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In this presentation

Objectives, where we have come from: where we are going

2. What has been delivered in 2012 — 2013 and what are now
routine activities

3. What remains to be done

Moving forward together
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Where we have come from
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Where we are going: legislation objectives

Promote and protect public health by reducing burden of Adverse Drug
Reactions and optimising the use of medicines:

e Clear roles and responsibilities

e Science based

e Risk based/proportionate

e Increased proactivity/planning

e Reduced duplication/redundancy
 Integrate benefit and risk

e Ensure robust and rapid EU decision-making
e Strengthen the EU Network

e Engage patients and healthcare professionals
e Increase transparency and accountability

e Provide better information on medicines
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Challenges

e Major resource constraints
e Size of change

e Product lifecycle impacted

e Number of stakeholders impacted
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What has been delivered and what 1s now routine
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Inaugural meeting
Brussels July 19-20t 2012
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Membership of PRAC

Appointed by
each Member [=3
State:

1 member + alternate

28 + EEA countries non
voting members

Appointed by
European
Commission:

6 members - relevant expertise
including clinical pharmacology
and pharmacoepidemiology

1 member/alternate representing
patient organisations

1 member/alternate representing
healthcare professionals
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HCP and patient representatives

HAS ADOPTED THIS DECISION:
Sole Article

1. The following are hereby appointed members and
alternates of the Pharmacovigilance Risk  Assessment
Committee to represent healthcare professionals for a term of
three years from 1 March 2013:

— Member: Filip Babylon,
— Alternate: Kirsten Myhr.

2. The following are hereby appointed members and
alternates of the Committee to represent patient organisations
for a term of three years from 1 March 2013:

— Member: Albert van der Zeijden,

— Alternate: Marco Greco.

Done at Brussels, 28 February 2013.
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P RAC VO I u m eS % of PRAC plenary discussion time 2013,
(JUIy 2012 . JUIy 2013) basedontotalhosl.:gr:als

Other
14 10%

Renewals
4%
PASSs
4%
180 Referrals
33%
PSURs
11
140
11 19%
M Other safety
100 issues - MS
Other safety
80 issues - CHMP
= PhVig
Inspections
60 = PASS
40 = PSURs
B RMPs
20 -
M Signals
0 - M Art.5(3) referrals
Sep-12 Nov-12 Jan-13 Mar-13 May-13 Jul-13 '
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Transparency of activities for Pharmacovigilance
Risk Assessment Committee

e Agenda is published on Day 1 of PRAC by mid-day

e Meeting highlights are published on Friday of PRAC week

e Safety referrals are published on Friday of PRAC week

e_Minutes are published on the following month after adoption

10
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'0 European Medicines Ager %
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EUROPEAN MEDICINES AGENCY -

£n agency of the Eurapean Union

SCIENCE MEDICINES HEALTH Text size: 3/al A |S'rte-wide search |

Follow us: u

Home Find medicine Regulatory Special topics Document search MNews & events Partners & networks Quick links [+ ]

What we do
Who we are
How we work

Committees

CHMP

¥ PRAC
Overview
Members
Meetings

k Agendas, minutes
and highlights

CVMP
COoMP
HMPC
CAT

PDCO

Working parties and
other groups

Careers
PFrocurement
Contacts

How to find us

cam-
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F Home b About Us B Committees * PRAC b Agendas, minutes and highlights

PRAC: Agendas, minutes and highlights (7 Email (2 print @ Help ) share

This page lists the meeting highlights, agendas and minutes from the European Medicines Agency's
Pharmacovigilance Risk Assessment Committee ( plenary meetings.

