniiigescientific advice, a decision analysis
can be implemented. This is a method by which sdoa can be analysed and a decision is
brought about by means of weighing the objectiaéisrnatives and risks in the selection
process. One of these methods was developed byrd@md Matheson. It is an operations
research technique for analysing complex decisitismultiple conflicting objectives and
uncertainty. It uses the axioms of probability amitity theory and the philosophy of systems
analysis. The appraisal of a situation is a firspsvhich then may lead either to a problem
analysis (for those situations for which it is usded know the cause of a deviation), or a
decision analysis (for situations in which it icassary to identify the best cause of action).

5.1.1.1 Decision analysis for obtaining Agency consensusipr to the submission
of a PIP

The following is a decision analysis follows thepegsal of the need to provide a PIP for a
product. A decision is needed for the objectivgaihing authority consensus for a PIP. The
objectives and criteria listed here are for a pobdunder development which has not yet
obtained an initially approved PIP and which ibligafor authorisation under the centralised
procedure.

Criteria that have to be fulfilled (“must” critejia

1. PIP approval: the approval of a PIP is the firgt-prquisite for a product to fulfil the
obligations of the Regulation
2. PIP compliance: the demonstration of compliance is

Other important criteria (“want” criteria)

1. Feasible paediatric development: Valuable infororafor the redaction and conduct
of paediatric development.

2. Realisation of incentives: Paediatric developmédaut phat may be realised to allow
for incentives.

3. Fast PIP approval
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The alternatives that may be chosen are the fatigwi

Request scientific advice: As discussed above jshasgeneral option and reflects the overall
option to request scientific advice.

EMEA scientific advice: EMEA scientific advice isvgn by the Scientific Advice Working
Party (SAWP) in conjunction with the CHMP. For neast of paediatric development, the
SAWP may consult members of the PDCO.

National Scientific Advice: Scientific advice mag given by the national authorities. Valid
scientific advice may be expected with this opsarce the PDCO has representatives from
each member state.

Advice from key opinion leaders: Since many keynagn leaders also serve as advisors to
the authorities as well as being part of the meadieemmunity with experience in the field,
gaining scientific advice from them is beneficial the evaluation of the feasibility of studies.

No Scientific Advice: this is also a possible optior example if sufficient expertise is in the
company.

o Request EMEA National | Advice from key
Must criteria SA SA SA opinion leaders No SA
PIP approval yes yes yes yes yes
PIP compliance yes yes yes yes yes
Want criteria
1. Feasible
paediatric 3(12) 2 (8) 2 (8) 4 (16) 1(4)
development (4)
2. Realisation of
incentives (3) 1(3) 1(3) 1(3) 1(3) 2(6)
3. Fast approval of
PIP (2) 2 (4) 2 (4) 12) | 3 3(6)
4. Paediatric
indication (1) 3(3) 3(3) 2(2) 1(1) 1(1)
Totals 24 18 15 26 17
Rankings 2 3 5 1 4

The rankings given from this assessment are suatlitiby favour the use of the advice from
key opinion leaders in attaining the must critema the want criteria. This option may be
preferred since the want criteria cannot necegsaeilfulfilled by scientific advice. This is
based on several aspects:

1. Scientific advice is given by the scientific advigerking party which may request
support from the PDCO members.

2. Scientific advice takes place prior to the submoissif the PIP, meaning that neither a
rapporteur nor the peer reviewer, have been selecte

3. National scientific advice is the last ranked optigiven that only the national
representative of the PDCO would provide an opinion
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4. The scientific rational and feasibility of paediatdevelopment are given with the
help of key opinion leaders and experts in thalfighe ranking has shown that this
aspect is importance in the presentation of pagdidvelopment in a given field.

Since this generic decision analysis has resutteldd option to request advice from a key
opinion leader, a risk analysis for this outcomestrhe aimed at minimising the risk from the
want criteria that are not met by this alternativnethis case, taking advice from key opinion
leaders has least effect on attaining a paediatdication for a product. Since however the
paediatric program has been developed togetherkaittopinion leaders and will eventually
be granted by the PDCO, the risk of not being &blerovide dosing information for the age
groups studied is rather low. Nevertheless, dubdaurrent formal separation of the PDCO
and the evaluating body (CHMP) it is still somewhatlear to what extent an approved PIP
will actually lead to the approval of an indicationa particular age group, or maybe just to
additional clinical trial information in the label.

