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* Investigacao clinica / ensaios clinicos
* Incentivos nacionais
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Innovation Union Scoreboard 2015

Clinicaltrials.gov
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Principais constrangimentos a nivel nacional

* NUmero reduzido de ensaios clinicos
* comparativamente - UE
* deiniciativa de investigador [ académica
* de fase mais precoce /FIH ...
* de centros de farmacologia humana
* Morosidade na implementacao < Requisitos adicionais e variaveis consoante a
Instituicao
* Dificuldades no recrutamento

» Escassez de incentivos, apoio e reconhecimento a Investigagao, em particular a
académica

* Cumprimento de BPC nao evidenciado de forma sistematica nos varios niveis de
conducao de um ensaio
< Necessidade de formagao das equipas de investigagao
« BPC
* regulamentar
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Ensaios Clinicos Hoje - sistema de avaliagao nacional
Processo harmonizado = Inicio do Ensaio Clinico

Diretiva 2001/20 = Legislagao Nacional

Comissao de Etica

[ CEIC
Pedido Sty I [v] Parecer favoravel
Parecer iac3a | —
Investigador(s) Avaliagao I _Avaliacdo _ ! ;-
/ Centro(s) Inicio do
: <:> P t — i Cini
\ =7 ) .~ i re I
Pedido de AYEILEEED L _Avaliagdo _ ! Autorizacdo

Autorizacao  Autoridade Competente

[ Infarmed
et |
Prazos Fixos (ndo excedendo: 60 dias de calendario - caso geral
| prorrogacgao prevista para casos especais — ME: ATMPs, OGMs)

N. EudraCT

(oportunidade de submissao em paralelo)

Slide gentilmente cedido por Helena Beaumont , UEC/Infarmed
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Ensaios Clinicos na EU
Volume 10:EudraLex (legislagao farmacéutica Compilada) Eu EUROPEAN COMMISSION
Processo harmonizado

» Chapter I: Application and Application Form

» Instrucoes de Submissao de Pedidos Autorizagao a Autoridade e de Parecer a
Comissao de Etica; Manual de Utilizacdo do Sistema EudraCT; Obtenc&o de n.°

EudraCT e acesso aos formularios
» Chapter Il: Safety Reporting
» Orientacgao e Instruc¢des para notificacao de Informagao de Segurancga
» Chapter lll: Quality of the Investigational Medicinal Product

» Requisitos de Qualidade do Medicamento Experimental (Qui.& Bio.) e Normas Orient.

= Dossier do Medicamento Experimental (DME)
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Ensaios Clinicos na EU
Volume 10:EudraLex (legislagao farmacéutica Compilada) Eu EUROPEAN COMMISSION
Processo harmonizado

> ...

» Chapter IV: Inspections

» Orientacao para preparacao de Inspec¢oes de BPC; Recomendagdes sobre
procedimentos de inspeccao; Inclui anexos com especificagoes por tipo e local de

inspecao.
» Chapter V: Additional Information

- Normas Orientadoras de BPC - IHC.E6 e especificas de ensaios com ATMP’s; Questoes
frequentes /clarificacao; Recomendacdes sobre o arquivo (TMF); Questdes éticas em

estudos Pediatricos

» Chapter VI: Legislation

» Directivas de ensaios clinicos (2001/20) e complementares (2005/28 & 2003/94/EC)
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Contribuicao do INFARMED

Agilizacao da resposta a EC de fase | — programa piloto

Compromisso do INFARMED I.P. em dar resposta célere a pedidos de
realizacao de ensaios clinicos de fase | e a estudos de BD/BE

Atento ao interesse para a atividade nacional e as caracteristicas especificas
destes estudos, o INFARMED |.P. assume o compromisso de dar resposta
prioritaria (ndo ultrapassando metade do prazo legal) a ensaios clinicos de
fase | e a estudos de BD/BE (biodisponibilidade/bioequivaléncia) relativamente
a outros tipos de ensaios (mantendo para estes os tempos globais de resposta
do Instituto, de aproximadamente 34 do prazo legal, publicados em: Estatisticas
de Avaliacdo de Ensaios Clinicos pelo Infarmed)

Com este compromisso, o prazo de final resposta do INFARMED, |.P. a
pedidos de autorizacao para realizagao de ensaios dos tipos acima referidos
nao devera exceder 30 dias (tempo Infarmed) ainda que se vise resposta em
prazo maximo de 20 dias, em especial exequivel para estudos de BD/BE.