PRAC meeting highlights

Meeting highlights from the Pharmacovigilance Risk Aszzesement Committee (FRAC) 2-5 September 2013
Meeting highlights from the Pharmacovigilance Risk Assesement Committee (FRAC) 8-11 July 2013
Meeting highlights from the Pharmacovigilance Risk Asszesement Committee (FRAC) 10-13 June 2013
Meeting highlights from the Pharmacovigilance Risk Asszesement Committee (FRAC) 13-16 May 2013
Meeting highlights from the Pharmacovigilance Risk Aszessment Committee (FRAC) 8-11 April 2013
Meeting highlights from the Pharmacovigilance Risk Asszessment Committee (FRAC) 4-7 March 2013
Meeting highlights from the Pharmacovigilance Risk Aszesement Committee (FRAC) 4-7 February 2013
Meeting highlights from the Pharmacovigilance Risk Asszesement Committee (FRAC) 7-10 January 2013
Meeting highlights from the Pharmacovigilance Risk Assesement Committee (FRAC) 26-29 November 2012
Meeting highlights from the Pharmacovigilance Rizk Assesement Committee (FRAC) 29-31 October 2012
Meeting highlights from the Pharmacovigilance Risk Aszessment Committee (FRAC) 1-3 October 2012
Fharmacovigilance Risk Azzesement Committee (PRAC) elects chair and vice-chair

* v v v T v T T T WY T w

Table of contents

b Agendas
b Minutes

Agendas
Back to top ~

ocmentz) | ianmge | st | et it | st oo | e ot

i Agenda - PRAC draft
agenda of meeting 2-3 (English only) draft 02/09/2013
September 2013

T Ananda - DBAF Araf
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Evidence — decision cycle




&

FUROPEAN M F.I;J_I(",I NES AGENCY

Strengthening the science base

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

9 January 2013
EMA/14946/2013
Patient Health Protection

external regulatory sciences and process improvement
research activities for public and animal health

European Medicines Agency process for engaging in ‘

Methods work — evidence based process improvement

Strengthening evidence underpinning individual
decisions - increases quality of Opinions
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RMP Risk Management Plans — based on safety profile,
plan the data collection and risk minimisation
Total Number of PRAC assessments/advice for RMPs - 374
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PSURs: Periodic Safety Update Reports =
benefit risk assessments of marketed products

205

200

150 ® Maintenance
B CHMP Variation

100 B Suspension
® Revocation

43
50
33 o5 30 38
8
3 2 5 2
0 | =
Dec-12 Jan-13 Feb-13 Mar-13 Apr-13 May-13 Jun-13 Total

e 243 PSUR PRAC recommendations (single CAPs) from Dec
2012 till June 2013

« 38 (16%) PRAC recommendations to vary MA

* No suspensions, no revocations
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Example —Strontium ranelate

Periodic safety update
report identified increased
risk of cardiac disorders
iIncluding Ml

PRAC advised urgent
variation to restrict MA on
safety grounds

Art 20 referral ongoing

heartwire

PREVENTION

CV risks prompt recommendations for EU strontium ranelate
restrictions
APRIL 15,2013 Deborah Fiapan YTweet 5 04 0 Shm

B Comments  Readlter o (G](1] @& Pit Fontsize AAA & Cie

Londan, UK - The Pharmacovigilance Risk Assessment Commitiee (PRAC) of the European Medicines Agency (EMA)
has recommended restrictions in the use of strontium ranelate (Protelos/Osseor, Servier) to reduce the risk for adverse
cardiovascular events in postmenopausal women [1].
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Safety Studies: protocols and
results at PRAC

13

12

11

10

W PASS
Protocols

W PASS
Results

1

1 H
0 T T

Sep-12 Oct-12 Nov-12 Dec-12 Jan-13 Feb-13 Mar-13 Apr-13 May-13 Jun-13 Jul-13
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w ED European Metwork of Centres
for Pharmacoepidemiology and Pharmacovigilance

emap | Q&A ‘ Notice Board ‘ Links ‘ Contact Us Search

Home = EU PAS Register

News
About Us
ENCePP Documents

EU PAS Register

Training in PhEpi and PY || A Eupas Register Guide

Code of Conduct
One of the ENCePP guiding principles is transparency to the public of ongoing research relating to
medicines used in clinical practice, in particular information on post-authorisation studies.
Registration of protocols and study reports in the EMCePP E-Register of Studies is a means to achieve
these objectives.

