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Prioritised implementation™*

Firstly,
public health activities

Secondly,
transparency and communication activities

Thirdly,
simplification and efficiency activities

*agreed by EMA Management Board

London 27-09-2013
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What? - Scope of Changes

» Strengthened coordination

» Authorisation requirements

* Risk Management Plans

* Post-Authorisation Studies

» Measure effectiveness of risk
minimisation

* Adverse Drug Reactions
reporting

*» Signal detection

Dr Peter Arlett, nov 12, 2012

Periodic Safety Update Reports

Pharmacovigilance Risk
Assessment Committee

Decision-making legally binding -
Transparency /communication
Coordination of inspections
Audits

Better funding - Fees

London 27-09-2013
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Actions taken at national level

e Internal e External
— Steering group — Stakeholder meetings
— Working groups — Patient/HCP organisations
meetings

— Review/update SOPs
— Training

e Support
— dedicated website

4 London 27-09-2013
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4 www.cbg-meb.nl
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NEW PHARMACOVIGILANCE LEGISLATION 2012 - THE NETHERLANDS

HOME ABOUT QUESTIONS AND ANSWERS CONTACT

New interface between EU-RMP and EudraVigilance (EU-RMP Annex 1)
on AUGUST 8, 2013 - in LEGISLATION

As of August 2013, the content of the template of the EU-RMP Annex 1 has been
simplified and improved to capture the core elements of the Risk Management Plan (i.e.

Legislation

Meetings
risks, pharmacovigilance and risk minimisation activities, interactions), in addition to g

some basic administrative information. The EU-RMP Annex 1 is the structured

electronic representation of the [...]

EURD list published on EMA website
Read more —+

Public consultation of EURD list open until 4 June
2012

Amendments to the pharmacovigilance legislation: new notification Direct expedited reporting to EudraVigilance

requirements for MAHs
on JUNE 10, 2013 - in LEGISLATION
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c B G Implementing Regulation No 520/2012

CHAPTER 11l provides details on operational aspects

for minimum requirements for the monitoring of data
In the EV:

Art 18 | General Requirements = EV monitoring
Art 19 | Identification of changed risks and = Signals
new risks
Art 20 | Methodology for determining the = Validation
evidentiary value of a signal
Art 21 | Signal Management = Stakeholders
Art 22 | Work-sharing for signal management | = Public list of
substances
Art 23 | Signal detection support = eRMR

Art 24 | Signal detection audit trail = EPITT & locally



c B G Signal Management Process IR art 21
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Signal detection

Referrals
Risk Management Plans

Transparancy

) | practice

10
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INn practice at MEB

National Other
EV Manitoring Spontanecus tliterature, studies,
Reporting system FDA, WHD)
L J
Validation

Tracking &

audittrail ¢

non-validated EPITT
signals
IR Art 24(1)] ¢
PRAC meeting

!

Follow-up PRAC Recommendation

11 London 27-09-2013



c B G Electronic Reaction Monitoring Report (eRMR)

L
Excel based summary data

Contain all Drug Event Combinations for a substance

Counts against different criteria, eg

- literature

- parent-child

- fatal

- source (Patient, Health Care Professional, Study..)
- route of administration

- pediatric, geriatric

- abuse, medication error

PRR based disproportionality
Highlighted Signals of Disproportionate Reporting

12 London 27-09-2013



3 Electronic Reaction Monitoring Report (eRMR)
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Periodicity EudraVigilance monitoring

Frequency proportionate to:
 Iidentified risk

o potential risks

* need for additional information

Baseline periodicity: once monthly

2 week frequency:
e products under additional monitoring
e products with need for additional information

More frequent in specific situations e.g.
Pandemic situation, targeted safety issues

14 London 27-09-2013
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EV Monitoring at Medicines Evaluation Board

I
consistent, timely, traceable

. - —g‘; \;EEEEEEE.EEL—’EEEE#:. RS
- = =
- = = |

e-RMR

Week 2

consult
NL-PRAC
delegates

validation

London 27-09-2013 *°



c B G Signal confirmation
I1X.C.1. Roles and responsibilities

Welcome to EPITT
European Pharmacovigilance Issues Tracking Tool (..
| wekcoma 155085 r S s 1 Drugs | PSURs | Stals ] Links | Guides | RMP
Lt ﬂhrﬂéﬁzwﬁmzf Vit the IEE of current Safety Signals
o g

e lick an this hutton bo oeate & new Safety Signal

[ LoGout
EN
Verzonden: vrijdag 22 maart 2013 10:57

Aan: Straus, mw. dr. 5.M.1.M.

