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In this presentation

. Key messages

. Reminder on where we have come from

. Look back over the past three years

. Brief look to the future (more in later session)

. Some conclusions
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Key messages

Working together for continuous improvement of health promotion and protection
Delivered:

* Proactive monitoring

» Faster safety issue detection

« Faster warnings to users

* Increased transparency

« Engagement of stakeholders

Renewed focus on: efficiency, process improvement, and simplification
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. Reminder on where we have come from
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Where we have come from

* Reactive monitoring

* Overlapping roles and responsibilities

* Duplication of effort in efficient use of resource
» Exclusion of patients from safety monitoring

 Low levels of transparency

s

‘3 2015
1‘ EMA 4

EUROPEAN MEDICINES AGENCY



EUROPEAN MEDICINES AGENCY

2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015
: 31 D!ecember 2010: Publication 25IOctober 2012: Publication of Reglllation
| of Regulation (EC) 726/2004 and (EC) 1027/2012 and
1 Directive 2001/83/EC Directive 2012(26/EU
1 (engry into forc? in July 2032) (entry into fo.rce in June rImoI Octobelr 2013)
1
1

! I
December 2008 - 22 September 2010:
Co-decision procedure until final favourable

vote in the European Parliament
T T |

December 2008: ‘Pharma package’
(Pharmacovigilance, Information to patients and
falsified medicines) adopted by the European
Commission and transmitted to Council and
European Parliament to start the co-decision
procedure for pharmacovigilance

2006-2008: Research, consultation,
policy development

2007: Commission

) strategy to strengthen
fm Independent and rationalise

study completed to pharmacovigilance
map the strengths
and weaknesses of

the EU system
assessment of the \ i 1
|

Community system of I
Kpharmacovigilance j : 1

(2003: EC decision to \
undertake an
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New pharmacovigilance legislation: Implementation priorities
from 2011 to 2015

1. Health promotion and protection
2. Transparency and communication

3. Simplification
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. Look back over the past three years - What has been delivered
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Strengthened expert advice, assessment and decision-making
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Risk Management planning: Planning of data collection and
risk minimisation — supports protection and innovation

Number of RMPs assessed by the PRAC per year
(PRAC agenda items)
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Post-authorisation studies: better planned and better scrutinised

Post-authorization safety studies (PRAC agenda
items)
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Increased reporting of suspected side effects and reporting by
patients

ICSR reporting to EV (EEA) ICSR reporting to EV by patients (EEA)
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Safety signhals: Faster detection and management of new and
changing safety issues

Number of signals discussions at PRAC (new and follow-up)

All PRAC signals Sep 2012 - Dec 2014
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Periodic Safety Update Reports: integration of benefit and risk
and direct application of new labelling (faster impact)
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Referrals to PRAC: major assessments delivering labelling for
safe and effective use of medicines

Pharmacovigilance related referrals started per year ERERE o sionin Nows SROTE Weather IFlayer

NEWS HEALTH

Home World UK England HN. lreland Scotland Wales Business Politics

2015 1 Entertainment & Arts

30 May 2013 Last updated at 00:40 EoO=Ea

e . ; Common painkillers "pose heart risk'

By James Gallagher
Health and science reporter, BEEC MNews

Two common painkillers, ibuprofen
and diclofenac, can slightly increase

2013 the risk of heart problems if taken in
7 5 high doses for a long time, data
suggests.

] Feople with severe arthritis often take the drugs,
which also calm inflammation, to go about daily
life.

Jul-Dec 2012 6 The researchers said some patients would
deem the risk acceptable, but they should be given the choice. Related Stories

A study, published in the Lancet, showed the drugs posed even

’ greater risks for smokers and the overweight. Drug ‘overused®

0 5 10 15 20 despite heart risk
. The risks have been reported before, but a team of researchers at the PainkKillers linked to
o BWArt 20PhV - ©Art 31PhV  ©Art 107i University of Oxford analysed the issue in unprecedented detail in order heart risk
= ﬁ 199 to help patients make an informed choice. Q&A: Viexx lawsuit
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Medication errors: improvements to reduce the burden of

harm

HMA Medication Errors Action Plan 2014-2015

. Lead Development
= -
{1 Consultation/Input

Deliverable » Good Practice | | Good Practice Concept

Guide Guide Paper
Framework « Coding & Risk Minimisation Working
Reporting & Prevention Group