Standards & Guidances
ENCePP Study Seal
Public Consultation

Glossary of terms The 2010 pharmacovigilance legislation also requires the EMA to publish in a publicly available register

the protocols and abstracts of results of post-authorisation safety studies (PASS5) imposed as an
obligation by a competent authority in accordance with Articles 10 or 10a of Regulation (EC) No
726/2004 or with Articles 21a or 22a of Directive 2001 /83/EC. It also specifies that the final report of
such studies must provide the date of registration in this register.

Resources Database

Partners Forum

Information about PASS which are initiated, managed or financed voluntarily by a MAH and which are
required in the Risk Management Plan (RMP) to further investigate safety concerns or to evaluate the
effectiveness of risk minimisation activities, or any other PASS should also be entered into this

EU PAS Register register in order to support the same level of transparency, scientific and quality standards.

E-Register of Studies

Further information about the requirements for the registration of PASS is available in the guideline
on Good Pharmacovigilance Practices (GVP) module VIIE, chapter VIII.B.4.

135 StUd 1es The publicly available register referred to as the ‘EU PAS Register’ in the GVP is to be maintained by

reg|Stered = mOSt Since the EM& and will be built as an upgrade of the EMCePP E-Register of Studies.

J u Iy 20 l 2 Before the EU PAS Register is fully operational, the E-Register of Studies, therefore, serves as the
“‘EU PAS Register’ for all pharmacoepidemiological and pharmacovigilance studies regardless of
whether they are initiated, managed or financed by a MAH, or whether they are conducted by a
research centre that is a partner of the ENCePP network or any other research centre, including from
outside the European Union.

For now, MAHs should therefore register their non-interventional PASS in the
18 E-Register of Studies.




Article57(2) data content

- S1: Substance names Service
- S2: Substance Translations| Substance
- S3: Substance synonyms -
- S4: Substance class
- Sb5: Reference source

- S6: International Codes

Structured Medicinal Product Informatig

- P2:
- RSk
- P4:
- P5:
- P6:
- P7:

armaceutical form
ute of Administration
C codes

its of Measurement
its of presentation
ference source

A

Business
Service
Referential
s

./

Organisation information:
-O1: MAH (Legal Entity)

-02: QPPV
-03: PhV Enquiries
-0O4: PhV System Master File

Business
Service
Organisation

- P8:
- P9:

- P10:
- P11:
- P12:
- P13:
- P14:
- P15:
- P16:
- P17:
- P18:
- P19:
- P20:
- P21:
- p22:
- P23:
- P24:
- P25:
- P26:
- pP27:
- pP28:

&)
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Business

MAH (Legal Entity)

Service
QPPV Product
PhV Enquiries
PSMF
Authorisation country code

Authorisation procedure
Authorisation status
Authorisation number
Authorisation date
MRP/DCP/EU number
Date of withdrawal/revocation/suspension
Package description

Orphan drug designation

Comments (e.g. paediatric use)

Medicinal product name

Medicinal product invented name

Product generic name

Product company name

Product strength name

Product form name

Pharmaceutical Form

Route of administration(s)

Active ingredient(s), Adjuvant(s)
Excipients

Medical device(s)

Strength of active ingredient(s)/adjuvant(s)
Therapeutic Indication(s)

ATC code

Unstructured Medicinal Product Information:

- P29

: Summary of Medicinal Product Characteristics
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Article 57(2) data: business case

e Better analysis and understanding of data/information

— EudraVigilance data analysis, safety signal detection
e Regulatory action to safeguard public health
— Support to referral procedures (e.g. interaction with MAHS)
— Provision of other PRAC outputs to MAHs
— Facilitation of PhV inspections

— Longer term (1SO) — quality defects of medicines and counterfeits can be
linked to the correct products

e Communication with stakeholders

— European medicines web portal (search for medicines authorised in the EU)

— Publication of lists (work-sharing purposes, products under additional
monitoring, PSUR list, list of withdrawn products)

— Access to EudraVigilance data (proactive and reactive)
20
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Article 57(2) Implementation status and next
steps

e As of 23" September, MAHs have submitted a total of
443,000 medicinal product entries to the Agency. New entries

in the XEVMPD are received on a daily basis

e The next steps in the Art57 implementation, including strategy
and timelines for the kick-off of the maintenance phase, will

support the wider EU data architecture strategy.....