CC: 'AllHumanPharmacovigilance@ema.europa.eu'; DORIS IRENE STENVER - 9247; LINE MICHAN - 9535
Onderwerp: New Signal from DK addressed to NL Ref.17568: Sertraline- ZOLOFT = Growth retardation in children/adolescents.

E-mail: “Signal from ... to ...”

16 London 27-09-2013
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Signals: Data and PRAC Outcomes
Period: September 2012 - August 2013

Number of signals
921

/ Data source

51 EudraVigilance
19 national review
9 literature

4 FDA/PMDA

4 historical (PhVWP)
5 studies

<

N

)

1 54 for CAPs (59%), 29 for NAPs (31%), 9 for both (10%)
2 6 referrals ongoing, 2 concluded: restriction of use (codeine) and suspension of MA (HES)

17

/Outcome

44 labelling changes

8 referral evaluation?
1 update RMP

-

~

12 no regulatory action

27 assessment ongoing

/
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Article 107 Urgent Union Procedure = Timetable for the assessment

_ Assessment starts on the next PRAC meeting® following the submission of all data; Day 1 _

(last day aof the plenary meeting)

PRAC Rapporteur({s) circulate the assessment report{s) on the data cellected; Day 20

Draft recommendations as per ARs are considered at the following PRAC meeting. FRAC
discusses the need for additional data (LgQIs)/clarifications to be reguested, need for Day 25

temporary measures to be taken and/or for public hearing, oral explanation to be held;

Comments in writtem by PRAC members, CHMP concerned Rapporteur(s) {if CAP(s) involved}, Day 35
CMD{h) member with leading role {if applicabla);

PRAC Rapporteur{s} circulate an updated assessment report(s) based on the comments Dray 45

received and reflecting any additional information received (if applicable);

Comments in written by PRAC members, CHMP concerned Rapporteur{s]) {if CAP(s) involved}, Cray 50
CHMD{h) member with leading role {if applicable};

PRAC Recommendation Cay 60

. Final discussion is held and the final recommendation is reached

Process for adoption of CHMP Opinion /CMDh position Wednesday
= CHMP/CMDO(R)} receive the PRAC recommendation following the PRAC
meeting
Ll Discussion at the next CHMP/CMDI{h} meeating: PRAC recommendation to be Manday aof tha
coensidered for immediate adoption or for adoption within 30 days; plenary meetings

19 London 27-09-2013
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Time (hours)

Activity EU referral National actions

Management

Case management

Assessment

PRAC

CMD-h

Policy advise

Public relations
Total

22

124,75
564

113
18,5

0]

48,5
890,75

60

72,5
58,5

9

0]

25,75
416,5
642,25



> Retouradres Postbus 20350 2500 EJ Den Haag

De Voorzitter van de Tweede Kamer
der Staten-Generaal

Postbus 20018

2500 EA DEN HAAG

Datum 12 maart 2013
Betreft VS0 Diane-35

VIogelijk tien doden door Diane-35

Ministerie van Volksgezondheid, &léne van Beek — 02/03/13, 07:00

Welzijn en Sport

Diane 35 micrugrammes,
cumprlme enrnbe

Baroekadres:
Parnassusplein §
2511 VX Den Haay
wirw.rijksoverheid.nl

Kenmerk
GMT-3159751

Alage(t) 21 mei 2013

Correspondentie wishuii
richten aan het retoura

mtemddngande - Ay g mag Diane-35 blijven voorschrijven

rijdag 17 mei 2013, 14:12

18 meldingen van doden na Diane-35

De dood van 18 vrouwen staat mogelijk in verband met het gebruik van de Diane-35-pil. Dat meldde
sijwerkingencentrum Lareb vrijdag.

.areb kreeg tot begin april 621 meldingen binnen van bijwerkingen van gebruiksters van de Diane-35-pil. 388 daarv:

Waarom wordt Diane-35 niet in nediz-aandacht van eerder dit jaar.

verboden?

