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The EU regulatory network for medicines

EUROPEAN MEDICINES AGENCY

~50 national regulatory authorities

@ European Medicines Agency

European Commission



Moderador
Notas de la presentación
EMA is part of the European medicines regulatory network which is made up of national medicines regulatory authorities from the 31 EEA Member States (28 EU Member States plus 3 EEA + EFTA countries (Norway, Iceland and Liechtenstein) and the European Commission;
The network is supported by a pool of many thousands of experts drawn from across Europe;
The European medicines regulatory network gives the Agency access to experts from across the EU, allowing it to bring together the best-available scientific expertise in Europe for the regulation of medicines;
The diversity of the experts involved in the regulation of medicines in the EU encourages the exchange of knowledge, ideas and best practices between scientists striving for the highest standards for medicines’ regulation.
What is the benefit for EU citizens of the network?
The EU’s collaborative model enables all Member States with different ways of working and profound differences in resources to come together in an effective way to regulate medicines; 
The European medicines system creates value for patients, for industry but also for regulators in Europe, as it applies and works based on one standard and a consistent level of expertise;
Because we work so closely together, a quick exchange of coherent information on the safety of medicines can take place;
The EU model is a success story that has become a formula that other regions look to as an example of collaboration.
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Protect human and animal health

Facilitate development and access to medicines

[

Evaluate applications for marketing authorisation

Monitor the safety of medicines across their
life cycle

emp

ABC Provide reliable information on human
XWQ and veterinary medicines to patients
and healthcare professionals



Moderador
Notas de la presentación
First and foremost, EMA protects human and animal health;
EMA facilitates medicines development by giving scientific advice and providing guidance to developers of medicines, including on the development of medicines for children (paediatric development), The Agency has a specific programme in place to facilitate the development of medicines for rare diseases (orphan designation);
EMA carries out robust scientific evaluations of medicines for human and veterinary use; the outcomes of our evaluations are the basis of the European Commission’s decision on whether a medicine can be authorised for marketing throughout the EU. The company which produces the medicine can only market the medicine once it has received a marketing authorisation from the Commission;
EMA monitors the safety of medicines in the EU after they have been authorised; 
EMA provides information on human and veterinary medicines to healthcare professionals and patients.




Authorisation of medicines in the EU O
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Different authorisation routes: one set of common rules

Centralised procedure (via EMA) National procedures (via NCAs)



Moderador
Notas de la presentación
Centralised procedure: one assessment, one marketing authorisation valid in all EU Member States (and EEA countries), one marketing authorisation holder (one product name, one set of product information valid in all Member States); (99% of all new medicines go through the centralised procedure at EMA – to check figure)
National procedures: Applicants submit the marketing-authorisation application to the national competent authority of the Member State(s) where they want to place the medicinal product;
The mutual recognition procedure applies where marketing authorisation holders have a product authorised in one EU Member State and they want this authorisation to be recognised in other EU countries. This process allows Member States to rely on each other’s scientific assessments;
The decentralised procedure applies where applicants apply for the simultaneous authorisation of a medicinal product in more than one EU Member State if it has not yet been authorised in any EU country;
EMA is in charge of a very efficient process: a pharmaceutical company submits one marketing authorisation application to EMA; we carry out one scientific evaluation. This is the basis for one single marketing authorisation valid in all EU Member States and one identical product name in all Member States (as opposed to 28 marketing authorisations/products names); finally, as long as the medicine is on the market, EMA will monitor the safety of the medicine and if necessary, it can take regulatory actions to protect patients everywhere in the EU.
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Centralised procedure (via EMA)
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e Single EU-wide assessment and authorisation
valid throughout the EU

e EMA committee gives a benefit/risk recommendation

e The European Commission grants marketing
authorisation

Centralised procedure (via EMA)

The Centralised Procedure is EMA enables one application,
mandatory for most innovative one assessment, one marketing
medicines and critical authorisation for the whole of
therapeutic areas the EU