21
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‘Black symbol’ for products under additional
monitoring w.

 Black symbol:

— Selected by the European Commission following a recommendation of the PRAC (after involving
stakeholders) on 7 March 2013

— Inverted equilateral black triangle '

e New text in Product Information

— SPC text: <{Black symbol}> This medicinal product is subject to additional monitoring. This is to
allow any safety information to be identified rapidly. Healthcare professionals are encouraged to
report any suspected adverse reactions. See section 4.8.>

— PL text: <{Black symbol} This medicine is subject to additional monitoring. This will allow quick
identification of new safety information. You can help by reporting any side effects you may get. See
the end of section 4 for how to report side effects.

e List of products under additional monitoring
— initial list published on 25™ April 2013 and updated every month

22




New communication material on additional

monitoring (1/2)

Factsheet + Video

e Consultation: EC, HMA WGCP and
Project Team 3 involved in

preparation

e PRAC informed at September
meeting

 All EU languages
e Easily printable

e Based on already published

information

triangulo negro?

the

black friéngle

n?

The European Union (EU) has introduced a new way of labelling medicines
that are being monitored particularly closely.

Thase madicines have 3 black inverted triangie displayed in their package laafiat,
together with 3 shart sentenca sxplaining what it means:

W this medicinal product is subject ta additional monitaring.
All medicines are carefully monitored after they are placed on the EU market.

The black tnangle 1s an easy way to identify a medwine under additional monitoring. It
means that the medscine s being monstored even more closely than others,

This is generally because there is less information available on it than on ather
medicines, for example because it is new.

It does not mean that the medicine 1s unsale.

You should repart any suspected side effects with a medicine you are taking, particularly
if it displays the black triangbe.

1f you get any side elfects, talk to your doctor, pharmacist or nurse.

Yiou can also report side effects directly via the national reparting SyStam in your country.
tnformation on how ta do this is included in every medicine's package leaflet.

By reporting side effects, you can help provide more infarmation on the safoty of your
madicine.

Madicines requlators laak at reparts of side effacts alangside the axisting information on
wach medicine. They manitor all of thasa data to make sure the banafits of medicines
remain greater than thesr risks.

La Unidn Furopea (UF) ha Intraducide una nueva forma de ldentificar
aguellos medicamentos que estan siendo sometidos a un seguimiento
particularmente riguroso,

Diches medicamentas musstran en si prospects un trignguls negro invertido, asi coma la
siguiente frase:

WV este esti sujeto a adicional.”

Una ver comerciahizados en la UE, todas los medicamentos se someten a un sequimeento
rigurgse. Sin embargo, los medicamentos con el tridngule negro son controlados adn
més que los demis.

Esto sucede generalmente porgue hay mencs informacidn sobre ellos en comparaciin
con obros, per ejemple porque son nusves en & mercado.

o swgnifica que ef medicamento sea menas seguro.

Come paciente, usted debe informar de cuslquier efecto adversa del que sospeche bas
tamar un medicamenta, sabre toda si dicha medicamenta presenta e tridnguls negra,

Puede notificar los efectos adversos a su médico, farmacéutico o enfermera.

También puede notificarlos d I ades sanitarias de med
en su pals, utilizande el sistema de notificacién vigente en dicho pals. Puede encentrar
informacién al respecto en el prospectn del medicamento o en la pégina web de las

sandanas de 05U pis.