SCOPE (Strengthening
Collaboration for

Operating Pharmacovigilance
in Eurcpe )

EMA [ EU-Regulatory
Network
(PhV Legislation

Implementation)

MedDRA Points to
Consider
Working Group

Awareness
Campaign
Reporting

Communi-
cation
Toolbox

Patient Safety &
Quality of Care
Woarking Group

SR

ICSR reporting to EV - medication
errors (EEA)
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I PhV and QS

11 PSMF

11 Inspections
IV Audits

V RMP

VI ICSR

VIl PSUR
VIII PASS
IX Signals
X Add Monitoring

Published

Published

Rev 1 published
Rev 1 published
Rev 2 in preparation

Rev 2 under public
consultation

Rev 1 published

Rev 1 in preparation
Rev 1 in preparation
Published

X1 Participation

X1l Regulatory action
X1V International

XV Communication
XVI RMM

P.l Vaccines

P.11 Biologicals
P.111 Pregnancy
P.1V Geriatrics

Annex | Definitions
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EU pharmacovigilance guidance and standards: Supporting
excellence in health promotion and protection

Consult on Public
Hearings

Consult:2015
Referred to 2016
Rev 1 in preparation
Rev 1 published
Published

Consult:2015
Drafting
Drafting
Rev published



Inspection

Audit of pharmacovigilance systems:
« EMA
* National agencies

 Pharmaceutical companies
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Ensuring pharmacovigilance systems work: audit and
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European database of suspected
adverse drug reaction reports

Home  About Understanding reports  Search  Medicine safety

Online access to suspected side-effect reports

On this website you can view data on
suspected side-effects zlso known as
suspected adverse drug reactions for

authorised medicines in the European

4 Economic Area {EEA).
-
“K pd This data is presented in a format called a web
report. Currently the data only relates to
| ) |

medicines approved through the centralised
authorisation procedure.

Key information

4 The information on this website relates to suspected side effects, i.e. medical events that
have been observed following the use of a medicine, but which are not necessarily related

. to or caused by the medicine.
How to report a side-effect

Major increase Iin transparency: committee proceedings, side
effect data, RMP summaries, PSUR assessment conclusions

Contacts | FAQ | Glossary

_—y Search for a report

Search here for suspected
adverse drug reaction reports

Information on suspected side effects should not be interpreted as meaning that the
medicine or the active substance causes the observed effect or is unsafe to use. Only a
detailed evaluation and scientific assessment of all available data allows for robust
conclusions to be drawn on the benefits and risks of a medicine.

The European Medicines Agency publishes this data so that its stakeholders, including the
general public, can access information that European regulatory authorities use to review
the safety of a medicine or active substance. Transparency is a key guiding principle of the
Agency.

Home | Contacts | Browser compatibility and Javascript

o EUROPEAN MEDICINES AGENCY

EudraVigilance




EDICINES £

Coordinated EU communications on pharmacovigilance

H MA EUROPEAN MEDICINES AGENCY

Heads of Medicines Agencies SCIENCE

22 January 2013
EMA/118465/2012

MEDICINES HEALTH

Guideline on good pharmacovigilance practices (GVP)

Module XV - Safety communication

Draft finalised by the Agency in cellaboration with Member States and 12 July 2012
submitted to ERMS FG

Draft agreed by ERMS FG 20 July 2012
Draft adopted by Executive Director 25 July 2012
Start of public consultation 26 July 2012

End of consultation (deadline for comments)

21 September 2012

Revised draft finalised by the Agency in collaboration with Member
States

10 January 2013

Revised draft agreed by ERMS FG

16 January 2013

Revised draft adopted by Executive Director as final

22 January 2013

Date for coming into effect

24 January 2013

XV.C. Operation of the EU regulatory network
XV.C.1. Coordination of safety announcements in the EU

In the EU, patients and healthcare professionals increasingly lcok at competent autherities as providers
of important information on medicines. For safety communication to be effective, adequate
coordination and cooperation is required within the EU regulatory network®. A good level of
coordination of safety communication is of particular importance so that healthcare professionals and
patients receive consistent information on regulatory decisions in the EU.

