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1 Executive Summary

The aim of the EU Paediatric Regulation (Reg. N0112006) is to stimulate the
development and availability of medicines for creld, which have been properly
investigated and authorised for use in the relepapulation. These objectives should
be met without exposing children to unnecessaniaal trials and without delaying
the approval of medicines for other populations.

Immunization is among the most successful and effsttive public health
interventions. Protection against infectious dissasccurs in most of the cases during
childhood. European Vaccine Manufacturers (EVM) éhav long and successful
history in developing vaccines for the paediatrapylation both in the EU and
worldwide. Whilst EVM fully supports the originalm of the Regulation, experience
since the entry into force of the legislation thyears ago is that vaccine specificities
have not been adequately addressed in the implatr@nbf the law. This has led to
a situation where vaccine development (in particglaediatric vaccines) may be
delayed or discouraged as a direct effect of tleglRR&ric Regulation.

The EVM White Paper describes a number of diffiegltencountered by vaccine
manufacturers when developing new vaccines or impgo existing ones and
illustrates them with several real-case examplesortier to improve the situation,
EVM puts forward a number of proposals (see Secddll) which should be
achievable by revising/adapting some of the exgsti@ommission and EMA
Guidelines without amending the current legal t&4tese proposed changes are in
line with the overall European Commission aspirat@wards “better regulation” and
reduced administrative burden:

« EVM proposes a streamlined PIP process restricieloigh level aspects of
paediatric development allowing the introduction aaimmitments and the
submission of additional data and details at a Istt@ge, a simple procedure
for urgent access to the PDCO and a more propationompliance check
process taking into consideration potential impawispublic health of any
delay in vaccine availability. EVM believes that annecessary degree of
bureaucracy has been introduced in the currentedwoes for submission,
evaluation, modification and compliance check otdRatric Investigation
Plans (PIPs). In addition, the amount of detaitpuested in a PIP results in
multiple PIP modifications throughout developmemspecially as the
legislation requires companies to submit PIP regues a point in time when
the product development may still be subject toamegconsiderations. EVM
believes that all this leads to a sub-optimal Usesources for companies and
authorities and delays the development of new @raved vaccines.

* Although EVM acknowledges the EMA efforts to impeothe coordination
among its various Committees and Working Partiesctly concerned with
the development and evaluation of medicines foldotim, EVM'’s experience
shows that the synergy between these key EMA Comesit is still
suboptimal and further improvements are needednufé&turers continue to
experience divergent opinions among the PDCO, th&/B and the CHMP,
which unnecessarily confuse and delay the developrpeocess of new
vaccines for children and adults. In addition, sdd¥CO demands appear to
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go far beyond the original spirit of the law, anédynconsequently further
delay or discourage vaccine development.

e Several definitions (e.g. new indications, pharméical forms, routes of
administration) need to be tailored to the contektvaccine paediatric
development, in order to streamline the process ifigproving existing
vaccines.

In addition to these proposals for improving thegasss for submission and approval
of PIP’s, the EVM would also like to highlight twieey areas to be addressed when
the Paediatric Regulation becomes subject to mvisfirstly, the fact that PIPs
constitute a barrier for the development of vacginetended for use in some
developing countries, secondly the fact that theards and incentives model does
not adequately address vaccines specificitiesgseton 5).

In view of the Commission “Better Regulation” presewhich aims to ensure that
European laws and regulation are well targetediectdy implemented at the right
level, and proportionate to the needs, EVM strorghgourages the initiation of a
dialogue with the European Commission and the ENDEP (and other relevant
committees) to work on concrete proposals to enaypeocess that encourages and
fosters the development of new and improved paeclizccines.
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2 Introduction

The Paediatric Regulation (EC) N0.1901/2006 enten¢ol force on 27th January
2007 and aims to facilitate the development anekssibility of medicinal products
for use in the paediatric population, to ensuré tiedicinal products used to treat the
paediatric population are subject to ethical redeaof high quality and are
appropriately authorised for use in the paedighapulation, and to improve the
information available on the use of medicinal praduin the various paediatric
populations. According to the Regulation these a@bjes should be achieved without
subjecting the paediatric population to unnecesslamcal trials and without delaying
the authorisation of medicinal products for othge @opulations.

The European Vaccine Manufacturers (EVM) fully sompe the objective of the
Paediatric Regulation. However, it believes tha Begulation does not take into
consideration the specificity of vaccines. The Caossion proposal aimed to address
the situation in Europe whereby more than fiftygeet of the medicines used to treat
children have not been tested and are not authibfiseuse in children [COM(2006)
118]. The situation described in the Commissiorppsal does not however apply to
vaccines. The majority of vaccines have specifjcddleen developed to prevent
diseases in the paediatric population and theseinex have had a large positive
impact on paediatric health in Europe and worldwide

The EVM is concerned by the escalation in bureaiycthat has arisen as a result of
the way the legislation has been implemented. While legislation does offer
increased dialogue with Regulators regarding paediavaccine development
programmes, the administrative burdens arising ftiois) regulation are so extensive
that they directly impact the efficient developmemtd registration of paediatric
vaccines in the European Union and beyond. The EdMId therefore like to draw
the authorities’ attention to the impact of thereat Paediatric Regulation on the
development of new vaccines or on improving thetexg ones.

This White Paper highlights the difficulties EVM mbers face due to the
administrative burden generated by the implemeortatif the Paediatric Regulation.
It includes proposals for clarifying the interptata of the current Regulation with a
view to facilitate its effective implementation amdentifies issues which may be
considered when revising the legislation.

The EVM members experience over the past 3 yeklrwsals to make a meaningful
evaluation of the Paediatric Regulation interpretaiand of the functioning of the

current procedures and to put forward ideas to avgithe interactions between the
applicants, European Medicines Agency (EMA), Paediommittee (PDCO) and

other relevant parties [Committee for Medicinal dRrets for Human Use (CHMP),

Scientific Advice Working Party (SAWP)].

The EMA issued in April 2010, the first report teetCommission, in line with Article
50(1) of the Paediatric Regulation, summarising eelgmce with the Paediatric
Regulation from EMA'’s point of view. A general regpérom the Commission to the
European Parliament and the Council on experiermcpliiged as a result of the
Paediatric Regulation is not expected before 2@¥850(2)]. And it is only in 2017
that the legislation foresees a report analysimgetonomic impacts of the rewards
and incentives, together with an analysis of th&ameded consequences for public
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health of the Paediatric Regulation, with a view gooposing any necessary
amendments [Art.50(3)]. Based on the issues discussdetail in this document, the
EVM is strongly advocating for changes and improgata earlier than the dates
defined in Article 50(2&3) for the revision of tiRaediatric Regulation.

Before any revision of the law, the EVM would ename the initiation of a dialogue
as soon as possible between the EMA/PDCO, Eurogeemmission and EVM to
develop proposals that would allow the goals of gaediatric legislation to be
achieved with the aim of minimising the burden up@tcine manufacturers and
regulators and thus avoiding that the paediatrigslation constitutes a barrier to
innovation and availability of new vaccines.