Additional considerations:

For further consideration about the timing of thbreission of a PIP, the regulatory affairs
manager should know that even though the Recibhltde Regulation clearly states that the
Paediatric Regulation

“aims to facilitate the development and accesgibdf medicinal products for use in the
paediatric population, to ensure that medicinal gwots used to treat the paediatric
population are subject to ethical research of higlality and are appropriately authorised
for use in the paediatric population, and to impediie information available on the use of
medicinal products in the various paediatric pogigdas. These objectives should be
achievedwithout subjecting the paediatric population tanesessary clinical trials and
without delaying the authorisation of medicinal pducts for other age population’s

Recent decisions made by the European Court atdusdve however demonstrated that it is
not straight forward to demonstrate that the objestof the Paediatric Regulation lead to a
delay in the authorisation of medicinal productsdther age groups. This recently published
decision of the European Court of Justice (httpr¥/e
lex.europa.eu/LexUriServ/LexUriServ.do?uri=0J:C:2082:0033:0034:EN:PDF) showed
that the refusal of a company to develop in andaiitbn outside the adult indications lead to
the non-validation of an adult MAA. Following thise company decided to file suit against
the EMEA. The ECJ however decided that the compaayhad sufficient time to accept a
deferral for the development of the indication aodld thus have had an EMEA decision on
a PIP at the time of the MAA.

The timing of submission also highly depends ondieeclopment stage and the overall

estimated development time of a product. Curretntn@sions of the time needed for approval
of a PIP are 12 months.

5.1.2 B - An agreed PIP (setting the cornerstone fo  r compliance)

Depending on the scope of the PIP, time to apprewalrrently being estimated at 12 months
after submission of the PIP. The Regulation and&ioral Guideline provides detailed
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guidance on the timing and scope of the application
(http://www.emea.europa.eu/htms/human/paediatifgsiptm) and is continuously updated.

As a first step, the submission of a PIP is tor@anced to the EMEA in a “Letter of

Intent”, the template for which is available on E&EA website
(http://www.emea.europa.eu/htms/human/paediatifgsiptm) and is to be submitted two
months before the planned submission date of thplaie application. The submission dates
are available on this same website.

After the submission of the Letter of Intent, thpplicant is informed of the names of the
assigned Rapporteur and Peer Reviewer (this istatefollowing PDCO meeting), and then
after the submission of the PIP for validation, tlaene of the EMEA coordinator is
announced.

For the structure and content of the PIP, the Cawsiom Guidance is the relevant reference,
whereby it should be noted that the structure efRIP should reflect that which is given on
the last page of the template of Part A.

In summary the PIP should be submitted by usinddt@wing structure:

Part A:

This is an electronic document which is to be catga by using Version 8 of Adobe
Acrobat 8. This document is then to be submitted signed printed version and as an
electronic version. The Procedural Guidance orEtM&A website provides information on
how this application form should be filled in.

Part B:
Overall development of the medicinal product inahgdinformation on the target
diseases/conditions
B.1 Similarities and differences
B2. Current methods of diagnosis, prevention atinent in paediatric populations
B.3 Significant therapeutic benefit/fulfilment dferapeutic needs

Part C:

Application for product specific waivers
C.1 Overview of waiver request

C.2 Grounds for a product specific waiver

Part D:
Paediatric Investigation Plan

D.I Existing data overall strategy proposed for plaediatric development
D.II Quality aspects

D.lll Non-clinical aspects

D.IV Clinical aspects

D.V Timeline of measures in the paediatric develeptrplan

Part E:
Request for Deferrals
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Part F:
Annexes — eg, the current summary of product cheniatcs, Investigator’'s Brochure and
Risk management plan.

The cover letter of the application should contam“check sum” number of Part A of the
application. Additionally the EMEA requests an autbkation for the representative to act on
behalf of the Applicant needs to be submitted aleitg the other submission documents.