Joor: Redactie - 04/03/13, 11:38

9 o, VERWANT NIEU

Jpvallend is dat 122 van de meldsters aangeven dat de pil hen voorgeschreven werd als anticonceptiemiddel, terwijl
Jiane-35 mag alleen worden voorgeschreven als middel tegen acne en overbeharing.

ijn naar aanleiding van de media-aandacht. Lareb vindt dit zorgelijk, omdat zorgverleners verplicht zijn om ernstig

meldingen beslaan een periode van 25 jaar. Vaak gaat het over hijwerkingen die in het verleden zijn opgetreden, 1
I e melden

Geen anticonceptiemiddel

De Diane-35 moet volgens het PRAC alleen gebruikt worden
tegen acné en hirsutisme, niet als anticonceptiemiddel. In de
MNHG-standaard Anticonceptie staat al langer dat het middel niet
' de voorkeur heeft in verband met mogelijke bijwerkingen. Ook
adviseert de PRAC om geen ander hormonaal

g — :;uk anticonceptiemiddel naast de Diane-35 te gebruiken omdat het
?ﬁﬁ  de kans op trombose en longembolie vergroot.
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i Thild ™ O O

* New RMP requirements cause a steep
iIncrease in the number of documents

— For products without risk management beyond
routine: an administrative burden with no adde
value?

— How to harmonize RMPs for the same
substance across all MAHSs?

« Summary for the Public in lay language

— Still no example published.

— Template with tables, several pages: Value for
the public?

RMP requirements for new applications involving
generics without risk management beyond routine
May become an administrative burden for no added value 13



B
. G DUAL Rapporteurship

CHMP PRAC
rapporteur rapporteur

Co- Co-
rapporteur rapporteur

CHMP PRAC
Peer J Concerned

CHMP
Concerned

|
{ CHMP PRAC
|
|

24 London 27-09-2013



and circulates the draft RMP AR

e Peer review and MS comments (PRAC +
CHMP)

« PRAC RMP AR updated (AR template
designed for the process; one single
document concept)

25 London 27-09-2013
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PRAC — CHMP interaction timeline
Opinion

D181: MAH sends respons
D121-180 - second stage
1D182-3:F poctart 121
PRAC AR 150
CHMP AR 150
updated PRAC AR 155
PRAC 162-166
173
177-180
<1 week <1 week -
D181-210 - third stage

Restart 181

Member S
commer P WAC AR 182-183
CHMP AR 1859
203

* If there is disagree

9-2013217-210
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Science/Quality — Procedures

Transparancy -communication

Workload

28 London 27-09-2013
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The new EU PV Legislation: Finding the
right balance between procedures and
contents

(+/- edits)

Inputs MAH EMA PRAC & PRAC CHMP & CHMP EC Outputs L. ref./SOP/WIN
Rapporteur Rapporteur
Submits i ™
D181 Provides Draft PRAC RMP
responses assistance and FRAC Rapp drarcs || |CHMP Rapp drafts \ AR % advice
scientific contert | fland circulates Rmpy| 309 crculates Draft CHMP AR
{including &nnex AR and advice CHMP &R and | and Opinion
[I, RMP measures Opinion
in AR) |
Receives CHMP members I
comments on the " provide ‘ ..
RMP AR and LOI comments on the
from CHMP 2 RMP AR and LOI \Oplnlon
PRAC members {optional) t
~ stage
If needed™, f "d T If needed, CHMP ’
organises TG [P ! pneec .'EI'C ' Rapps athend
during PRAC PRAC TC I
PRAC adopts RMP | PRAC final &R
&R and advice and advica
ASE N ves |
the
RMP? I
m/
Jud d' ipti I
. — [nclude description
Provide scientific < of study in Annex
content
11
k4 |
Includes PRAC
documents in the | CHMP AR and
CHMP Cpinion and 4 Opinian
AR ]

Issue CD for new
M or Extension
Application

119
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Transparancy -communication

PERSPECTIVE

Drug Warnings That Can Cause Fits — Communicating Risks
in a Data-Poor Environment

Do St 2012 3510

EDITORIAL Wy bt el

A0 e UG S i el eDl USR] Aris. A AGNTS Firfeed

Focusing on Risk Communication About

Medicines
Why Now?

Priya Bahri' and Mira Harrison-Woolrych®
1 European Medicines Agency, London, UK
2  Intensive Medicines Monitoring Programme, New Zealand Pharmacovigilance Centre, University of
Otago, Dunedin, New Zealand
30 London 27-09-2013
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The ultimate test for pharmacovigilance systems is the
demonstration of public health benefit

with the emerging pharmacovigilance tools and
new legislative provisions, we should be able not
only to refine benefit—risk assessments, but also
to maximize the public health benefit of new
medical treatments.

33 London 27-09-2013
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