Taking all of the above points into consideratibe EVM has taken the initiative to
present its evaluation of the Paediatric Regulateord its impact on vaccine
development. The proposed changes and improvenoenlised in this document
continue to support the goals of the Paediatric uReign of making medicines
available to children without causing undue delay gaediatric and overall vaccine
development and will facilitate the successful iempéntation of the Regulation.

3 General Information on vaccines

3.1 Value of vaccines

Immunization has been one of most successful arst-affective measures for
improving public health. Their use has led to thadecation of smallpox, regional
elimination of measles and polio, and substantaluctions in the morbidity and
mortality attributed to diphtheria, tetanus andtpesis. The WHO estimates that
immunisation saves more than 3 million lives woiildisv each year, and it saves
millions more from suffering illness and lifelongsdbility [WHO Europe]. Thanks to
vaccines, smallpox, which used to kill 5 milliongpée annually, has been eradicated,
and by 2002 endemic polio was eliminated from EarfyyHO Europe].

Vaccines developed for the paediatric populatiomerly protect against a multitude
of diseases (diphtheria, tetanus, pertussis, pgkditis, Hepatitis B, Hepatitis A,
tuberculosis yellow fever, rabies, typhoid feveriarthoea caused by rotavirus,
measles, mumps, rubella, varicella, influenza, icatvcancer caused by HPV,
invasive diseases caused Hgemophilus influenzéype b, Neisseria meninigitidis
and Streptococcus pneumon)aé&ven when global eradication is not possiblébglo
control is and disease can be reduced to very wel$ if vaccine coverage is
sustained. With the exception of clean drinkingexataccines are the most effective
intervention in reducing and preventing the retafinfectious diseases. When
sufficient numbers of people are vaccinated theapiof the disease is significantly
reduced due to ‘herd immunity’, which helps by nedtly protecting vulnerable
individuals who cannot be vaccinated.

Antimicrobial resistance constitutes a serious éamng public health, which has been
acknowledged by the European Commission, the Cbandithe European Centre for
Disease prevention and Control (ECDC). The prevenise of antibacterial vaccines
could potentially protect individuals and commussti against infectious disease,
including those caused by resistant bacterialgra¥accines could also potentially
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prevent bacterial acquisition of resistance duddoreased exposure to antibacterial
agents. [EVM, 2010]

3.2 Facts and data on vaccine industry in Europe

The members of the EVM have a long successful tyistodeveloping vaccines for
the paediatric population. Up to August 2010 theaee been 24 vaccines registered
via the Centralised Procedure 10 of which are eskedly indicated for children, 18
cover at least a subset of the paediatric populatiaheir indication. Out of the six
vaccines not covering a paediatric subset, three ar
- a combined vaccine against Hepatitis A and B foricvha paediatric
formulation is also available,
- avaccine against Herpes Zoster because of thénlmdence of the disease in
children
- avaccine against Japanese encephalitis
and the other three are seasonal influenza vacth& most seasonal flu vaccines
authorised at national level have a paediatriccaitbn). Of note, pandemic flu
vaccines were not considered as these vaccines desedoped under exceptional
circumstances. Most vaccines authorised via Mutligcognition (MRP),
Decentralised (DCP) or National procedures covédi@n in their indication.

In the last 10 years, the EVM developed innovatiaecines for use in the paediatric
population and new combination vaccines in ordarethuce the numerous injections
needed for childhood immunisation. Moreover the E\Adlapted development of
vaccines or improved the existing ones in ordecdwer the different vaccination

schedules used across Europe.

Major vaccine manufacturers are global in natuoeydver many of their operations
are based in Europe. This is the case for mogteWaccine industry’s research and
development (R&D), which is concentrated in theioag Of the 144 R&D projects
ongoing in 2008 (including 22 in phase IV developipenearly 60% (84) were based
in Europe (see Figure 1).

Figurel Majority of R&D projectsbased in Europe[EVM survey 2008]
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From their 20 production sites located in Europee tworld’s major vaccine
manufacturers produced more than 4.7 billion daseX008. This amounted to over
90% of their global output.

Of the 4.7 billion doses of vaccines produced imope in 2008, approximately 80%

were exported around the world (see Figure 2). Miloa@ a third of these doses were
distributed at reduced prices to developing coastrvia specific agencies and
international organisations such as UNICEF. As sulte doses supplied to lower-

income countries account for 36% of exports and 28%otal production, but less

than 3% of revenues.

Figure?2 Vaccines manufactured in Europe are distributed worldwide
[EVM survey 2008]
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3.3 Factors impacting global development of vaccines

Development of vaccines is controlled by multiqidiciary guidelines in place in EU
and also in other parts of the world. Developmédntazcines is also shaped by many
external factors:

» Geographical and temporal variability in epidemgpio

« Difference and changes in national immunizationgpmns (in terms of
vaccines and schedules)

» Authorised vaccines which can be used as contrgl lmeadifferent depending
on regions /immunization programs
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Clinical trials play an essential role in the depghent of new vaccines. Conducting
clinical trials is a complex undertaking, requirigkjlled local staff, consistently high

guality standards and robust regulatory oversighta result, many factors influence
the location of clinical studies. These include mieeessity to conduct clinical trials in
specific regions when targeting region-specificediges (e.g. malaria in Africa or
dengue in Asia). Furthermore, regulatory authaittend to request companies
conduct additional clinical trials in local poputats prior to authorisation.

4 Implementation of the EU Paediatric Regulation:
Key issues and proposals for improvement

4.1 The overall PIP process impacts development timelines
and may delay the availability of vaccines to children

The experience of EVM members up to August 2010vshihat the overall duration
of the Paediatric Investigation Plan (PIP) prodss&ry long.

According to EVM members’ experience (see Figurel® overall time taken to
obtain an agreed PIP (clock-stop included) rangdaiéen 131 and 733 days (with an
average of 312 days for Article 7 and 315 days Adtiicle 8 applications). The
duration of the PIP modification procedures fororaes ranged between 19 and 118
days. Of note, the EMA anticipates an exponentieélgase in the number of requests
for modification of agreed PIPs over the comingrge=MA/50813/2009]. EVM
members also anticipate that multiple PIP amendsneiit be needed in the future to
reflect the changes in clinical development plans.

The timelines for the evaluation of a PIP are defibby the legislation, however the
length of the clock-stop is variable as it may b#uienced by the complexity of the
PDCO demands: in certain cases companies may choasdend the clock-stop in
order to fully assess the feasibility and haveisidifit time to address PDCO requests
implying significant changes to study designs atitohal trials.