Extent of the document and questions for a decisioanalysis

The request of the authority is to use around B@pdo describe the paediatric development
plan for each indication. This prerequisite givasraication of the level of detail the plan
should hold. A “must” criteria for deciding the khof detail needed for a PIP is an approval
of the program. The “want” criteria are

1. Appropriate amount of detail: sufficient detailénable the Paediatric Committee to
propose an opinion

2. Appropriate amount of detail to minimize the amoointhanges to the approved PIP
in product life-cycle which would reduce the likedod of non-compliance

The options given for this decision analysis aredwer relatively restricted, given that the
PDCO actively demands many details for clinicalalegment to be added into the plan, if
they feel that it is missing. As a minimum requieaty the PDCO needs a level of detail to be
able to give a PDCO opinion. It is important toentiat if details are given in a conditional
sense, as in “may” or “could”, then they will alader stage not be subject of the compliance
check.

In summary potential problems for varying levelgetail include:

Low level of detail
Refusal of validation of PIP by the EMEA with pddsidelay in timelines
- Solution: resubmission with additional details

High level of detail
High potential for the need to update a PIP
- Solution: good submission planning required

High potential for non-compliance

- Solution: ensure that the EMEA decision doesrafiéct the same level of
detail and that conditional wording is used
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5.1.2.1 Summary of the approval procedure

After submission of the documents according tosthiemission deadlines published on the
EMEA website, a validation period of 30 days begkalowing a positive validation of the
documents, the procedure begins.

At this time EMEA coordinator begins with the draff of the day 30 summary report. This is
done with the aid of the Template for the Summaport (available on the EMEA website:
http://www.emea.europa.eu/htms/human/paediatrigs/pim). It is of interest to note that for
this draft document, the EMEA coordinator, copiesti®ns of the PIP into the template. This
template is then further used by the Rapporteug ds 14 days to review the documents and
provide a scientific basis for the opinion. Aftarstthe peer reviewer contributes to the
assessment and provides a critical view on the saimmneport and improve its quality (
EMEA /537415/2008).

The day 30 summary report is then provided to thpligant for information purposes. On
day 60 of the procedure, the members of the PDCE& toalecide on the PIP. Outcome of
the meeting could either be a request for modificedf the plan or adopt an opinion.

The process allows the applicant a chance for alneaplanation, but this is typically not
requested by the PDCO at this stage.

Following the Request for Modification, the Applitdhas a clock-stop period (suggested by
the EMEA to be approx. 3 months, but is not restddy law) to prepare a response
document and a changed PIP.

During the clock-stop period, the Applicant mayuest a telephone conference with the
EMEA coordinator, Rapporteur and Peer reviewersouss any critical issues the PDCO had
in its assessment of the PIP. For this telecomAfi@icant is asked to prepare and submit a
briefing document, slides for the presentation @nelstions which are to be discussed at this
meeting.

General recommendations are to use this opporttorityonference with the Rapporteur and
Peer Reviewer, at this stage of the approval peoasghis allows an informal discussion of
the remaining open issues and gives valuable ihgigi thinking behind the PDCO requests.

After re-submission, of the Response document la@dPtP, the procedure restarts at day 61.
As in the previous procedure, a preliminary summmapprt is provided to the Applicant on
day 90.

If the day 90 summary report indicates that theeeséill aspects which the Rapporteur and
Peer Reviewer do not agree with, then either th&EMr the Applicant may request an oral
explanation at the day 120 PDCO meeting. At thd Bxalanation, the PDCO will not be
able to assess data which had not been submittead/&1 however, minor adaptations of the
protocol may still be acceptable.

On day 120 at the oral explanation, the issuedigmussion, will be addressed during the
meeting with the Applicant and once all questioagenbeen answered, the Applicant will
leave the Committee room and wait in the lobbyafdéinal discussion.
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Figure 1: Approval procedure for PIPs (figure agddtom presentation available on EMEA
homepage (http://www.emea.europa.eu/htms/humangiaed/presentations.htm)

Day 1 after validation Day 61 after validation
1st discussion PDCO 2nd discussion PDCO 3rd discussion PDCO
Day 30 Day 60 Day 90
— ~ N~
60 60 days
Adoption of opinion Adoption of opinion
or List of Issues Oral explanation

The final outcome at day 120 of the procedure barefore be one of the following:

1. Adoption of positive PDCO Opinion
2. Adoption of a negative PDCO opinion
3. Withdrawl of the PIP application by the Applicant

After day 120 the EMEA coordinator sends the applicRapporteur and Peer reviewer are
sent a draft of the PDCO opinion for review whishhen finalised. The Applicant is then
sent the final PDCO opinion. The EMEA decisionhsrt adopted within 30 days after the
PDCO opinion has been received by the Applicant.