When issuing safety annocuncements, competent autherities may make use of the different tocls and
channels described in XV.B.5. Prior to the publication of a safety announcement, the Member States,
the Agency or the European Commissicn shall inform each other not less than 24 hours in advance,
unless urgent public anncuncements are required for the protection of public health [DIR Art 106a(2)].

For active substances contained in medicinal products authorised in more than cne Member State, the
Agency shall be respensible for the coordination between national competent authorities of safety
announcements [DIR Art 106a(3)].

For practical reascns, considering the potential for overlap between transparency measures and active
communicaticns and in order to focus on those topics of major health relevance, not all safety
information made public by a Member State or the Agency will be subject to systematic exchange and
coordination. Only safety announcements that relate to the following and that pertain to active
substances contained in medicinal preducts autherised in more than cne Member State require
coerdination within the EU regulatery network:

» the suspension, withdrawal or revocation of a marketing authorisation due to changes to its risk-
benefit balance;

+ the start or finalisation of an EU referral procedure for safety reasons;
« restriction of indicaticn or treatment populaticn or the addition of a new contraindication;

« dissemination of a DHPC agreed by relevant competent autherities of a Member State or the
Agency (see XV.C.2.1.);

+ other emerging safety concerns judged by a national competent authority or the Agency to be
likely to give rise te public or media interest in more than one Member State (e.g. a publication of

frmmarb it mnfabu fimdinas in on femiantife) fneemn I rmfabi ealabad ramlabaes ~ebinm Bnliam in s



Engagement of stakeholders

EUROPEAN MEDICINES AGENCY

Overview of patient involvement along the medicines lifecycle at EMA

., Package Leaflets
[, (PL)
Patient £pAR summaries
g T
E
- Public Risk Management Package Leaflets Safety
2 Plan summaries — (PL) Communications
£ Summaries —-— -
5 . 3 of Opinion { (tentative) {7 ) (renewal) o
fw (PS0O) input { Patient”
input . b
PRE-SUBMISSION EVALUATION POST-AUTHORISATION
k Paediatri
Orphan Scientific Advice lnv::ﬂaati‘:: - Post Marketing
i Designation Protocol assistance Plagn Authorisation
n
o
®
£ CHMP
CHMP- CHMP
e COomP CAT
: SAWE / PRAC
" 4
i {
input input
3 | I
3
~
L]
é SAG
£ ( (
§ input
(&)
&? COMP: Committee for Orphan Medicinal Products CHMP: Committee for Medicinal Products for Human Use CAT: Committee for Advanced Therapies
LZ?; PDCO: Paediatric Committee SAWP: Scientific Advice Working Party SAG: Scientific Advsory Group
! EMA 20 PRAC: Pharmacowigilance Risk Assessment Committee EPAR: European Public Assessment Report
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Building capacity for data collection: ENCePP as an example

153 centres

23 networks

51 data sources

EUROPEAN MEDICINES AGENCY
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Building capacity through good practice: SCOPE

Share expertise and best practice
Deliver practical tools and guidance

Operate pharmacovigilance

By Member States \ Jy SCOPE

For Member States

With Member States

™.
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Building capacity through training

More than 10,000 stakeholders HMA: @ mommyemions sy =
trained by EU network in recent

years EU Network Training Centre

Home Categories Calendar Contacts Feedback Useful Information FAQs EudraPortal

\ 0‘6 ) Our mission is to ensure that good

! A | practice is spread throughout the
3 i" & . network by making training material
$ - o available and by further harmonising
and establishing training standards

:‘x' -

<]

EU Network

Training Centre

Find a course Find out more Questions?

Access documents View our FAQ's
and forms

Register now

(W |
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Evidence based process improvements: investment in

regulatory science

/ b Output
Output
Output
Output

Output

Output
Output
OCOutput

Pharmacoepidemiological Research on Outcomes of Thé o utput

Output
Output

Output
Output

1
2
3
a
5

(<7
7
S

=]

10
11

1=z
1=

Recommendations for pharmacoepidemiology

Inventory on drug utilisation data

Comparison of methods to control for confounding
Balance measures for propensity score models
Comparison of covariate adjustment methods
Recommendations for pharmacoepidemioclogical