Taking into account the specific requests of PDG@ potential impact of non-
compliance vis-a-vis approved PIPs; the companiefephaving PDCO agreement
before starting or amending paediatric clinicahlgi This means that in most of the
cases the overall time spent on the detailed stledygn discussion during the PIP
process delays the availability of the vaccinetfar paediatric population, as it delays
the start of paediatric clinical trials.
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Figure3 Duration of PIP applicationsfor vaccines* from submission to
decision (based on decisions published on EM A website as of
August 2010)
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Average duration of PIP applications = 312 days (art 7) / 315 days (Art 8)
DTP: diphtheria - tetanus - pertussis combination vaccine / Men: Vaccine against meningococcal disease / HPV:
Vaccine against Human Papillomavirus / Pneumo: Vaccine against pneumococcal disease / JE: Vaccine against
Japanese Encephalitis / * excludes Flu H1N1 vaccines

4.2 Lack of legal definition of a new indication,
pharmaceutical form and route of administration for the
interpretation of Article 8

According to Article 8 of the Paediatric Regulatiam the case of authorised
medicinal products protected by a supplementaryteption certificate under
Regulation (EEC) No 1768/92, or by a patent whiclalidies for the granting of a
supplementary protection certificate, a pre-agietlis needed in order to apply for
new indications, including paediatric indicationew pharmaceutical forms and new
routes of administration.

Definitions for a new indication, new pharmaceudticam and new pharmaceutical

route are not provided in the Paediatric Regulabiom the Commission Guideline on
PIPs.
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The EVM experience with Article 8 shows that a parrimplementation of
regulatory provisions or guideline interpretatimneated to address different contexts
can undermine one of the key objectives of the R&ad Regulation i.e. to facilitate
the accessibility of medicines to children.

New indications:

With respect to a new indication the EMA specifigakfers to a definition given in
Commission Guidelines issued in November 2007 orew therapeutic indication
leading to an extension of marketing protectionquer.e.:

- Guideline on “Elements required to support the ifiggnt clinical benefit in
comparison with existing therapies of a new theméipeindication in order to
benefit from an extended (11-year) marketing ptateqgeriod”, and

- Guideline on “New therapeutic indication for a weditablished substance”.

These guidelines were created to address a diffe@mext (i.e. new therapeutic
indication expected to benefit from an extended ketamg protection period in

accordance with Articles 10(1) and 10(5) of Direeti2001/83/EC) and are not
considered appropriate to determine what shoulcobsidered as a new indication in
the context of the PIP obligation (see Example 1).

Example 1

Lowering the age limit from 4 to 3 years of age &or existing DTP combination
vaccine to fit with the vaccination schedule of Member State:

This change was considered as a new indicatiorh®yEMA (based on the definition
taken from the 2007 Commission Guideline on a resapeutic indication leading

to an extension of marketing protection period) amerefore falls under Article 8 of
the Paediatric Regulation and an agreed PIP is meedefore filing the necessary
variation application.

The PIP application for this product has taken 308ys (without taking into
consideration the time spent for preparation). Thas delayed the start of the clinical
trials and therefore the availability of the vaceirfor the paediatric population
between 3 and 4 years. Even in the absence of dgledi&ric Regulation a study
would have been conducted in order to investigaéeimmmunogenicity and safety in
the 3 to 4 years age group before applying for aaten to the approved indication.

This is an example where the PIP discussion didbmioiy any added value to the
health of children in the EU but only an adminisiva burden for the company and
the regulators. Besides the impact on the avaiighilf the new paediatric indication,
the administrative burden of the PIP procedure kaserted companies’ resources
from the development of other vaccines.

EVM believes that common sense should prevail ackl 8 minor modification in the
age range of an already authorised paediatric iadiien should not be seen as a
strictly speaking “new indication” in the senseAit. 8 of the Regulation, and hence
not be subject to the PIP obligation.

Of note, as this product is approved via MRP andragistered in all Member States,
the company will not be able to apply for any reggincentives.
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New phar maceutical forms:

No legal definition either exists for the notion ‘wfew pharmaceutical form”, and
here the only references or categorization attepnatgded so far address the issue in
different contexts:

- Guideline on categorisation of extension applicaiversus variation applications
(Oct 2003),

- Guideline on the details of the various categooéwariations to the terms of
marketing authorisations for medicinal products fmman use and veterinary
medicinal products (2008),

- European Pharmacopeia “Standard Terms” document

As illustrated under Examples 2 & 3 below, EVM does consider these guidelines
as an appropriate reference to determine what dhbal considered as a new
pharmaceutical form in the context of the PIP dign. Furthermore, in the
Guideline on categorisation of extension applic&ioversus variation applications
(Oct 2003), it is clearly stated that the proposs@rpretations in that document
should apply only to the procedure regarding thgliegtion of the Regulations on
Variations and does not automatically affect otlegulatory decisions.

Example 2

Change of immediate packaging for a DTP combinataccine currently registered
as “suspension for injection” (in a vial): a PIP warequired to add a pre-filled
syringe which is considered as a new pharmaceutarah “suspension for injection
in pre-filled syringe”. (N.B. The actual pharmacmal form "suspension for
injection" as such has not changed, but is onlyp$iad in an alternative container.

The EVM sees no added value of the PIP discussidghis case for the health of
children in the EU but only an administrative bungdevhich delayed the availability
of the pre-filled syringe presentation of this viaec

Example 3

Rotavirus vaccine initially registered as a lyopdeld powder and supplied with a
solvent reconstitution before oral administratiomhe pharmaceutical form was
improved to a liquid formulation in order to remoWe reconstitution step.

This change to the pharmaceutical form was subditbefore the Paediatric
Regulation came into force; however under the aurtegislation a PIP application
would have been requested for the new pharmacéuiicen which would have
delayed the availability of the improved pharmag=ltform to children in the EU.
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New route of administration:

The route of administration is defined in the Ewap Pharmacopeia “Standard
Terms” document, and any change to the route ofiradtration is considered as a
new route of administration. In addition, accordiagAnnex | of the Commission
Variations Regulation (Reg. EC No 1234/2008) aimtision should be made between
intra-arterial, intravenous, intramuscular and sudceous and other routes for
parenteral administration. Here again (as illusttainder Example 4) EVM believes
that these regulatory references are not apprept@tdetermine what should be
considered as a new pharmaceutical form in theegoraf the PIP obligation for
already authorised vaccines.

Example 4

Experience has shown that a paediatric vaccine @igbd for use via subcutaneous
route is actually often administered via intramuscuoute in standard local medical

practice in a Member State. In an MAH-sponsoredicél study in the paediatric

population, no significant difference in immunep@sse and reactogenicity/safety
profile has been observed following subcutaneoustoamuscular administration. A

line-extension application to add intramuscular ®uas a new route of

administration to the existing MA cannot be subadittvithout a pre-agreed PIP as
this case falls under the scope of Article 8 of Raediatric Regulation (according to

footnote 1 to the Annex 1 of Commission Regulat@84/2008 intramuscular and

subcutaneous are considered different routes ofi@dtration).

In this example the PIP discussion does not proadg added-value, but instead
could be detrimental from a public health perspezts it could delay the availability
of improved/up-to-date product information whichulgbbe of benefit to healthcare
professionals throughout the EU.