Notificando estos efectos, usted puede ayudar a las autoriledes sanitarias & evaluar si
las benehcios de un medicaments s& manbAREN MAYGRES qUe SUS NRSGRS.
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Prioritised implementation of the
pharmacovigilance legislation

Aug-13

The current number of the
additionally monitored  u-13
drugs — 119 (published 9
August 2013)

Jun-13 e

11
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Reporting numbers: Pre and Post legislation

All Post Marketing Module reporting increase - EEA and non EEA
600,000

488,183

500,000

400,000

366,961

300,000

219,340

200,000 169,332

100,000

EEA reporting Non EEA reporting

M Pre Leg M After Leg

25
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Spontaneous reporting by patients in EU

* Pre legislation data period - 02/07/2011 - 01/07/2012
26 ** Post legislation data period -02/07/2012 - 01/07/2013
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‘http://www.ema.europa.eu/docs/en_GB/document_library/Report/2013/05/WC500143163.pdf - Windows Internet Explorer

MRS ||".' Google

) U = ‘0 ‘www.ema.europa.eu/ ument_library/Rej
» @Cnnvert -
.7 Favorites | 95 € NewTab g@| Web Slice Gallery = @ Free Hotmail
¥

ILI.I i > 3 @ ~ Page~ Safety~ Tools~ 'ﬁ"

) http://www.ema.europa.eu/docs/en_GB/docum...

EUROPEAN MEDICINES AGENCY

CIENCE MEDICINES HEALTH

6 May 2013
EMA/144458/2013
Patient Health Protection

Medication-errors workshop
Workshop report

28 February — 1 March 2013
European Medicines Agency, London, United Kingdom

Implementation plan agreed at HMA in November




Proactive pharmacovigilance —
signal detection

Number of signals

921
/ Data source \ /Outcome \
51 EudraVigilance 44 labelling changes
19 national review 12 no regulatory action
9 literature 8 referral evaluation?
4 FDA/PMDA 1 update RMP
4 historical (PhVWP) 27 assessment ongoing

\ 5 studies / \ /

1 54 for CAPs (59%), 29 for NAPs (31%), 9 for both (10%0)

2 6 referrals ongoing, 2 concluded: restriction of use (codeine) and suspension of MA (HES)
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Signal descriptions — first publication in October 2013

29
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23 September 2013
EMA/550442/2013
Patiznt Health Protection

PRAC recommendations on signals
Adopted at the PRAC meeting of 2-5 September 2013

This docurmnent provides an overview of the recormmendations adopted by the Pharmacovigilance Risk
Assessment Committes (PRAC) on the signals discussed during the meeting of 2-5 September 2013,

PRAC recommendations to provide additional data are directly actionable by the concerned marketing
authorisation holders (MAHs). PRAC recommendations for requlatory action (e.g. amendment of the
product inforration) are subrnitted to the Committee for Medicinal Products for Human Use (CHMP) for
endorsement when the signal concerns Centrally Authorised Products (CAPs), and to Member States
and the Co-ordination Group for Mutual Recoagnition and Recentralised Procedures - Human (CMDh) for
information in the case of Nationally Authorised Products (NAPs). Thereafter, MAHs are expectedto
take action according to the PRAC recommendations.

When appropriate, the PRAC may also recommend the conduct of additional analyses by the Agency or
Member States.

MAHs are reminded that in line with Article 16(2) of Regulation No (EU) 726/2004 and Article 23(3) of
Directive 2001/83/EC, they shall ensure that their product information is kept up to date with the
current scientific knowledge including the conclusions of the assessment and recommendations
published on the EMA website (currently acting as the EU medidnes webpartal).

For CAPs, at the time of publication, PRAC recormmendations for update of product information have
been agreed by the CHMP at their plenary meeting (16-19 Septernber 2013) and corresponding
variations will be assessedby the CHMP,

For nationally authorised medicinal products, it is the responsibility of the National Competent
Authorities (NCAs) of the Member States to oversee that PRAC recommendations on signals are
adhered to.