Esta decisdo institucional e atualmente, e até ao fim de 2013, suportada em
fase piloto (por ajuste de procedimentos internos) ndo determinando qualquer
diferenciacdo dos procedimentos do requerente deste tipo de
pedidos/submissdo, nao obstante uma notificacao prévia da previsao da data
de submissaoc  deste tipo de pedidos (por e.mail para
ensaios.clinicos@infarmed.pt) possa contribuir para a visada agilizacao.

20 de setembro de 2013

Slide gentilmente cedido por Helena Beaumont , UEC/Infarmed
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A nova Legislacao - LIC

a Direti v' Harmonizagdo — EU & Transparéncia- EU )
Iretiva v" Observancia de BPC —vinculo legal

& VOl 10- Eud ra LEX v" Criacdo da CEIC (modelo de CE central/nacional)

v" Estruturagdo das competéncias do Infarmed

kLei 46/2004, de 19/08 (revogada)

Alargamento do Ambito de Regulagao
de Ensaios Clinicos com Medicamentos
a toda a Investigacao Clinica /
todos os estudos clinicos

Nova legislacao: Lei 21/2014, de 21/04

J

4 | ei da v' Generaliza¢do do regime juridico N
_ N - dos ensaios clinicos a toda a Investigacao Clinica
|nVESt|gagaO & Transparéncia - PT
Cl ;. v" Criacao de Rede de CES (coord.-CEIC e integracdo CES)
\_ INiCa v" Criacao do Registo Nacional de Estudos Clinicos )

Slide gentilmente cedido por Helena Beaumont , UEC/Infarmed

€D savens | {p infarmed

Arrcay NoTe T Uem ey
o Patae & ol F



Os tipos de investigacao / estudos clinicos
previstos na Lei da Investigagao Clinica

Para efeitos da Lei da Investigacao Clinica:
O termo "estudos clinicos" engloba:
"estudos clinicos sem intervencao" (=estudos observacionais) e

*"estudos clinicos com intervenc¢ao”
que incluem (de forma expressa):

* ode"ensaios clinicos” (= ensaios clinicos com medicamentos)

* 0s “estudos clinicos com intervencao de Dispositivos Médicos”

* 0s “estudos clinicos de P. Cosméticos e de Higiene Corporal”

@ GOVERNODE |
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Objetivos e Medidas da Lei da Investigagao Clinica (LIC)

Obijetivos estrategicos
e Promocao da Investigagao Clinica em Portugal
e Aumento da competitividade

e Aumento da transparéncia

Medidas

e Criagao de um novo quadro de referéncia para a Investigacao Clinica

Criacdo de uma Rede Nacional de Comissées de Etica (RNCEs)

Criagdao de um Registo Nacional de Estudos Clinicos (RNEC)

Diminuicao de Prazos de avaliacao e decisao

Agilizacao do Processo de aprovagao dos estudos clinicos

Slide gentilmente cedido por Helena Beaumont , UEC/Infarmed
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RNEC

Registo Nacional dos Estudos Clinicos (RNEC)

* Plataforma eletronica para registo e divulgagao dos estudos clinicos

— Promocao da interagao entre os diferentes parceiros -inv. clinica

— Facilitacao e incentivo de investigagao de elevada qualidade

— Divulgacao da investigagao clinica nacional a
» publico em geral
» profissionais e aos investigadores
— aser coordenada por uma comissao constituida por 3 elementos

— INFARMED, I.P./ que preside e operacionaliza
— CEIC
— INSA

— Normas de Funcionamento do RNEC <= Portaria

Slide gentilmente cedido por Helena Beaumont , UEC/Infarmed
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INFARMED
Regulatory Scientific Advice Office (GARC)

DURING INITIAL DEVELOPMENT and DURING POST-MARKETING
NOT DURING ASSESSMENT

MEDICINAL PRODUCTS

e Development, manufacture and monitoring in the areas of quality,

non-clinical and clinical safety, including pharmacovigilance and risk minimisation,
efficacy, economic assessment, licensing, inspection and publicity.