If the applicant is not in agreement with the PD@gnion, then a re-examination procedure
may be requested: for this procedure a separatlaugee document is available [13]. The re-
examination procedure gives the applicant the dppdy to reiterate his position, but no new
information may be added. A new Rapporteur and Regewer are assigned to the
procedure. At the end of the procedure, the PDG@iapis final and no further re-
examination procedure may be initiated.
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5.1.3 C - PIP compliance for the MAA for the primar y indication (Art. 7)

As discussed in the previous sections, PIP comgdizhould be performed by the authority
handling the MAA. To ensure that there are no delaythe validation of the MAA, it is
advisable for the applicant to take advantage eftilocedure for compliance check by the
PDCO. For a medicinal product licensed under tmerabsed procedure the appropriate
competent authority is the EMEA and so the PDCOtrmosduct the check for compliance.

As mentioned in the previous sections, an MAA aggtion under Art 7 must include one of
the following:

(a) the results of all studies performed and detailalbinformation collected in
compliance with an agreed paediatric investigatan;

(b) a decision of the Agency granting a product-speeiiiver;

(c) a decision of the Agency granting a class waivespant to Article 11;

(d) a decision of the Agency granting a deferral.

For an Art 7 application, the question here ansglkeat the Paediatric Investigation Plan must
contain with regard to “new indications ...new phaceatical forms and new routes of
administration”.

For the sake of compliance at the time of submmssiche MAA, this Art can be interpreted
such that the PIP must only contain a plan fordieelopment of the indication which will be
submitted under Art 7 and not all indications, phaceutical forms and routes of
administration. This would fit also with the reqennents as presented in the previous sections
on the demonstration of compliance.

The Figure 2 below shows the time at which a PBukhbe submitted and at what stage a
certification of compliance is needed. The commenheck procedure is a 60 day procedure.

Indication 1 Art 7 MAA for indication 1
Phase | Phase Il Phase Il 1
I >
Submission and approval of PIP PIP Compliance for indication 1
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On a general note, for an Art. 7 application theCRDis at liberty to request the development
of a medicinal product in another indication outsad “new and existing” adult indications
but within the same condition. The applicant shdhktefore be aware that paediatric
development for an Art. 7 application may involversathan one paediatric indication.

This stands in contrast to an Art 8 applicationyiiich the PDCO may not demand the
development of an indication outside of the achdigation.
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514 D - PIP compliance for the life-cycle managem ent for Art. 8

For an Art. 8 application the approved PIP preskatdime on the submission of an MAA,
must include new indications, routes of adminigtraind pharmaceutical forms. The draft
guideline states that compliance has to be denaigstfor the indication for which the MAA
is being submitted.

Figure 3 below depicts the incidences at which danpe must be shown for a product for
which multiple indications are being developed.

Indication 1 Art 7 MAA for indication 1

Phase | Phase I Phase Il l

Submission and approval of PIP PIP Compliance for indication 1

Indication 2
Art 8 MAA for indication 2

adult Phase Il adult Phase 11l 1

i f g

Modification of PIP PIP Compliance for indication 2 (plus 1 and
3?7)

i f g
Modification of PIP PIP Compliance for indication 3 (plus 1 and
2?)
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5.1.5 E - PIP compliance for incentives (SPC patent  term extensions and market
exclusivity)

SPC Patent term extension:

As discussed in the previous sections, PIP comiamust be demonstrated to obtain
rewards for adherence to the agreed PIP. The deaidii submission of patent term extension
should be considered (6 months prior to the expithe certificate — deadline January 27
20012, and thereafter 2 years prior to expiry efcartificate).

As a result of the “global marketing authorisati@md “one medicinal product — one PIP”,
patent term extension may only be achieved if @@adidevelopment has been finalised, PIP
compliance demonstrated, the MAA for the paediairitications approved and the labelling
changes should be implemented (see Figure 4 below)

Adult MAA: indication 1 Adult MAA: indication 2 Paediatric MAA  End of Patent term
! ! ! t 3
»— — —‘ \ I
Paediatric development: indication 1
>
Paediatric development: indication 2
>
>

Application for incentives and
demonstration of compliance
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Depending on the development program for the additations, this may not always be
possible as demonstrated in Figure 5 below:

Adult MAA: indication 1 Adult MAA: indication 2 End of Patent term

| | [

Paediatric development: indication 1

>

Paediatric development: indication 2 — deferral

Application for incentives and
demonstration of compliance

There are two potential solutions which would allpatent term extension for the situation as
shown in Figure 5 above.