Moderador
Notas de la presentación
Background slide on Centralised Procedure Scope (Mandatory and Optional)


N ati 0 n a-l p roce d u reS EUROPEAN !\;EDIC;NES AGENCY

e Decentralised procedure %

— Medicines not yet authorised in the EU and outside the
mandatory scope of the centralised procedure

— Companies can apply to one or more Member States %

e Mutual recognition procedure % %
— First approval followed by recognition of the
authorisation in other Member States National procedures (via NCAs)

e Purely national procedure

Concerns mostly generics and medicines with known active substances



Who we are
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~40 0 O scientific experts Scientific Management
from across Europe Committees Board

Q CHMP 28 Member States’ representatives

ON CVMP 4 Civil society representatives
COMP 2 European Commission representatives

@\ /) HMPC 2 European Parliament representatives
@) PDCO

b CAT
rac SoRALAfA0RNA

1 95 EMA established 2 working 900 staff
parties members



Moderador
Notas de la presentación
EMA is a scientific body;
It is a decentralised agency of the European Union established in 1995 to evaluate medicines for use in people and animals in the EU;
EMA brings together the best scientific expertise on medicines from across the whole of the EU;
EMA works with seven scientific committees who evaluate medicines along their life cycle from early stages of development, through marketing authorisation to the safety monitoring once they are on the market; the committees are supported by 28 working parties;
All of this is underpinned by a network of over 4000 scientific experts who are made available to EMA by the national competent authorities (more about the network in the next slide). At EMA’s London headquarters, there are around 890 staff members; EMA staff help to support, coordinate and facilitate the work of the committees;
EMA is a guardian of public health in the EU.



How is EMA organised?
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Management
Board

7 Scientific Committees + 28 Working Parties + 8 Scientific Advisory Groups

EU Institutions

National competent authorities

~4000 European experts - -

. European
Council of the Commission

European Union —— European Parliament




European experts
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Experts contribute to the EMA work as members of committees and working groups

s

Broad expertise,
exchange of

/“
/ Mainly from national
regulators, but also

Pool expertise,

- knowledge and best especially in areas _ :
practice from across of rare or limited l academia, _patlent —
EEA striving for the | scientific representatives and  §
‘-/ highest scientific knowledge health_care
en standards h \ _ professionals

All experts make annual public declaration of interest and EMA manages
competing interests to ensure impartiality and integrity of outcome



Moderador
Notas de la presentación
SOMETHING MORE HERE ABOUT EXPERTS
PUBLIC DOI, ANNUAL
WEBSITE
WHAT THEY CAN DO CTTEES, WPs, ASSESSORS, ETC
SAME EXPERTS FOR CP MRP AND DCP, JUST DIFFERENT AREAS – SOMETIMES RARE
EMA NOMINATED EXPERTS, RARE AREAS THAT ARE SHARED BY ALL PARTICIPANTS IN SYSTEM
INCREASING ROLE OF PATIENTS IN THE SYSTEM
SAGS



A fully transparent system O
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Managing conflicts of interests

EMA’s scientific experts, staff and Management
Board members must not have any financial or
other interests that could affect their impartiality.

Peer review

EMA’s assessments are carried out by a
rapporteur and a co-rapporteur, and are subject
to committee discussions and peer review.

Scientific
assessment

B X

Transparency

Assessment reports, agendas and minutes,
allow public scrutiny of how EMA works and
reaches its decisions.
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1. EMA relocation to Amsterdam

@/ %J\MJQ)
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Current state-of-play concerning the relocation -

EUROPEAN MEDICINES AGENCY

S e S S

/© 20 November 2017 / 1 January 2019 /" 15 November 2019 N

Selection of Amsterdam as /‘ Interim building ready /‘ Permanent building ready ‘
\\ EMA's new host city s \\ (AMS — Sloterdijk) s N (AMS — Zuidas) /

e ———— —_—— e - L ————.—

) )