Variations for CAPs are handled according to established EMA procedures. MAHs are referred to the
available guidance. Variations for NAPs (including via mutual recognition and decentralised procedures)

7 imatzrry Civmn + Camary Whar! s Landan B14 S48 @ Uit Gegd
Talaphone +33 (3120 T41E 2453 Fecaimie +44 (D120 7418 2418
e N Sy

e
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10 September 2013
EMAE3030442013
Pharmacavigilance Department

List of signals discussed at PRAC since September 2012
Introduction:

Eachmonth the PRAC analyses, prioritizes and evalustes safety signals concerning medicinal products autharized in the ELL Thiz aszessment may
resultin various recommendations, including an update of the product infarmation (summary of product characteristios and package leaflet). The table
below is & cumulative list of signals discussed st PRAC since its establishement. It will be updated after each monthly plenary meeting. PRAC
recommendationz on signals adopted each manth are published here [include link to standalone recommendations] after the relevant plenary meeting
‘when changes to the product infarmation are recommended. the full test of the recommendationis published. Further information on each
recommendation is provided in the PRAC minutes. Please note that some of the signals listed below are still under assessment by PRAC. For those, an
update of the product information may be recommended at a later stage, when the PRAC has concluded the assessment

References:

Directive 200133EC
b teur- rops, el enUiSerl euliSer doTuri=COMNSLEG: 2009 0083 20110721 ER.POF
Regulation (EC) Mo 72612004

- | i Turis

Commission Implementing Regulation [EL Mo 52012012
. ) o

[Insert link when available]

Update of
INN Signal PRAC meeting _ product
information
recommended by
053-05 September 2012 PEAC mesting
Mo

Adalimumab Dermatomyositis Yes

13-16 Mz 2013 PRAC meeting minutes Yes
Adalimumab Glioblastoma and brain neoplasms 05-11 Al 2013 PRAC meeting minutes Mo
Adslimumab ‘[IiETSI;ﬂE Reconstitution Inflammatory Sundiome 10-13 2013 PEAC Mo
Adalimumab Skinuloers 05-11 Apeil 2013 PRAC meeting minutes Mo

: . Efficacy and zafety of dual blockade of the
Agerits acting on the renin- ) i
" 5 renin-angiotensin system: meta-analysis of 05-11 Apeil 2013 PRAC meeting minutes )
angiotensin system i i N
randomised trials [signal from liter ature)
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Referrals: safety or benefit risk issues

requiring a binding EU assessment
e Number of referrals (July 2012 — July 20131):

Referral type Started

Art. 20 5 3
Art. 107i 5 3
Art. 31 11 3
Total 212 93

1 Also includes procedures started and finalised by PRAC in July 2013
2 In 6 procedures (29%) an ad-hoc expert meeting has been organised

3 Finalised means final outcome obtained at either CHMP or CMDh

30
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Referrals: Outcomes

e Qverview of finalised referrals:

Procedure name Article Finalised Committee Grounds

Outcome

EC Decision

Duration
(calender days)

Tredaptive 20 Jan-13 CHMP B-R Suspension Yes 1 month
Trevaclyn 20 Jan-13 CHMP B-R Suspension Yes 1 month
Pelzont 20 Jan-13 CHMP B-R Suspension Yes 1 month
Tetrazepam 107i Apr-13 CMDh S Suspension Yes 3 months
Cyproterone, ethinylestradiol - DIANE 35 & other

medicines containing cyproterone acetate 2mg 107i May-13 CMDh S Variation Yes 3 months
and ethinylestradiol 35 micrograms

Almitrine 31PhV May-13 CMDh B-R Revocation No 7 months
Codeine-containing medicinal products 31PhV Jun-13 CMDh B-R Variation No 8 months
Diclofenac-containing medicinal products 31PhV Jun-13 CMDh B-R Variation Yes 8 months
Flupirtine 107i Jun-13 CMDh S Variation Yes 6 months

e Time taken: 1 to 8 months

31
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Codelne analgesia in children

e e b I bt L

CB[IEiIIE Phnsphat& Syrup ¢ pursuant to Article 31 of Directive 2001/83/EC
B.P.C.1973