The above examples illustrate that the way the ipians of Article 8 are

implemented results in an administrative burderhvgtiestionable added value for
public health. In most of the cases, the PIP proeeddoes not facilitate the
availability of improved vaccines for the paediafpopulation, which is the objective
of the Paediatric Regulation, but rather slows dowan discourages clinical

developments for this population. Therefore, thgedive of the Paediatric
Regulation is not achieved by the current implermigon of the provisions of

Article 8.

In addition, it is not clear in the Paediatric Riegjon that changes to authorised
medicinal products resulting from harmonisation &ummary of Product

Characteristics across Member States (e.g. volu@monisation or harmonisation
consecutive to a community referral procedure) @d fall under the scope of

Article 8.

Although rewards are in place for Article 8 applioas, these are of limited value for
the vaccine sector as discussed in section 5.2nfiost of the existing products are
registered via MR, DC or national registration gaares, which in the majority of
the cases do not cover all Member States and trerghe rewards are not
appropriate).
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4.3 Diverging opinions among Committees (PDCO, CHMP
and SAWP)

It has already been highlighted in 2004 in the ed#el impact assessment prepared
by “Rand Europe” that difficulties might arise ife& PDCO, responsible for agreeing
paediatric investigation plans, and the committgegably CHMP) responsible for
the scientific assessment of the Marketing Auttadies Application, disagree on how
to study a medicine in children.

Recently the European Commission report on theuatiah of the EMA (prepared by
Ernst & Young) highlighted that from an operatiomaald governance point of view,
some concerns have been raised on the status 0ORBCCHMP with respect to
potential inconsistencies. Indeed, the PDCO’s igbth give an opinion on a PIP
without the involvement of other committees mayraually impact the availability

of the product for children, if the PDCO opinion arclinical plan is questioned by
the CHMP final opinion, given years later. PDCO leasnore focused scope of
activities. Its opinions are not followed by EurapeCommission Decisions, for
which it would be directly accountable.

Some CHMP members attend both the SAWP and PDCQingsgthis does not
seem to be a sufficient measure to avoid any ris#iverging opinions and advices
among EMA scientific committees. Moreover as d#far people end up evaluating
the product at various stages of development, thexg be issues of understanding
and communication between the applicants and EMA.

Finally the EMA report [EMA/50813/2009] also meni® that despite active
collaboration between the PDCO and the SAWP, aaiskvergence cannot be ruled
out as the two groups may not have the possibibtydiscuss all details of the
applications. In contrast to the PDCO decision dalR, scientific advice received
from CHMP is not binding, either for the CHMP oetBponsor, with regard to any
future marketing authorisation application for greduct concerned.

EVM acknowledges the EMA efforts to improve the @boation among its various
committees. However vaccine companies still expegediscrepancies between
PDCO/SAWP or PDCO/CHMP opinions as illustrated @tent Example 5and
Example &below.

Example 5

Pandemic Flu vaccines: PDCO requested the usehafesnagglutinin inhibition test,

as well as a microneutralisation test, and an argisraminidase test for all proposed
paediatric studies, whereas CHMP considered a meutralisation test in a subset
of adults as sufficient and did not request anyi-aatiraminidase test. This PDCO
request is perceived by the MAH as “for scientifiterest” with limited added-value

for public health.

The relevance of anti-neuraminidase antibody tgstinuncertain and the company
expects feasibility/logistical constraints inclugdirsignificant impact on laboratory
resources, development budget and timelines.
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Example 6

Paediatric scientific advice was requested (fofuaviaccine) prior to the submission
of the PIP, to ensure the proposal in the PIP wdwddin line with both CHMP and
PDCO expectations. Key PDCO members involved irstisequent PIP evaluation,
also participated in the SA oral explanation megtifhe Company had proposed to
focus the vaccine development on priming of unwated young children where the
medical need is the highest. The SAWP agreed vathp@ny’s proposal. The final
Scientific Advice letter (January 2010) mentionéattCHMP had deferred the
guestions from the Company for discussion to th€®Rnd Vaccine Working Party
(VWP). In line with the SAWP feedback, the Compaqguested a waiver for older
children (February 2010). However, during the PlRakiation, PDCO disagreed
with the SAWP and asked the Company to includeidy 9b assess the vaccine as
booster vaccine for older children.

This divergence between the SAWP and the PDCO matgd further the vaccine
development and leads to further delays in appraMathe PIP since additional
studies have to be planned and budgeted for.

4.4 Large amount of details requested in a PIP

The Paediatric Regulation is not precise in terimiewel of details to be included in
PIPs. The information that needs to be includedaiPIP is described in the
Commission Guideline, which recommends inclusiofaafe amount of details. As a
consequence the key binding elements listed ifPtReDecision are very detailed.

The large amount of details expected in PIP apipdica and included in binding PIP
Decisions is in contrast to the dynamic of the dtgwment process of a medicinal
product which usually bases the next developmepisstn the outcome and review of
the previous data. In the majority of the casedttial plans of development need to
be adjusted when taking into consideration resofitengoing clinical studies. The
legislation does not foresee any obligation for panies to re-open discussions with
the PDCO after approval of the initial PIP. Curhgnthe only way for the
EMA/PDCO to oblige companies to return during thaedhatric development
following a PIP decision is through large amountdetail in PIPs. As PIPs are
checked word by word for compliance before subrorssf a MAA (or variation
application to an existing MAA) companies are tlere obliged to submit PIP
modifications to ensure a successful complianceclkchand avoid delay in MAA
submission.

The fact that PIPs which include a large amountlethils have to be submitted at
very early stages of development increases théHo@d of need for amendments.
EMA estimates that three to five modifications vii# submitted for each agreed PIP
[EMA/50813/2009].

The EVM is also concerned that the large amourttetdils in PIP opinions leads to
the need for many subsequent PIP modificationschvin practice delay the actual
submission of the MAA. The availability of vaccinder the paediatric/adult
population may therefore be delayed.
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In addition the more details are included in PIRiBiens, the more complicated and
lengthy the PIP compliance check becomes (sees$isnuunder 4.6)

4.5 PIP modification process

At present the PIP modification process does Hotvalor interactive dialogue with
the PDCO and there are no possibilities to discugsnt matters (e.g. safety issues
during clinical trials) with PDCO. The EVM exper@n Example J shows that even
when safety issues arise during a clinical studsiuohed in an agreed PIP, the
PDCO/EMA requests the companies to go through ttamdard 60 day PIP
modification process, which is very long (see Fe&g8).

Example 7

Unexpected observations (i.e. higher incidence B) Aave been reported in a
clinical study included in an agreed PIP. The compaecided to put the study on
hold following internal review of data and the Natal Competent Authority
requested additional information and protocol ammedt before allowing further

enrolment in this study. The company requested utiati®n with PDCO before

amending the protocol. The coordinator’'s feedbaels what it was not possible to
have PDCO feedback and the only way to obtain dbfeek was to go through a PIP
modification process. The company had two optiaither amend the protocol
without PDCO feedback and submit a PIP modificatimer on at risk or suspend
enrolment until approval of the PIP modificationthvia significant delay in the

clinical program.