Close cooperation with the
Dutch authorities on:

e Permanent premises

e Temporary premises

+  Staff relocation /4

e Financial and legal aspects (
N\

*  External communication \ /

13




/ About Us / UK’s withdrawal from EU / Relocation to Amsterdam)

Tracking tool published

Permanent
Building

Temporary
Building

EMA Staff o
Financial,

governance,
legal

EMA tracking tool: relocation to Amsterdam

Main milestones

20.11.2017
EU27 decision on Amsterdam as new EMA seat

30.03
Staff relocation to
temporary building finalised

01.07
Seat agreement
signed by EMA and NL

26.01
Final decision on
temporary building

i

22,02

Approval of permanent

building by Budgetary Authority
as initially expected

01.01
SPARK building
fully operational

15.01
Joint governance
structure implemented

*last updated on 25 June 2018

Please click on the icons to be directed to the related work streams.
EMA stands for European Medicines Agency and NL stands for the Netheriands.

The status bar shows the current status of the work stream, including its history and,
where relevant, previous changes in status.

31.12
Staff relocation to
permanent building finalised

Ll

15.11
Permanent building
fully operational

progress on track
progress delayed but overall still on track
progress at risk



Moderador
Notas de la presentación
The image is hyperlinked

http://www.ema.europa.eu/

EUROPEAN MEDICINES AGENCY

2. Operational preparedness

/
TN — 2
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Scientific committees, procedures and inspections

EUROPEAN MEDICINES AGENCY

e Involvement of UK in centralised procedures: ~15%
e April 2017: EMA starts discussion with EU27 how to redistribute UK workload after Brexit

e EMA survey on NCA capacity and willingness to increase involvement in centralised
procedures

e April 2018: EMA published methodology for redistribution of UK work jointly developed
with EU27

e First phase of redistribution of UK centralised product portfolio now finalised

16




Scientific committees, procedures and inspections

EUROPEAN MEDICINES AGENCY

e Over 370 centrally authorised products transferred to new EU27 (Co-)Rapporteurs plus
Iceland + Norway

e EMA provides guidance to pharmaceutical companies (human + veterinary) to prepare
for UK withdrawal from EU

— to ensure that companies are ready and enable undisrupted supply of medicines

e EMA also surveys pharmaceutical companies to identify centrally authorised products
potentially at risk of supply disruption

17
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3. EMA Business continuity plan

O
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Business continuity plan (BCP)

EUROPEAN MEDICINES AGENCY

e 2017: EMA Brexit preparedness BCP was developed to prepare for scenario when
“business as usual” is no longer possible, because

— EMA has to ensure that necessary human resources are available to work on EMA

Brexit preparedness

— EMA is no longer in position to compensate staff loss through recruitment

e Phase 1 of this BCP was launched on 1 May (for some activities 3 July) 2017 based on
prioritisation of activities

e Phase 2 of BCP started on 1st January 2018

19




Business continuity plan (BCP)
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e Activities are temporarily suspended or scaled back

e A stepwise implementation - activities grouped in 3 categories as follows:

Category Activities covered

Category 1 Core scientific activities and supporting IT applications,
(highest priority) activities corporate/communication/other
IT activities necessary for EMA’s operation, legal obligations put on EMA

Category 2 Either strategic activities or other core activities, sub-classified into 2A and 2B
medium priority) activities

Category 3 Non-strategic activities such as governance and support activities
(lowest priority) activities

20 O




Business continuity plan (BCP) — next phases

21
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Management Board in June endorsed next phase of BCP:

— further re-prioritisation of EMA’s activities throughout 2019 to maintain as far as
possible the Agency’s core activities (evaluation, maintenance and supervision)