MEDICAL DEVICES

e Development and manufacture of in the areas of quality, non-clinical and
clinical safety, including vigilance and risk minimisation, performance and
publicity.

COSMETICS
e Development and manufacture of products in the areas of quality, safety,
including vigilance and publicity.

@ GOVERNO DE
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Institucional Acesso rapido Funcionalidades Sobre o site

Mensagem do Presidente Agenda Enviar link Ajuda no site

Satisfacdo do cliente CEIC esquisa de documentos Mapa do site

Sobre o Infarmed Consultas pudblicasf r ios Sobre o site

Assuntos e
Contactos Imp

Aconselhamento Regulamentar Legislacdo

e Cientifico (GARC) Links

Biblioteca - CDTC

Centro de Informacgao (CIMI)

Gerais

Relages Piblicas

http://www.infarmed.pt/portal/page/portal/INFARMED/CONTACTOS/ACONSELHAMENTO REGULAMENTAR CIENTIFICO

PARECER
*O parecer do Infarmed sera emitido na forma escrita.
*O prazo de emisséao de parecer sera, no maximo, de 90 dias.

*O parecer escrito pode ser substituido por reunido e esta metodologia pode ser proposta por qualquer das
partes.

*O parecer ndo é vinculativo para futuras decisdes tomadas pelo INFARMED, I.P., relativamente a
processos de autorizacao ou certificacéo relacionados com o objecto de aconselhamento.

gg GOVERNO DE
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http://www.infarmed.pt/portal/page/portal/INFARMED/SIGA_NOS

INFARMED e
Regulatory Scientific Advice Office (GARC) &

 Scientific Advice procedures annually —c. 30 - 40

* Procedures related to PT R&D c. 10-12
- Development of Chemical MP —c. 5
- Medical devices from PT—c. 6- 8
- Development of ATMP’s - cell based - c. 3-4

é.y GOVERNODE | ...
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C' | [} fis.infarmed.pt/Login.aspx

. , g GOVERNO DE
Fundo para a Investigacao em Saude % PORTUGAL

MINISTERIO DA SAUDE
Entidade Gestora: Infarmed

Define e gere concurso anual

areas cientificas 2015 :
e Doencas oncolégicas ® Doencas cérebro — cardiovasculares @ Diabetes

Orcamento 2015 — prazo 18 meses :
total 780.000€ e 260.000€ / drea e 130.000€ max/projecto

Entidades beneficiarias:
e Estabelecimentos do Servico Nacional de Saude
e Qutras instituicdes e servigos dependentes do Ministério da Saude

+ investigadores/ equipas de I&D — academia / investigacdo publica

Despesas eligiveis:

® Aquisicao de bens e servicos;

® Bolsas de investigacao;

® Equipamentos;

® Despesas com deslocagdes e gastos gerais.

éj GOVERNO DE
A PORTUGAL



C' | [} fis.infarmed.pt/Login.aspx

g GOVERNO DE
Fundo para a Investigacao em Saude % PORTUGAL

MINISTERIO DA SAUDE

Numero total de candidaturas submetidas: 152

por area cientifica:

Doencas oncoldégicas — 77

Doencas cérebro — cardiovasculares — 43
Diabetes — 32

Duas fases de avaliacao:
(1)Avaliacdao administrativa - responsabilidade do Gestor do Fundo — A DECORRER

(2) Avaliacao do mérito cientifico - por juri designado para cada uma das areas
cientificas.
trés juris ja constituidos (um por cada drea cientifica) cada um com cinco membros

éj GOVERNO DE
A PORTUGAL



Ensaios Clinicos: Novo quadro juridico-legal

Regulagao da investigacao clinica estudos
20 anos de legislagdo especifica clinicos excepto ensaios clinicos com
73 ensaios clinicos com medicamentos medicamentos