The PDCO is taking the opportunity during the migdiion procedure to re-question
the whole pre-agreed PIP independently from theodhiced changes as illustrated
below inExample 8

Example 8

During the evaluation of a PIP modification thatsheeen submitted by the company
in order to modify the number of subjects in aichhstudy included in the approved
PIP, the PDCO requested the development of ad@itisarological testing methods
(FLU vaccine) for clinical studies included in tiR¢P. These requirements had no
relation with the purpose of the request for maadifion. Thus, in addition to the
testing methods previously described in the studies company was obliged to
commit to provide the results of a microneutraiisattesting method different from
the one proposed (and already agreed upon duriit@airevaluation of the PIP) and
of a neuraminidase antibody testing method

Another limitation of the PIP modification proceduis the fact that there are no
possibilities to submit parallel PIP modificatiorppdications. Therefore a new
modification to a PIP while a modification is aldgaongoing cannot be submitted
and the applicant needs to either wait until thgoomg modification application is
finalised before submitting the new modificatiorpigation or withdraw the ongoing
modification application and submit a new one cowgerboth modifications. This
causes an additional administrative burden for ldlustry and regulators and may
delay the compliance check and MAA process.
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4.6 PIP Compliance check delays the MAA submissions

The EMEA/PDCO currently conduct compliance checkdle basis of a strict word
by word comparison of the approved PIP key measfiesthe PIP Decision) with
the corresponding final clinical trial reports. $lwauses an administrative burden and
delays in the availability of the medicinal proddot the paediatric population as
presented below iBxample S9andExample 10

Example 9

This example is related to the development of aptewmaceutical form of a vaccine
already marketed (Article 8). The PIP applicatiorasvmade shortly before the
planned MAA. All the clinical trials were at thatme either completed or at least
initiated. The PDCO evaluation resulted in a pagti opinion without any
modification request after the first 60 day evaloatstage. There were numerous
errors in the EMA decision. The correction of theseors required significant time
and resources for both the company and the EMA.

The main issue was encountered during the comm@iaheck of the upcoming MAA.
There was a difference in the recruitment figur@wé of the PIP trials compared to
the protocol figure. This difference had been diésdt in the initial PIP submission
as the trial was already on-going. After statisti@nalysis, it was not negatively
impacting the outcome of the trial. Despite thisl éime acknowledgement by the EMA
that the recruitment was not raising any issue rdgay the clinical trial’ scientific
value, it resulted in a negative assessment forctimapliance check. A modification
request had to be prepared to update the PIP viiéhreal recruitment figure before
the compliance check could successfully be perfdrme

The complex administrative processing had no adadde to public health in this

situation as the paediatric data had all been gatldefor the submission of the new
pharmaceutical form. It rather caused a significadelay (6 months) to the

availability of the new pharmaceutical form forgtpaediatric vaccine.

Example 10

This example is related to a couple of administeaterrors in the PDCO opinion.
Primary and secondary endpoints as well as statstevaluation of a completed
clinical study (study report was submitted at timet of PIP application submission)
included in the PDCO decision were not reportedsash in either the study protocol
or in the report.

This new information was arbitrarily added by thiel& during the preparation of the
PDCO opinion. The company did not realize this &ddal condition when checking
the draft PDCO opinion nor immediately after itgyrsature,(and therefore the
company did not request for re-examination of tp&éion). The company reacted
only during the preparation of PIP compliance sudsion. The company requested
EMA advice to know whether it was possible eitbenodify the opinion or to find a
way to address these two issues in the compliaapert because these had been
primarily caused by the incorrect interpretation study information by the EMA
paediatric coordinator. The EMA did not accept th@soposed solutions and replied

17/30



that this would necessitate a Request for Modificatbecause the company was
given enough time to check draft and final PDC@mm . The company argued that
draft opinion was checked following the EMA’'s recoemdations, e.g. sections
highlighted where the EMA had made changes witlpeetsto submitted study
information. Despite this EMA position, the compa&wentually decided to submit
for PIP compliance, confident that adequate justifion could have been provided in
case of non-compliance. .Finally the PDCO considetigat as a minor issue and
accepted the compliance

This example underlines two unacceptable issueh tie PDCO opinion and
compliance process: (i) in addition to the PDCO idem the EMA coordinator in
addition re-interprets paediatric study informationthe final PDCO opinion without
this being reviewed by PDCO and (ii) the companystmdedicate unplanned
resources to check the draft PDCO opinion word leydabefore its signature within
a very short timeline and without being pre-alertdceach of the changes introduced
by EMA.

Another issue that EVM encounters is that finahickl study reports are requested
for a compliance check. It should be noted thatldsestudy reports to be included in
a MAA are usually finalised in parallel with thendllisation of the MAA dossier,
hence usually only a few days prior to the actu@&lAvapplication date. This is why
anticipative requests for PIP compliance check (here than 2 months before the
MAA submission date) are rarely possible in practiss a consequence, compliance
check on signed-off clinical study reports deladys tnajority of dossier submissions.

4.7 Some requests from PDCO seem to deviate from the aim
of the legislation

Some requests from the PDCO are perceived by EViM@e for scientific interest
than as a requirement to ensure adequate paediatretopment. PDCO requests do
not always reflect what is feasible from a prodidetelopment perspectivExample
11 below illustrates such a PDCO request that coldd he questioned from an
ethical perspective.

Example 11

PDCO requested evaluation of safety and immunodgrot seasonal flu vaccine in
the 2 to 6 month old infants. There are feasibilityd ethical constraints for the
conduct of such study. The study in this age greswery complex and challenging as
the expected enrolment is low and it is highly tjoeable whether the results be
sufficient to draw firm scientific conclusions whieistify the risks to patients.

As previously explained in section 3.3, vaccine elegment is very complex and
external factors such as differences and changesepidemiology, national
immunisation programmes and availability of contvalccines may all impact the
feasibility of a vaccine trial. Some requests frira PDCO do not take into account
feasibility constraints that may arise from clilicevelopment at a global level. As
explained inExample 12below, requests for changes in control groupsyddia
availability of the vaccines to the paediatric plagpion. In addition the vaccine
industry is forced to duplicate clinical trials warious regions and therefore subject
the paediatric population to unnecessary cliniogéstigations. The objectives of the
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Paediatric Regulation should be achieved withobjesiting the paediatric population
to unnecessary clinical trials and without delayihg authorisation of medicinal
products for other age populations

Example 12

For a vaccine trial included in a PIP applicatiomd conducted in parallel in the US
and in the EU versus a control vaccine authorisethbn the US and in the EU, the
PDCO requested the company to change the contrdine. The proposed change
had no added value in terms of clinical evaluatidrihe investigational vaccine. The
control vaccine proposed by PDCO was authorise¢y anthe EU and not in the US
and therefore the study needed to be duplicatdzktoonsidered acceptable for both
CHMP and FDA. This change to the control group ataased a delay in the study as
a seasonal flu vaccine was requested to be usedrasol and seasonal flu vaccines
can only be administered during flu season.