Methods for signal detection

Evaluation of disproportionality analysis

Adverse Drug Reaction Repository

Lessons learnt from a characterisation of databases
used for signal detection

Grouping of existing adverse drug reaction
terminologies

MNowvel groupings for adverse drug reactions
Subgrouping and stratification in statistical signal
detection

Statistical signal detection from clinical trials
Statistical signal detection from electronic health
records

Benefit risk integration and representation

Output
Output
Output
Output

l 17 Ooutput

& 2015 24 Output
A EMA Output

Methodologies for benefit-risk evaluation
Methodologies for graphical representation
Final tools for graphical B: R representation
Recommendations on methodologies for B-R
integration and representation

Development of accessible material to patients
Repository of training material

Enhanced ADDIS software



Simplification through efficient systems and services

EUROPEAN MEDIC

INES AGENCY

Projects & Outputs

European database of all
medicinal products

EudraVigilance Auditable

Requirements

Enhanced adverse reaction
collection and management
system

Medical Literature Monitoring

Delivery of literature monitoring
service to MAHs

Pharmacovigilance Fees

Collection of fees to cover costs
of conduct of certain PV activities

PSUR Repository

Centralised repository for PSURs
and assessment reports
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Benefits Delivered
= Support PV Procedures which facilitates coordination of regulatory decisions
= Supports the product index for EudraVigilance

= Reduction of duplication

« Simplified reporting delivered

e Data in ISO ICH ICSR R3 format will be higher quality, improving searchability &
analysis efficiency

= Improved safety monitoring of medicines

= Reduction in costs for MAH literature monitoring activities

= NCAs paid for certain PV assessments

= Annual fees support implementation & maintenance of measures from 2010 legislation

* Provides a simplification of PSUR submissions for industry

= Repository will include all PSURs and assessment reports

e

Provides public health benefits across Europe

Driven By

Effective
programme
management
which ensures
successful
delivery of

changes
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Funding of processes and systems through fees

SCOPE:
The newly adopted Pharmacovigilance fees regulation allows the EMA to collect fees from MAHSs for PV activities conducted at EU

level for medicinal products for human use.
The income will be used to remunerate national competent authorities (NCAs) of the EU for the scientific assessment carried out

by the rapporteurs and to contribute to the Pharmacovigilance-related costs of the Agency.

v Pharmacovigilance annual fee advice notes were sent to QPPVs on the 20th April 2015;

v" The 1st annual pharmacovigilance fee invoices were issued in July 2015;

v" The EMA invoicing portal has been launched (enables customers to get instant access to their account, view and print
invoices, raise invoice queries and make payments via SEPA direct debit).
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Priorities for the next years

 Working together for continuous improvement of health promotion and protection
« Renewed focus on: efficiency, process improvement, and simplification
 Harness the opportunities of new technology and real-world evidence

 Ensure we make a positive impact

s

& ' 2015
A‘ EMA 28



EUROPEAN MEDICINES AGENCY

Highlights of the years to come

 Improvement of processes: use of scientific advice, signal detection by industry,
proportionate risk management planning......

» Guidance informed by experience: biologics, pregnancy, geriatrics, regulatory
action, efficacy studies......

* Better use of mobile technology and social media: IMI WebRADR
» Better organisation of EU capacity for studies: IMI ADVANCE

» Better use of real world data: Registries, electronic health records, inter-stakeholder
collaboration

* Information technology for simplification: EudraVigilance, EU database of medicines,
PSUR repository

« Continuous improvement and ensuring effectiveness: measuring impact of

£Tspharmacovigilance
A“E MA 29
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Some conclusions
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Conclusions

Working together for continuous improvement of health promotion and protection
Delivered:

* Proactive monitoring

* Faster safety issue detection

« Faster warnings to users

* Increased transparency

« Engagement of stakeholders

Renewed focus on: efficiency, process improvement, and simplification
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A few thanks

 Colleagues in the Member States who run national systems and contribute to the EU
system

« Committees and working parties
 EMA staff contributing to achieving our goals

« Patient and healthcare professional colleagues that report and support the
governance and the decision-making

* Industry for engagement and feedback

s
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Thank you

European Medicines Agency

30 Churchill Place = Canary Wharf « London E14 5EU < United Kingdom
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

P Al Follow us on % @EMA_News
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