Codeine-containing medicines

500m

The CMDh, having considered the PRAC assessment report and following a scientific discussion on
amendments of the wording of the product mformation, has endorsed by consensus the recommendation for

SEEIE =TAILS - . . .o .o
P e ol T o it a series of measures to address safety concerns with codeine-containing medicines when used for the
refief of mild 1o moderate pain C a1 1 1 1 C 1 1qati mvolved 1 T
ol o rockraio i, management of pain in chﬂdren. Due to the Wlde range of marketmg authorisations mvolved in th§ referral,
Active ingredient: Codeine Phosphats £ adjustments to the wording of the product information will be needed on a case by case basis. As an
25moy/Semi . . . . . .
Pt o assessment of the changed product information 1s needed, a Type IA variation will not be applicable for the

14 syrup (sucrose implementation of the changes.

The Pharmacaovigilance Risk Assessment Committee (PRAC) of the
EMA has recommended that use of codeine-containing medicines in
children be restricted to those aged over 12 years with acute moderate
pain that cannot be relieved by other analgesics, for example,

paracetamol or ibuprofen. Co-ordination Group for Mutual Recognition
and Decentralised Procedures — Human

In addition, codeine should never be used for children under 18 years
undergoing tonsillectomy or adenoidectomy to treat obstructive sleep .
apnoea. The prescribing information will also be updated to REpOl‘t from the CMDh meetlng

contraindicate codeine in conditions associated with impaired
breathing. g held on 24-26 June 2013
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Benefits of combined hormonal contraceptives (CHCs)
continue to outweigh risks — CHMP endorses PRAC
recommendation

Product information to be updated to help women make informed decisions
about their choice of contraception

SCIENCE MEDICINES HEALTH
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Veterinary medicines

Benefits of combined hormonal contraceptives (CHCs) continue to
outweigh risks - CHMP endorses PRAC recommendation

Prod ion to be updated to help women make informed decisions
about their choice of contraception

The European Medicines Agency has now completed its review of combined
hormonal contraceptives (CHCs), particularly of the risk of venous thromboembaolism
(VTE or blood clots in veins) associated with their use. The European Medicines
Agency's Committee for Medicinal Products for Human Use (CHMP) has concluded
that the benefits of CHCs in preventing unwanted pregnancies continue to
outweigh their risks, and that the well-known risk of VTE with all CHCs is small.

The review has reinforced the importance of ensuring that clear and up-to-date
information is provided to women who use these medicines and to the healthcare

professionals giving advice and dlinical care.
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Example 1071 procedure — Numeta 13%

Numeta 13% parenteral nutrition
for preterm babies

Signal of 14 reports of
hypermagnesaemia — July 2013

Voluntary recall of Numeta 13% = |

PRAC concludes advice in 60 days b [
to suspend Numeta 13%, introduce
risk management for Numeta 16%
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Common painkillers ‘pose heart risk’

CVS risk

Health and science reporter, BBC News Legal Status to
be considered at
national level

Two common painkillers, ibuprofen
and diclofenac, can slightly increase
the risk of heart problems if taken in
high doses for a long time, data
suggests.

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

The researchers said some patients would
deem the risk acceptable, but they should be given the choice. Relatc

A study, published in the Lancet, showed the drugs posed even
greater risks for smokers and the overweight.