4.8 Implementation of the Article 46 requirements

Article 46 of the Paediatric Regulation stipulatkat any MAH-sponsored study in
the paediatric population, whether or not conduatecbmpliance with a PIP, a final
clinical study report shall be submitted to the petent authority within 6 montlog
completion. Although the notion of “completion atidy” is not explicitly defined in
the legislation, it is however defined from a diéfiet and very specific perspective as
“Last Patient Last Visit” (LPLV) in paragraph 4.2 Section 3 of the Commission
guideline [2008/C 243/01]: i.e. in the context efwards and incentives and whether
significant studies, even if started before, warmpleted after the entry into force of
the Paediatric Regulation.

The same Commission Guideline also recommendsaipyaicants foresee the need
for a reasonable amount of time to complete, apaiysd report the studies [under
section 2.5.5.1 (D.5.1: Overall Summary Table gblanned and/or ongoing non-
clinical and clinical studies)], which seems codictory to the previous statement.

In addition to these inconsistencies the Commisstandeline on Clinical Trial
Applications [2010/82/C/10] defines the completadra trial as being “in most cases
date of the LPLV”; however it provides a possilyilib justify a different definition in
the protocol.

Vaccine studies are usually large and experienogvsthhat submission of a “Final
Clinical Study Report” within 6 months after LPL¥ an impossible challenge for
companies. For example, an efficacy/safety trialfootavirus vaccine included more
than 60,000 infants in 12 countries [Ruiz-Palacia®06]. There are important
practical constraints to providing final study reggowithin 6 months after completion
of such a study. The particular steps that nedaktéollowed following LPLV up to
finalisation of the clinical study report are lidteelow:

» transfer of biological samples from study sitetatworatories for analysis,

» sample testing (multiple tests need to be perforneeg. co-administration
studies, seExample 13

* data monitoring and cleaning,
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e statistical analysis,
e study report writing
» obtaining the investigator’s signature (which idependent from the sponsor).

Even a “standard size” vaccine study in childres,paesented irExample 13is
practically impossible to be reported in a 6-matitie frame following LPLV.

Example 13

Sample (e.g. serology) testing is one of the leegtlsteps to be completed prior to

finalising the clinical study report. In order tdlustrate the time that may be

necessary to test samples from a standard co-adtration study in paediatric
population, a calculation on the number of serotagjitests that needs to be run is
included in this example.

For a study where Prevenar 13 and Infanrix hexa @@eadministered considering a

standard sample size of 500 subjects, and thatdbsaonples are collected in two time

points (i.e. before vaccination and after tHé @ose), 29500 tests are needed to be
runi.e.:

- Prevenar 13 includes 13 antigens tested with tWiemint assays (ELISA for all
subjects and OPA for 50% of subjects [(500 subje@gime points x 13 antigens
tested with ELISA) + (250 subjects x 2 time poxis antigens tested with OPA)
= 19500 tests to be run for Prevenar 13]

- Infanrix hexa includes 10 antigens [500 subject® ttime points x 10 antigens
= 10000 tests to be run for Infanrix hexal]

EVM acknowledges the fact that in another contegt (he entering of result related
information into the EU Database on Clinical Trial€udraCT - in accordance with
Art. 41 of Reg. 1901/2006) the European Commiskias recognized that there may
be scientifically justified circumstances allowiagderogation to the deadline of 6
months following study completion [see Communicatioom the Commission Ref.

2009/C28/01].

However EVM is concerned that Commission Commuioca2009/C28/01 focuses
on the procedure and timing for the entering obiinfation into EudraCT and not on
the compliance with the Art. 46 obligation. In peutar, the text under Section 2.2.2
of this Communication specifically excludes clidit@als falling under the scope of
Art. 46 from any possible extension of the 6 morgihismission deadline.

The EVM would therefore suggest:

- either that the above mentioned Commission Comnatinitc be amended in
order to be applicable to paediatric clinical siah vaccines falling under the
scope of Art. 46, and that the possibility to extehe submission deadline to
12 months be systematically allowed in the caseaddiatric studies on
vaccines;

- or that the definition of “study completion” in t@ommission Guideline be
tailored to better fit the practical situation (€Tdpe study completion could be
defined as the “date of availability of the statist analysis report” instead of
the date of the “last patient last visit”).
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4.9 Impact on resources (for industry and authorities)

The current implementation of the Paediatric Reagutahas a huge impact on
resources at the vaccine manufacturers’ level.cimpanies need to hire employees
or re-allocate project responsibilities to the ime#nt of other vaccine developments
to cope with the preparation/writing/amendment ¢®P<$? The need for additional
resources to address PIP obligations may resulliscouraging or even cancelling
development projects as presented belotxample 14

Example 14

There was a high interest from some national autiesr for the development of a
non-adjuvanted H1N1 vaccine for pregnant women. él@n, industry plans were
suspended due to the expected additional resouregeired to meet the PIP
obligations (Resources were already mobilised fog tlevelopment, authorisation
and supply of the existing pandemic vaccines).

Vaccine development is a long and complex procéssnumber of vaccine
development programs are terminated or signifigamibdified during Phase 1 and 2
clinical trials for reasons that may be relatedh® immunogenicity or safety profile
observed in such studies. The EVM considers thas Rre requested too early in the
development process and considers that, the tirdeesources devoted to PIPs are
therefore wasted.

The Paediatric Regulation has also introduced nad stringent constraints on
authorities’ resources without adequate backingnfieuropean budget, and this is
highlighted in the European Commission report oa #valuation of the EMA

(prepared by Ernst & Young).

4.10 Exceptional circumstances

Some vaccine-preventable diseases occur periogigalthe form of widespread
regional epidemics (or pandemics), only to fade yad@ several years before
reoccurring. The current implementation of the Fateid Legislation is too rigid to
face exceptional circumstances that may be caugsegidemics or pandemics.

The 2009 HIN1 pandemic is an example of such emeygsituation. The Standard
PIP [EMEA/405779/2009] imposed on companies doet tage into account
feasibility constraints. Most of the comments pdad by EVM on the draft proposal
for Standard PIP had not been considered in tlaé Viersion adopted by PDCO.