1 October 2018 to enable staff to be mobilised to cover critical functions where needed

— To be monitored on an ongoing basis



Moderador
Notas de la presentación
The Management Board on 6-7 June discussed and endorsed the next phase of EMA’s Brexit preparedness business continuity plan. This will help EMA prepare for a scenario with higher than anticipated staff losses. The next phase will result in a further re-prioritisation of EMA’s activities throughout 2019 to maintain as far as possible the Agency’s core activities in relation to the evaluation, maintenance and supervision of medicines. It will come into effect in October 2018 to enable staff to be mobilised to cover critical functions where needed. The situation will be monitored and the need for further reduction of activities will be reviewed on an ongoing basis. More information will be provided in due course.
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EMA
challenges
and priorities
— supporting
innovation
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EU medicines agencies network strategy to 2020
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EU medicines agencies network strategy

to 2020 built on 4 pillars:
Contributing

Contributing tohzgil?;al

to human « Human health
health

* Veterinary medicines
* Operation of the network

Regulatory e Global regulatory environment
optimisation

of the
network

/ Alignment with EMA multiannual programme

23




Contributing to human health

EUROPEAN MEDICINES AGENCY

 Key public health priorities, including medicines availability Contr:ibuting
to human
and antimicrobial resistance health

 Ensure timely access to new, beneficial and safe medicines for
patients

* Support patient-focused innovation and contribute to a vibrant
life science sector in Europe

 Strengthen regulatory capability and transparency

24
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Moderador
Notas de la presentación
But not everything is about Brexit.
We are a science-based organisation and there are a number of areas where we want to make progress despite the challenge posed by our relocation. Looking to the future, the question is: how can we reshape the role of the regulator?

Why: reasons for establishing the EMA Regulatory Science Observatory (RSO)
Innovative medicines require competences brand new for the regulatory and public health systems for both their evaluation and for, later on, their delivery to patients.
 Regulators also need new expertise to be able to evaluate increasingly complex products: this is why in recent years we have been and will be reaching out to many more stakeholders. Regulators need not only to interact with external partners in the traditional sense - i.e. patients, HCPs, academia - but also with new players outside the health arena, like ITC companies such as Google, Apple, Microsoft (Big Data providers), IBM (Artificial Intelligence), telecom companies (e-health),
The shift from treatment to potentially curative medicines require new approaches to value assessment, payment and financing. 
We are and will be facing resources constraints, We need to strategically allocate resources on activities




Gatekeeper or enabler?

EUROPEAN MEDICINES AGENCY

Regulatory Agencies: a changing role?

 From treatment to potential cure
 From treatment to prevention

 From anatomical to molecular (and beyond?)
driven diseases taxonomy

« From RCT to ?CT (RWE, Al)
 From drug prescription to therapy delivery
* From risk/benefit to clinical added value

« From approval to access

26


Moderador
Notas de la presentación
Genetically defined/genetically treatable diseases (implications in PhV , length of observation, payment etc)
Example of Alzheimer, biomarkers driven?
Example of k-ras mutation in different cancers, Pan cancer Atlas: 33 cancers are in fact 28, 1 out of 10 will be wrongly treated, and it most likely cancer coming from different organs to have similar genetic profiles whereas cancer from same organs are likely to have different genetic profiles
Soliris indication approved on RWE, regenerative medicine, rare diseases etc
Example of car T cells, producer as health care provider
Comparative effectiveness, HTA, payers influence etc..