Drug ‘o
despite
The risks have been reported before, but a team of researchers at the Painkill
University of Oxford analysed the issue in unprecedented detail in order heart ri
to help patients make an informed choice. Q&A:V
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Referrals: Observations

e Positive experience:

— High acceptance rate by CHMP/CMDh of PRAC outcome
— Compliance with legal deadlines
— Shortening of scientific review process for Art 31 procedures

— Excellent teamwork EMA Secretariat — PRAC Rapporteurs (in
terms of procedural, content and data support aspects)

e [ssues requiring consideration:
— Optimal use of referrals tools for public health
— Workload for Network high and remains unpredictable
— Communication and planning
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Prioritised implementation of the
pharmacovigilance legislation

Collection of key information on medicines

List of medicines withdrawn for 2012 2013
safety reasons:

Develop a business process for D Based on 2012 changes to
establishing, maintaining and publishing pharmacovigilance legislation
such list
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Prioritised implementation of the
pharmacovigilance legislation by the EMA

Communication with stakeholders

Coordination of safety messages: 2012 2013
Operation of the coordination of Member - Started July 2012
States’ safety announcements for non-CAPs. D D
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Publication of RMP summaries

Pilot phase initiated in October 2013.

« Summary (Part V1.2 of RMP) to be published at the time of the
EPAR publication.

« Summary to be updated in case of important changes to RMP.

« Summary is aligned with other information (EPAR summary,
product information).

 For all newly - authorised CAPs;

 For other (not newly authorised) CAPs, RMP summary to be
published when RMP is updated.
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Prioritised implementation of the
pharmacovigilance legislation by the EMA

Communication with stakeholders

European Medicines web-portal: 2012 2013
Initiate research and design work D

Legal notice: EMA website serves as the EU Medicines
Web-portal

40




Beyond 2013.

Topics

Literature monitoring

EudraVigilance

Article 57(2) data
submission and
handling

Periodic Safety Update
Reports

Risk Management
System

Transparency and
communication

FUROPEAN M F_.I“;I(",I NES AGENCY

what still needs to be done

Activities

EMA service to industry for population of
EudraVigilance with case reports of old substances.

Delivery of enhanced functionalities and IT system
audit results in centralised reporting for industry

Updates (variations) to the data can be submitted by
industry and data fully used to support regulation,
safety and stakeholder needs.

Delivery of PSUR repository and single PSUR
assessment process for NAPs allowing centralised
reporting for industry and faster warnings for NAPs

Implement risk-based system for measuring the
effectiveness of risk minimisation

Delivery of EU Medicines web-portal and public
hearings.
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European Commission Joint Action

Strengthening
Collaborations to
Operate
Pharmacovigilance in
Europe

SCEHPE

EUROPEAN COMMISSION
EXECUTIVE AGENCY FOR HEALTH AND CONSUMERS

Health and
Consumers

’ Executive
’ Agency for

Health Unit

Luxembourg,
EAHC LB/IK Ares (2012)

2013 CALL FOR PROPOSALS FOR JOINT ACTIONS

SECOND PROGRAMME OF COMMUNITY ACTION
IN THE FIELD OF HEALTH (2008-2013)

Facilitating collaboration among the
Member States for the effective operation

of the pharmacovigilance system in the EU
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What have we achieved

A huge change has been delivered for better public health
Improvement:

e Better public participation

* increase of patient reports by 10,000

« Patients and HCPs voting on PRAC
e Better planning — risk management plans now routine
 Better evidence — routine identification of data needs for referrals
e Faster decision-making

* Referrals finalised in 1 to 8 months
« PSURs directly lead to label changes
e Greater transparency — agendas, minutes, signals

e Better information — black triangle, ADR reporting, warnings
43
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But there iIs still more to do

Deliver on the simplifications:

 Further improve on the processes already implemented
 Centralised ADR reporting

 Centralised PSUR reporting

e Literature monitoring by EMA for industry

Full delivery on better information:

« EU medicines webportal

Process improvements based on experience to date:

« E.g. RMPs, PSURs etc

We will get there.....working together
OB
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Conclusions
Major change has been delivered:

e Collaboration

e Consultation

e Concentration

Public health has been improved:

e Better evidence

e Faster decisions and labelling
 Greater transparency

e Greater participation and empowerment

Further process improvements are underway!
45
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