Learning from the 2009 H1N1 pandemic experienceldgen discussed between the
EMA/PDCO and EVM in May 2010. The EMA/PDCO clardién this meeting that
the standard PIP should be seen as a framewotlotw @ smoother and quicker PIP
process and a proposed approach for companiesh wstiliccan submit a different PIP
request. However the EVM’s interpretation have bt the Standard PIP was the
compulsory approach to follow, and this interpretatwas reinforced by some
feedback companies have received from the EMA/PID@n discussing details of
their respective paediatric development plans. Visezl Standard PIP for pandemic
flu vaccines to be proposed to the EMA/PDCO isenity under preparation by the
EVM.
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In this exceptional pandemic emergency, lack oftacnbetween the PDCO and
individual companies has complicated already cormpbaediatric development
programs. Improved dialogue between the PDCO amd itlkdustry could have
facilitated understanding of the rationales for Ri2CO requests and the difficulties
for industry to comply with such requests.

Paediatric development programs for Pandemic/ Pre-Pandemic Vaccinesrequire
special considerations:

Due to the HIN1 pandemic, disease awareness agak thave significantly evolved

between the design of the pre-pandemic (H5N1)adinprogram and the grant of the
corresponding PIPs. This has had a significant enma patient enrolment and

investigators’ ability to conduct trials as planng@dg. reluctance of parents to give
consent).

The change in the public perception of influenzaah should be considered to adapt
existing PIP opinions accordingly. It is unreatistd expect a clinical program to be
conducted according to a pre-pandemic PIP agrefeddotne 2009 HIN1 pandemic.

Example 15

Following the initial PIP approval in Q1/2009 theelevant Clinical Trial
Applications were subsequently submitted to Compefauthorities concerned.
Exactly at that time the pandemic was advancingcliniegatively influenced the
approval timelines, thus the start of the enrolnpariod.

After more than one year with great efforts to spep the enrolment there are still a
lot of subjects missing (approx. 25% in the subgraeged 3-8 years, and approx.
80% in the subgroup aged 6-35 month. It is impdssidcomply with the agreed PIP
without a reduction of number of subjects.

4.11 Proposals for improvement

This section includes proposals of the EVM to addlréhe issues related to the
implementation of the Paediatric Regulation agtisibove.

EVM’s proposals aim at simplifying the current pedare starting from a PIP
application with only top line information. A majamprovement would be to
simplify the current procedure and restrict the kayding decisions during early
phase of development (i.e. up to availability obgdr of concept results in the
paediatric population) to critical aspects suchtl@s need or not for studies in
paediatric population and paediatric subset tatidied.

Currently, details for the whole development prograre requested in the PIP at a
very early stage which results in the need for s\sibsequent PIP modifications. A
more efficient way of working for both industry atite regulators would be to have
ongoing repeated and faster interactions, whichlavallow the clinical development
plan to be adapted on a step-by-step basis in mespm the availability of clinical
data during development. Currently there are novipmmns in the Paediatric
Regulation preventing a stepwise approach andllimgesubmission of the PIP.

22/30



Introducing a commitment concept in the PIP magvalthe provision of data at a
later stage and discussion of additional stepkeright of the data generated.

Efficient interactions, combining Scientific Advi@nd the PIP process would avoid
unnecessary delays while allowing at the same tivaethe clinical development plan
will be fully acceptable for regulatory purposes.

The status of the opinions expressed by the PDEREOSAWP and the CHMP should
be clarified. Effective measures should be takerreduce the risk of deviation
between the opinions produced by the PDCO, the SAWPthe CHMP opinions.
The role of the PDCO should focus mainly on speéeifyn which age groups studies
have to be conducted in order to make sure thanhtdical needs in children are met.
The role of the SAWP and CHMP should focus moraawvising how to best conduct
such studies so that the CHMP's requirements apectations can be met at the time
of MAA submission and review.

The options described above will help to reduceiagtnative burden which does not
have any added value for the public health (e.dtiphe amendments/administrative
issues at compliance check will be avoided) antiliti@e the availability of vaccines.

Some other proposals for consideration to improl rfRodification procedures are
listed below:

e a simple procedure for urgent interaction with PIBCO to discuss issues
occurring with on-going trials,

» create a concept of PIP amendments made by acatitih procedure without
re-evaluation by the PDCO where such amendmentse drom urgent
situations managed at national level with Ethican@uttees and National
Competent Authorities,

« ability to submit a modification while other preu® modifications are still
under review.

The EVM proposes that proportionality of the nomagdiance vs. the impact on
public health of a delay in the availability of thraccine is taken in consideration
when conducting the compliance check. Some propdsakonsideration to improve
the Compliance Check procedure are listed below:

¢ Less detail should be included in the PIP Decision.

» Compliance check should be limited to high levegleass.

e Final clinical study reports should not be a reguient for conducting
compliance checks as this potentially delays themsssion of MAA and
therefore the availability of the vaccines.

e There should be a simple procedure to correct adtrative and
typographical errors in PIP Opinions (e.g. a “noéifion” procedure)., and

* There should be possibilities to justify minor ddions from an agreed PIP
which have no influence on the scientific outcorhéhe data.

* There should be better guidance showing what wbeldonsidered as a minor
deviation and not as non-compliance.
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For authorised vaccines (i.e. falling under Arti#e EVM proposes that the
conditions for the PIP obligation (i.e. new indioat new pharmaceutical form and
new administration route) are better defined in @@mmission Guideline or by the
PDCO and not automatically taken from other corstelktshould be clarified also that
harmonisation procedures of existing MAA’s do redt Wwithin the scope of Article 8.

The EVM proposal to address the issue related ticl&r46 is either to amend
Commission Communication (2009/C28/01) with a vi@asystematically allowing
an extension of the submission deadline for angipédc studies relating to vaccines
authrorised in the EU, or to adapt the Commissiand@ine (2008/C 243/01) to
include an appropriate definition of study compet{i.e. availability of the statistical
analysis report instead of LPLV). [See discussindar section 4.8 for more details.]

The PIP procedure should be adapted to a pandematien based on the lessons
learnt from the 2009 H1N1 pandemic.

5 Issues to be considered when revising the
Paediatric Regulation

5.1 The PIP is a barrier for vaccines intended for use in
developing countries

As explained above in section 3.2 and Figure 2,eseaccines developed by the
European Vaccine Manufacturers are tailored to esidrthe specific needs of
developing countries. These vaccines are developgdntly to meet the specific
needs of the developing countries (i.e. in casepademics). Since prior-approval in
the EU is required before authorisation in many-Bthcountries the PIP obligation
affects the availability of vaccines for paedigaault population in developing
countries. Developing vaccines in a timely manomemeet specific and urgent needs
of developing countries as presentecExample 16seems very difficult today with
the PIP obligation.

Example 16

Following a large Neisseria meningitidis;¥epidemic in Burkina Faso during 2002
and subsequent request of the WHO, a trivalent \W{¢5/ meningococcal
polysaccharide vaccine was urgently developed amtiarised in December 2002.
Authorisation of this vaccine was based on safety enmunogenicity data of the
previously authorised tetravalent A/C/Y/Adimeningococcal polysaccharide vaccine
[WER, 2002]. Early in 2003, the first 3 million dosekthe new trivalent A/C/Ws
meningococcal polysaccharide vaccine were madelaai to WHO for public
health response to epidemics in Africa and usedhduat new meningitis epidemic in
Burkina Faso Horiano-Gabarrg2007].