We are approaching a new generation of treatments and we need to be prepared to evaluate and supervise them
From treatment to potential cure: new questions arise, e.g. how we will do pharmacovigilance for gene therapy, how do we gather post-marketing evidence? The shift from treatment to potentially curative medicines requires new approaches to value assessment, payment and financing.
We also need to do the shift from treatment to prevention;
And from RCT to which kind of CT?: which will be the best way to gather evidence?
From prescription to therapy delivery: e.g. CAR-T cells, you deliver the whole package on use of medicine, not just the medicine itself. The innovative medicines that are currently being developed require new and specialised expertise for both their evaluation and, later on, their delivery to patients.
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Moderador
Notas de la presentación
Why: reasons for establishing the EMA Regulatory Science Observatory (RSO)
Innovative medicines require competences brand new for the regulatory and public health systems for both their evaluation and for, later on, their delivery to patients.
 Regulators also need new expertise to be able to evaluate increasingly complex products: this is why in recent years we have been and will be reaching out to many more stakeholders. Regulators need not only to interact with external partners in the traditional sense - i.e. patients, HCPs, academia - but also with new players outside the health arena, like ITC companies such as Google, Apple, Microsoft (Big Data providers), IBM (Artificial Intelligence), telecom companies (e-health),
The shift from treatment to potentially curative medicines require new approaches to value assessment, payment and financing. 
We are and will be facing resources constraints, We need to strategically allocate resources on activities




“Regulators need to take
a new role at the crossroads
between science and national
healthcare systems:
in order to promote public health in the
current environment, they can no
longer be just a gateway between those
two worlds; they need to become a
catalyst, an enabler for science to be
translated into patient-centred
healthcare and fit in the reality of
healthcare systems.”
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Moderador
Notas de la presentación
VISION
Regulators need to take a new role at the crossroad between science and national healthcare systems: in order to promote public health in the current environment, they can no longer be just a gateway between those two worlds; they need to become a catalyst/enabler for science to be translated into the reality of healthcare systems. What is clear to me today is that healthcare systems (hospitals, prescribers, payment bodies) are not yet ready to embrace all the new products that we currently see in the pipeline, and this will take time and investments for new infrastructure, competences and business models.

“Regulators can be an enabler between science and healthcare systems by scanning the horizon, identifying the main gaps and connecting the various  stakeholders together in order to bridge those gaps.”




Regulators as enablers between science and @)
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Identifying the

_ & ’ main gaps Connecting various
Scanning the horizon * stakeholders together,
: in order to bridge gaps
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Moderador
Notas de la presentación
VISION
Regulators need to take a new role at the crossroad between science and national healthcare systems: in order to promote public health in the current environment, they can no longer be just a gateway between those two worlds; they need to become a catalyst/enabler for science to be translated into the reality of healthcare systems. What is clear to me today is that healthcare systems (hospitals, prescribers, payment bodies) are not yet ready to embrace all the new products that we currently see in the pipeline, and this will take time and investments for new infrastructure, competences and business models.ems by scanning the horizon, identifying the main gaps and connecting the various  stakeholders together in order to bridge those gaps.”
There are three actions that support this approach:
horizon scanning
identifying the main gaps
connecting the various stakeholders in order to bridge those gaps.



‘Evidence by design’ @)
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facilitating patient access through data that serves
the entire decision-making chain

« Starting point: Decision makers (regulators, HTAs and payers)

— answer different questions
— have different requirements in terms of evidence

« Aim: Alignment of the design of the evidence generation plan

— Planned studies (populations / comparators / design of trial / endpoints)
— Requirements for post-licensing evidence generation (e.g. registries)

Expectation: Optimised evidence generation plan = Improve access for patients




Can parallel advice help? @)
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Moderador
Notas de la presentación
In addition: 

Opportunity: the EC’s legal proposal for HTA collaboration

Joint clinical assessments
Relative effectiveness assessments with mandatory national uptake
Joint scientific consultations
Scientific advice on evidence generation plans (HTA-only and with EMA)
Emerging health technologies
Activities related to horizon scanning for annual planning
Voluntary cooperation on HTA
Facilitation of Member State cooperation on other HTA topics, as requested

Co-operation with EMA foreseen




How can players along the technology lifecycle -
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work together to support the introduction of
iInnovative health technologies