One solution to this situation would be to include concept that compliance includes the
timelines as stated in the PIP meaning that if @ded development takes longer than the
deadline for the application of SPC extension, thglis agreed in the PIP, then a statement
of compliance would be issued.

The second solution could be that a PIP would $igeid for each indication, allowing the
demonstration of compliance for each indicatiornthie example above, paediatric
development of indication 1 would be complete amhigliance could be demonstrated to
attain SPC extension.
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Market exclusivity:

As discussed previously, the legislation does Howeahe patent extension if the paediatric
indication has obtained a one year market excliysiVo obtain one extra year of market
exclusivity, paediatric development has to finalisend the MAA for the paediatric
indication must be submitted (as shown in Figureebow) prior to the expiration of the 8
year period of market exclusivity.

1% Adult MAA PIP compliance and paed. MAA
l l —
o N J
8 years market exclusivity 2 + 1 years market exclusivity

Paediatric development
=

The use of an additional year of market exclusimityy for example be appropriate for
products with short patent terms, and for whichdwteéc development runs sequentially to
adult development and for which an SPC

Market exclusivity and data protection for orphan drugs:

For this case no explanatory guidance is availdhleas stated it is assumed that PIP
compliance would have to be shown at the time bfression of the paediatric marketing
authorisation.

Data protection for Paediatric Use Marketing Authorisations:

Again, for this case explanatory guidance is at#labut it can be reasonably assumed that
compliance needs to be demonstrated at the tirtfeeafubmission of the MAA for paediatric
development.

5.1.6 F - PIP compliance and financial penalties

The Regulation consists of so called “self imposmagjuirements as well as “residual
requirements”. The “self imposing requirements” ti@se of Art. 7, 8 and 30 which, as has
previously been elaborated on, sanction is inclddedon-adherence (i.e MAA is not
validated). Self enforcement is however only effioas as long as applications according to
Art. 8 are submitted. Enforcement after this pemanlld therefore have to be regulated
outside of the provisions of Art. 7 and Art. 8.
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Art. 49 of the Paediatric Regulation however stét@s Member States shall determine
penalties to be applied for the infringement of ph@visions of the Regulation. The British
Competent authority (MHRA) has for example publgleecommendation to amend the
Medicines for Human Use (MA) Regulation 2004 (QGiadi Trials Regulation) to introduce
measures in the UK to penalise applicants who haveomplied with the obligations set out
in the Paediatric Regulation such as the reportggirement set down in Art. 46.

To date no penalties have been published by natauthorities for non-adherence to other
measures of the Regulation. However, since theresmfioent of the “Commission Regulation
658/2007 — Concerning financial penalties for imflement of certain obligations in
connection with marketing authorisations grantedenrRegulation 726/2004 of the European
Parliament and of the Council”, a general foundatias been provided for the enforcement
of penalties. Even though the Paediatric Regulasamt mentioned in this context this may
well happen in the future.

As soon as a system of penalties is establishiedwthuld have to be associated with some
kind of a compliance check to verify the extenhoh- compliance with the Regulation.
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6 Conclusion and Outlook

Prior to the establishment of the Paediatric Raguiadevelopment of medicinal products for
the paediatric population was not usually partloical development. As a result, little
information on the use of a product was availabla paediatrician and thus a significant
level of off-label use can be seen in these patient

During the preparatory phase of the RegulationRA&ID Corporation was assigned to draft
an assessment of the effect a regulation for paedmaedicines would have and how this
would affect different types of products. An imgort aspect of the Regulation was to set up a
system by which the production of clinical informaait by the pharmaceutical industry was to
be rewarded. This was done by dividing products different categories. Depending on

which category was applicable, the incentives \matyveen extension of SPC, an additional 1
year market protection, an additional 2 year mapketection, or another 10 year market
protection.