Dec.Lei 97/94, de 09/o4 Lei dos Ensaios Clinicos (46/2004) | Leida Investigacdo Clinica i
(n.° 21/20]4, de 16/04) i

revogado revogada

__________________

Anos 1994 -95 2001 2004 -05 regulagdo harmonizada-EU 2014 2016

R lacio d ) lini Directiva dos Ensaios Clinicos (n.° 2001/20)
€gulagao dos ensalos clinicos & Legislagéo Complementar

= Estudos clinicos com intervenca Volume 10 da Eudralex) futuro
= com medicamentos

10 anos de legislagdo harmonizada-EU *Regulamento (EU) No
ensaios clinicos com medicamentos 536/2014

[_1 Legislagdo em vigor

Slide gentilmente cedido por Helena Beaumont , UEC/Infarmed

A-.lnus_s-

éﬂ PORTUGAL | “** u infarmed



Regulamento de Ensaios Clinicos

Simplificacao da Submissao e da Autorizacao

Autorizagao hoje Autorizagao no futuro

de(jsao <_-7 Smeissao
decsio |G+
e

deCiSéo 4_-‘ Smeissao
decisdo <+ -
l submissdo

decisao 4—- submissdo
decisao < .
i submissdo

o Avaliacao
Portal Unico
Coordenada

Promotor P e prevista oportunidade

de ndo aceitagao

Submissao (fundamentada)

& decisao da decisao final -EU

1X

por parte de EM(s)

Prazos totais de resposta
néo significativamente alterados no Regulamento relativamente a Directiva

Slide gentilmente cedido por Helena Beaumont , UEC/Infarmed
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Future Scenario — New Regulation — beyond May 2016

European Commission

Submission EMA
Sponsor P
ortal
Headquarters?

Reporting MS

I}

Regional office

Regional office _

Regional office

CoSponsor
CoSponsor

gently provided by Ilona Reischl (AGES, AU)

é.y GOVERNODE | ...
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Regulamento de Ensaios Clinicos n.° 536/2014
Principais Alteracoes

» Alteracao da natureza do ato legislativo: REGULAMENTO

> Alteracdo do sistema de AUTORIZACAO

»cooperacao - EMs na avaliacao

» dividido em 2 partes (tipificadas com base na natureza dos aspetos a

avaliar)
semelhante ao procedimento voluntario

de avaliagao harmonizada (VHP)

> | - coordenado-EMs

atualmente coordenado entre alguns EM’s

» |l - individual-EM

» Submissao Unica® PORTAL EU — EC

> Resposta Unica por EM

Slide gentilmente cedido por Helena Beaumont , UEC/Infarmed
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Assessment ATMP

No response -
Withdrawn in all MS

Sponsor response
12d max ‘ Assessment
Optional request ifi i
45+31d +50d for information Notification
26d 12d 7d
g<3 rMS Assessment Coordinated Consolidatio
S Optional review
) el Draft AR Final AR Sponsor
g' extension

45+31d Optional request
for information

Sponsor response ‘
12d max

gently provided by Ilona Reischl (AGES, AU)

Assessment

No response -
Withdrawn in cMS

{p infarmed
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How to develop a Medicinal Product?

ITF briefing :> Scientific advice
meeting at the EMA from CHMP (and CAT) at the EMA

O

EUROPEAN MEDICINES AGENCY

21 May 2010
MEDICINES HEALTH

EMEA-H-4260-01-Rev. 6 SCIENGCE

European Medicines Agency Guidance for Companies
requesting Scientific Advice and Protocol Assistance

gently provided by Lisbeth Barkholt (MPA, SE / EMA)

ial GOVERNO Df :
EJ PORTUGAL
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Initiatives for Small & Medium-sized enterprises (SME)

B promoting development by SME’s
Commission Regulation (EC) No 2049/2005

— ‘SME Office’ established at EMA
— Incentives:
. Administrative and procedural assistance;
. Fee reductions, fee deferral (of the fee payable for a MA application);

. Assistance with translations

http://www.ema.europa.eu/emal/index.jsp?curl=pages/regulation/general/general_content_000061.jsp&mu
rl=menus/regulations/regulations.jsp&mid=WC0b01ac0580024b96

m Certification of quality and non-clinical data — ATMP ONLY
(Regulation on Advanced Therapy Medicinal Products - Article 19)
— Certification by EMA prior to clinical phase
— Procedure to be established