* Collaboration on topic

identification and prioritisation
by various players

e.g. parallel consultation (scientific

- Early flag of innovation that Horizon Evidence advice) involving various decision-
: . generation makers to ensure evidence generation
would benefit from closer scanning

o meets different needs
engagement across decision makers plan

e.g. readiness for subsequent Market Post- e.g. preparedness of patient
decision making in a timely entr licensing registries to collect relevant
y evidence information in a robust manner

manner, respecting different remits

33



Enhanced engagement with stakeholders
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Academia - EMA framework of collaboration with academia
(to formalise and structure the collaboration between the Agency and

Academia in the wider context of the European Regulatory System for Medicines)
» Clinical investigators — through learned Society and European associations

« HTAs/Payers — Collaboration in the frame of the EMA-EUnetHTA 2017-2020
Work Plan

* SMEs — certification of quality and non-clinical data
« Early access tools are strongly directed to support ATMPs:
scientific advice, PRIME, accelerated assessment, conditional marketing authorisation, marketing

authorisation under exceptional circumstances; pipeline meetings; innovation task force.

» Patients - framework for interaction between EMA and patients and consumers

34
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Moderador
Notas de la presentación
Why: reasons for establishing the EMA Regulatory Science Observatory (RSO)
Innovative medicines require competences brand new for the regulatory and public health systems for both their evaluation and for, later on, their delivery to patients.
 Regulators also need new expertise to be able to evaluate increasingly complex products: this is why in recent years we have been and will be reaching out to many more stakeholders. Regulators need not only to interact with external partners in the traditional sense - i.e. patients, HCPs, academia - but also with new players outside the health arena, like ITC companies such as Google, Apple, Microsoft (Big Data providers), IBM (Artificial Intelligence), telecom companies (e-health),
The shift from treatment to potentially curative medicines require new approaches to value assessment, payment and financing. 
We are and will be facing resources constraints, We need to strategically allocate resources on activities



Contributing to human health — other key priorities -
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* Medicines availability

— Europe increasingly confronted with supply challenges and shortages/lack of
availability of both new and well-established medicines

— EMA/HMA Task force established - prevent problems with supply of medicines,
iImprove management and communication

 Antimicrobial resistance (AMR)

— Rational use of antibiotics - aiming at making the EU a best practice region on AMR
* Generics and biosimilars
— Which give patients more (affordable) choices — improve accessibility

— EU at the forefront of biosimilar development

36



Contributing to the global regulatory environment

37

Assure product supply chain and data integrity

Convergence of global standards and contribution to international
fora

Ensure best use of resources through promotion of mutual reliance
and worksharing

Support training and capacity building and promote the EU
regulatory mode

EUROPEAN MEDICINES AGENCY



Closing remarks
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Despite challenging times for the European Medicines
Agency, we remain committed to deliver our mission to

protect human and animal health

With its NCA partners in the EU regulatory network, EMA
will continue to work to address today’s global challenges
by remaining at the forefront of medicines regulation.

EUROPEAN MED

ICINES AGENCY




EUROPEAN MEDICINES AGENCY

Any guestions?

LIS 212018
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Further information mEsmme—c=a iﬁ

Juan.Garcia@ema.europa.eu

European Medicines Agency
30 Churchill Place « Canary Wharf « London E14 5EU = United Kingdom

Telephone +44 (0)20 3660 6000
Send a question via our website www.ema.europa.eu/contact

Follow us on % @EMA_ News



Moderador
Notas de la presentación
Note: This slide is OPTIONAL. It uses the 'Closing slide' layout. Delete if not needed.

mailto:Juan.garcia@ema.europa.eu

Safety monitoring of medicines

EUROPEAN MEDICINES AGENCY

e EMA continuously monitors and supervises the safety of medicines that have been
authorised in the EU, to ensure that their benefits outweigh their risks

e EMA coordinates the EU pharmacovigilance system

e The Pharmacovigilance Risk Assessment Committee (PRAC) of EMA is dedicated to
the safety of medicines

e EMA operates EudraVigilance, an EU web-based information system that collects,
manages and helps analysing report of adverse effects of medicines

e Public hearings are now a tool available during EU safety reviews of medicines

40
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