Diagram from the RAND report:

An overview of the way in which the Regulation applies to different types of product

| I I \
Paediatric investigation plan . . .
Marketing authorisatton requirement for new
products CORE
Markefing authorlsation requirement far REQUIREMENTS
authorised products
Poediafric Use Marketing Authorisation
Extension of the duration of the supplementary
profection certificate REVWARDS AMD
Data protection for products with a pasdiatric INCEMTIVES
marketing authorsation
Flacing on the market . .
Postmarketing requirement . . . ADDITIONAL
Labelling . . . REQUIREMEMNTS
Pre-existing studias . . .
Walver of the requirement for data ‘ ’
Deferral to Inthaing or completing studies In the ’ ‘ FACILTATING
Paediatric Investigation Plan MEASURES
Community referral procedure for existing
authorisatlons ‘ ‘ ’
Sclentific advice ’ ’ . ‘
SUPPORT
Paediatric Study Programme (M.LC.E) ‘ . MEASLRES
Communication and Coordination ’ ’ 0 .
I Haw produck - Il Patented produck, not ested for uss . .’
In chikdran = I Ofeatent products, nottested for use in raquirament; opartunity;
children — Iv: Products already tested For use in childran. mandatory aclon  woluntary action
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The above diagram presents the volume of obligatisn incentives for new products,
products already on the market, off-patent prodantsthose already tested on the market.
Yet from the set up of the obligations and incesgiof the Paediatric Regulation, the various
groups of products profit from the incentives af RRegulation to varying degrees.

Products which profit the most from the incentie¢she Regulation are new medicinal
products which are liable for an SPC, have a high over and for which adult indication
development and paediatric development runs inllpar@his allows for the completion of
the paediatric clinical development program, arelftifilment of the provisions in Art. 36,
prior to the deadline for the application of SP@eesion.

Products which profit least from the Regulation thi@se that receive data and market
protection for the production of clinical informeati.

Nevertheless as discussed in the previous secttaasiot necessarily straight forward to
fulfil the requirements needed to attain SPC ex¢tendn summary these are compliance to a
PIP, national implementation of the label inforroatirom the clinical trials performed,
market authorisation in all EU and EEA states.

The demonstration of compliance is one of the e¢énteasures to allow the authorities to
monitor the adherence of the applicant to the gious of the Regulation.

Generally the aspect of compliance to a developmeagram is novel to the way drug
development is conducted. The subject of compliasoet only the EMEA decision but also
the agreed PIP, which holds a significantly moreitkd plan e.g. clinical endpoints, trial
subject numbers etc. By testing compliance viantkans and not the outcome of paediatric
development the PDCO is defining and enforcingiciihdevelopment in a very tightly
regulates manner.

As mentioned, a paediatric program presents beatlpldm for clinical development and a
timeline associated with that plan. The Regulasitates that incentive will be given if the
“application under Article 7 or 8 includes the resudf all studies conducted in compliance
with an agreed paediatric investigation pfaiYet, current interpretation of this provision is
that “compliance” to the plan will only be certifiéf all measures in the plan are completed at
the time of application of SPC extension at theomai patent office.

The term “compliance” is however also used in &di#nt sense when applying for a
marketing authorisation. The Commission CommunicefREF) demands that at the time of
submission of an MAA, the applicant is requestedeémonstrate “compliance” to the PIP. A
statement of compliance will be issued by the PCE©én though the measures in the plan are
not completed.

An additional difficulty lies in the liability of @roduct for an SPC. The general provisions of
obtaining an SPC are dependent on the developmesf a product and may or may not be
granted. Yet the approval of an SPC is a sine guaetement for the granting of an SPC
extension. This leads to an uneven distributiomoéntives which does not correlate with the
conduct of paediatric trials or fulfilment of thelmations of the Regulation.

In practice this has lead to the certification @tcalled “zero term” SPCs by some national
patent offices, something which is not supportedngyCommission. This then allows an SPC
extension. Nevertheless, this adds on to the unéwggrbution of incentives.
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In conclusion current recommendations of how tareagh the pre-requisites are to closely
assess the development plans, its timeline angdaédiatric development timelines to ensure
that compliance can be demonstrated. Since tlisetatively new process for applicants,
EMEA, national patent offices and national authesiit is highly advisable to keep a close

watch on any precedence set.
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