0 soament | {p infarmed



S M E Ofﬂ ce at E MA THE NEW THRESHOLDS (4rt. 2)

Enterprise Bty Annual el
category .ﬂbnn_ual Work turnover o' balance
nit (AWL) sheet total
.
or
< 250 = €50 million = €43 million

{In 1996 & 40 milllen) | {In 1996 € 27 milllan)

ar
Small =50 = €10 million | =<€10 million
(In 1995 & T millizn) ({In 1998 €5 millizn)

ar
14 : €2 milli €2 milli
The new SME definition Micro <10 T e ea i,

[ AUTONOMOUS ENTERPRISES
My enterprise holds less than 25%
(capital or voting rights) in another and /or
another helds less than 25% in mine.

European
Commission

PORTUGAL
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favouring development

INNOVATION TASK FORCE ' (@)
EUROPEAN MEDICINES AGENCY

- Briefing meetings with selected EXPERTS and EMA &
Forum for early dialogue with applicants
< Advice prior to submission for scientific advice,
+ Free

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000334.jsp&murl=menus/regul
ations/regulations.jsp&mid=WC0b01ac05800bald9

SCIENTIFIC ADVICE

- EU-wide advice for all medicinal products

On development & quality aspect, non-clinical testing, clinical trials and post-marketing issues

< Written procedure (normally 40 days, extended to 70 days if oral hearing)

< Fee reduction for Advanced Therapy Medicinal products

<+ Free for Orphan Medicinal Products (Protocol Assistance)

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000049.jsp&murl=menus/regul
ations/regulations.jsp&mid=WC0b01ac05800229b9&jsenabled=true

National Authorities —regulatory and scientific advice

B samiext | - { infarmed



What is the Innovation Task Force (ITF)? N O

MEDIC

. An internal EMA horizontal multidisciplinary group:
- Quality - Safety and Efficacy
- Scientific advice - Orphan drugs
- Pharmacovigilance - Good Practices compliance
- Legal Affairs - Regulatory Affairs
. To establish early dialogue with applicants (Briefing Meetings) to identify scientific, legal

and regulatory issues of Emerging Therapies and Technologies (including
advanced therapies), in conjunction with relevant EU experts / Committees, Working

Parties.
. To be the “EU soft landing zone” for innovation and provide:
. Regulatory advice on the eligibility for access to EMEA procedures as Medicinal
Products,
. Forum for knowledge transfer with scientific committees and working parties,
. Awareness in emerging therapies and technologies.

@ GOVERNO DE
A PORTUGAL



O

Briefin g Meetin gs s L

Type of issues discussed:

Profile of the product/technology

Development strategy/program: quality, safety, efficacy,
manufacturing, Risk Management Plan (as applicable)

Key scientific or regulatory areas

Guidance is provided by ITF towards relevant related guidelines,
services (e.g. SMEs office) or scientific procedures (e.g. Scientific
Advice, OMP designation) in line with the presented strategy of the
company

Identified areas for further reflection and on the regulatory
opportunities discussed

Since 2009, there have been 66 meetings with ATMP developers; in 47 of
them CAT/CPWP or GTWP members were present

é’ GOVERNO DE
A PORTUGAL



Scientific advice Working Party (SAWP) O

Incentive: early — late / scientific certainty

* Open to all applicants

» Fee reduction for SMEs
» Fee reduction for ATMP developers (non-SMEs)

» Protocol assistance (free) for Orphan medicinal products

 Scientific advice is given from the scientific advice working party (SAWP) of the
CHMP in collaboration with the CAT (+ other committees & working parties)

» Simple, fast procedure: 40 or 70 days (incl. face to face meeting with the
Applicant)

* Possibility for parallel SA with FDA

information kept confidential
e gently provided by Lisbeth Barkholt (MPA, SE / EMA)

€D savens | {p infarmed
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Factors associated with success of market authorisation
applications for pharmaceutical drugs submitted

to the European Medicines Agency

Eur J Clin Pharmacol (2010) 66:39—48

with SA

Table 5 Summary of the results of the simple logistic regression analysis of vanables associated with having received SA and compliance