Article 58 of Regulation (EC) No 726/2004 allowst&HMP to give opinions, in
cooperation with the World Health Organization (WK On medicinal products that
are intended exclusively for markets outside of EHue An application for scientific
opinion under Article 58 is not subject to the BIigation. However, some countries
outside the EU do not consider a positive ArticleGHMP opinion as sufficient and
require a formal marketing authorisation in thersewcountry.
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As explained above, for a product intended exchlgifor developing countries, EU-
based vaccine manufacturers are often obliged tarolb MA in an EU country and
thus are required to agree on a PIP prior to ointgiregistration outside of EU. The
PIP obligation is therefore impacting the availiypibf vaccines tailored for specific
needs of developing countries, as these vaccinela@wents may be delayed or even
cancelled in some cases.

Vaccine manufacturers based outside the EU obwiadsinot have to comply with
the Paediatric Regulation for products not intenidedegistration in Europe. The PIP
obligation can therefore lead to a competitive dsatage for EU-based companies
compared to non EU companies.

The EVM believes that an exemption from the PIHgatblon should be put in place
for registration of vaccines in an EU country fdretsole purpose of obtaining
registration in developing countries and intendedbe marketed only in these
countries.

5.2 Rewards and incentives do not adequately address
vaccines specificities

The Paediatric Regulation established a systemotf bbligations and rewards to
achieve the objective of stimulating the developtr@rmedicinal products meeting
the therapeutic needs of the paediatric populatiortee EU. The precise nature of
the obligations and rewards depends on the stdtubeomedicinal product. The
obligation is to include the results of all studissnducted in compliance with an
agreed paediatric investigation plan in the appbcafor a marketing authorisation
for all new products (Article 7) or in the variatido a current marketing authorisation
for all products that are still covered by intetlead property rights (Article 8). The
normal reward consists in a six-month extensiorthaf supplementary protection
certificate after completion of measures defined the PIP. Additionally, the
Paediatric Regulation also introduced a free ofgdacientific advice procedure for
any questions relating to paediatric indications] ¢his should be seen as another
form of incentive for paediatric development.

The development of new vaccines (including paediaaccines) may be hindered by
some of the investigation demands imposed by theC®Dif these lead to
disproportionate R&D investments compared to teards and incentives granted by
the Paediatric Regulation. In addition resourceenspto address the various
obligations arising from the Paediatric Regulat{ery. preparation and maintenance
of PIP, additional studies or amendments to exgssitudies, request for additional
laboratory analyses, etc.) are funded from the gérRR&D budget and therefore
diverted from other vaccine developments.

The majority of the vaccines currently on the maikeEurope have been authorised
via Mutual Recognition (MRP), Decentralised (DCP)National procedures rather
than via the Centralised Procedure (CP). Accordmdirt 36(3) of the Paediatric
Regulation in order to be able to apply for rewatts medicinal product must have
been registered in all EU Member States (MS). Maagcines are tailored to fit the
specific national vaccination schedules of the auasi EU member states and,
therefore, are rarely authorised in all EU MSs doethe diversity in national
recommendations. As a result, vaccines authorisadMRP, DCP or National

25/30



procedures are most of the time not authorisedliEld MSs and therefore do not
qualify for any extension of the supplementary gctibn certificate.

This is particularly important as vaccines havergllife cycle and many variations
to their Marketing Authorisation are likely to berssidered as falling within the scope
of Art.8 of the Paediatric Regulation (see sectid).

Compliance with the PIP obligation significantlylals some straightforward and
otherwise fast vaccine developments or improvemeRts from incentivising
development of new vaccines for children, the inpaic the PIP procedure on
resources and/or return on investment actually odisges development of all
vaccines especially given the insufficient rewaadd incentives.

The EVM proposes that a reflection be initiatedgadesign a more adapted rewards
and incentives model for new vaccines falling unélgrcle 7, in line with the initial
objective of the Regulation to stimulate the depaient of medicinal products to
meet the therapeutic needs of the paediatric ptpnta The EVM also proposes that
there should be no PIP obligation for authoriseedpatric vaccines falling under the
scope of Article 8 where no rewards can be obtained For a product registered
through national procedure and/or MRP/DCP and wigatot authorised in all MSs
due to specific national public health needs, tistreuld be no PIP obligation as no
rewards can be applied for).
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6 Conclusions

Based on the issues discussed in detail in thisurdeat, the EVM strongly
encourages the early initiation of a dialogue betwthe European Commission, the
EMA/PDCO (and other relevant committees), and EeaopVaccine Manufacturers
to develop proposals that would allow the goaldghaf paediatric legislation to be
achieved while minimising administrative burden ethhas no added value for public
health, and thus avoiding the paediatric legistabeing a barrier to innovation and a
hurdle to the availability of new vaccines.

The proposed changes outlined in this documentastipipe goals of the Paediatric
Regulation of making medicines available to chiidrgithout causing undue delay
specifically for paediatric and overall vaccine depment and will facilitate the
successful implementation of the Paediatric ReguiatThe proposed changes are
also in line with initiatives undertaken by the &pean Commission to provide for
“better regulation” and to reduce administrativedaun.

The EVM proposals for improvement of the impleméntaof Paediatric Regulation
and which may be achieved by revising some of #igtieg Commission and EMA
Guidelines without amending the text of the Paeidi&egulation are:

» Clear formal definitions for new indications, phaweutical forms and routes
of administration, adapted to the context of vaedPs should be provided in
the Commission Guideline.

e The status of opinions expressed by the PDCO, &S and the CHMP
should be clarified and co-ordination among thesenrnittees should be
reinforced. The PDCO could focus essentially onugng that the medical
needs in children are met by indicating in whicle ggoups studies have to be
conducted, whereas the SAWP and CHMP could focug mo advising how
to best conduct these studies to meet CHMP's mmeints and expectations
at the time of MAA submission and review.

* The design of a simpler PIP procedure restrictedhigh level aspects of
paediatric development with the possibility of coitments and submission of
further details at a later stage of developmemegponse to the availability of
relevant clinical data.

* Procedures should be established for easier amshuagcess to the PDCO.

« The compliance check should take into considerahemproportionality of the
non-compliance vs. the impact on public health déky in the availability of
the vaccine.

e« The Commission Guideline should be adapted to declan appropriate and
realistic definition of study completion, which wduaddress the practical
constraints of clinical data analysis and labosatesting.

e« The PIP procedure should be adapted to a pandetuatien based on the
lessons learnt from the 2009 H1N1 pandemic.
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Ultimately, EVM urges for earlier changes and imgnments than the dates defined
in Article 50(2&3) for the revision of the PaediatRegulation to target the following
concerns:

» Considering a rewards and incentives model adaptedccines.

* Exemption from the PIP obligation for vaccines stgied in the EU for
export into developing countries.
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