Independent variables

Analysis SA

Subgroup Analysis Compliance

Small pharmaceutical
Medium pharmaceutical

Large pharmaceutical

14/54 (26%)

17/51 (33%)

38/83 (46%)

3/12 (25%)
9/15 (60%)
27/32 (84%)

SA-givenftotal| Odds ratio” [95% CI]  p value | Compliant/total,| Odds ratio” [95% ClI]  p value
n=69/188 (%) n=39/59 (%)

CHMP outcome year 1.447 [1.093; 1.915] 0.0098 0.742 [0.425; 1.294] 0.293
2004 8/36 (22%) 517 (71%)
2005 11736 (31%) 719 (78%)
2006 19/50 (38%) 1217 (71%)
2007 31/66 (47%) 15/26 (58%)

Product type 0.0064 0.775
Biologic 29/61 (48%)  4.66 [1.797; 12.085] 14722 (64%) 1.313 [0.233; 7.409]
New chemical substance 33/84 (39%)  3.328 [1.326: 8.353] 21730 (70%) 1.750 [0.323: 9.469]
Known chemical substance 7/143(16%) 1 417 (57%) 1

Orphan drug status 0.8241 0.0068
Orphan 19/50 (38%) 1.079 [0.553: 2.104] 6/16 (38%) 0.182 [0.053; 0.625]
Non-orphan 50/138 (36%) | 33/43 (77%) 1

Therapeutic arca 0.96 0.87
Infectious disorders 14/39 (36%) 095 [0.413; 2.184] 6/11 (55%) 0.600 [0.135; 2.673]
Oncology 14/35 (40%) 1.13 [0.483; 2.645) 7711 (64%) 0.875 [0.190; 4.030]
Endocrine and metabolic disorders  9/29 (31%) 0.763 [0.298; 1.954] 6/8 (75%) 1.500 [0.238: 9.438]
Neurologic and psychiatric disorders  9/23 (39%) 1.09 [0.408; 2.914) 6/8 (75%) 1.500 [0.238 9.438]
Others 23/62 (37%) 1 14121 (67%) 1

Company size 1.566 [1.083; 2.264] 0.0172 3.975 [1.799: 8.781] 0.0006

p PORTUGAL

“For categorical explanatory vanables, the reference group for the calculation of the OR is indicated by OR=1. An OR>1 mcans that an event is
more likely in this group compared to the reference group. An OR<1 means that an event is less likely in this group compared to the reference
group. Outcome year and company size (small=1, medium=2, large=3) werc used as continuous explanatory variables.




The relevance of SAWP for ATMP development WW%NE\MW

-& 2010 2011 2013
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_ 30 3 4 4 8 5 ©  sAandPA for ATMP per type
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provided by Patrick Celis - CAT secretariat / EMA ISR LR ey VG O
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Scientific Advice Working Party o
recent dEVEIOpmentS EUROPEAN MEDICINES AGENCY

r
Adaptive Pathways Pilot Project (formerly Adaptive Licensing) S / o

The adaptive pathways approach builds on regulatory processes already in
C o . . LMNEMA
place within the existing European Union legal framework. These include:

b scientific advice;

} compassionate use;
¥ the conditional approval mechanism (for medicines addressing life-threatening
conditions);

b patient registries and pharmacovigilance tools that allow collection of real-life
data and development of the risk-management plan for each medicine.

o Demonstration of positive Benefit/Risk is required for approval. Involve all stakeholders to discuss how
to demonstrate, and how to optimize requirements.

o Only existing regulatory tools to be used. Unmet need allows their full use.

o The discussion is a non binding, safe-harbour brainstorming. Not a new procedure, not a new
approval route.

o Arequest for parallel EMA/HTA advice | is expected to follow, to discuss science and
requirements in depth, and for a formal advice letter.

o Acceptance/rejection in the AP pilot has no inference about approval potential

ed from presentation by Francesca Cerreta/EMA at STAMP meeting 27 January 2015

Arrtay NoTe © Uemorees
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