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« New legislation - unprecedented level of openness and transparency

e High level of communication between the network, stakeholders and wider
public

e Real time communication - new tools - additional information:

— to promote safe use of medicines

— to support further our work within the network
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Recent steps in communication

e Stronger coordination
e New information on Risk Management Plans (RMPSs)
e New information on Periodic Safety Update Reports (PSURS)

e New information on signals
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Stronger coordination

« An ‘Early Notification System’ operates to inform national competent
authorities, the EC and other network partners

— Early warnings on safety concerns which will require timely and consistent communication
— Coordination with the MAH concerned
e Adequate and timely information to relevant patients, consumers and HCPs
groups

- Ultimate purpose is to ensure that the public gets consistent, clear and timely messages on safety

- Basis for operation — described in GVP Module XV
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New information on Risk Management Plans (RMPs)

= Publication on summaries of RMP

e 1 year pilot phase - started in March 2014

« All new medicines centrally authorised ever since

e Over 80 RMP summaries have been published so far

e CMDh working on a similar project to publish the list of safety concerns per
active substance (for NAPs)

e Content, presentation and value of these documents have been reviewed to
help improvement

4
of §5
i
i
ANV EMA



Summary of risk management plan

EMA/329000/2014

Summary of the risk management plan (RMP) for Plegridy

European publc PiEg I’idy

assessment rearts SR o G o O e O s (peginterferon beta-1a)
Patient safety
e Al <2t oot I productwtormation | assessment oy | AUTHORISED
withdrawn i . This medicre i3
applications . approved for use n
s i 3 summary of the European public assessmant report (EPAR] for Plegndy. It the European Union This is a summary of the risk management plan (RMP) for Plegridy, which details the measures to be
Paadiatncs explaing how the Agency assessed the mediine to recommand its authorisation in Kken i der e th legridy i d fel ibl inf N
ST the EU and its conditions of use. It is not intended to provide practical advice on taken in order to ensure that Plegridy is used as safely as possible. For more information on RMP
designations haw to use Plegridy. ED plegridy RSS feed summaries, see here.

For practical information about using Plegndy, patients should read the package
leaflet or contact their docter or pharmaaist.

b Exp

Madicings under
evaluation

This RMP summary should be read in conjunction with the EPAR summary and the product information
for Plegridy, which can be found on Plegridy’s EPAR page.

Medines for use

outsade the EL What is Plagridy and what s it used for? - B S :
i il Overview of disease epidemiology

Referrals How is Plegridy used?
Shortages catalogue How does Plegridy work? Plegridy is used to treat the relapsing-remitting form of multiple sclerosis (MS). MS is a disease in
Vetermany medicnes What benefits of Plegridy have been shown in studies? which the body's immune system malfunctions and attacks parts of the central nervous system (the

Whok nea th risks satod wilh Plogeidy? brain and spinal cord). This causes inflammation and destroys the protective sheath around the
iastiakion e at are the risks associated with Plegridy? ' e T BEEE -
e . 2 nerves, leading to progressive disability. Onset of MS is usually between the ages of 20 and 40 years,

an uge Why is Plegridy approved? e N ) s
and rarely occurs in children or in adults 60 years and older. Approximately twice as many women than
B What measures are being taken to ensure the sale and elledive wse of

men have MS. About 85% of people with MS initially have the relapsing-remitting form, characterised

by occasional flare-ups of the disease, called relapses, in between periods when the disease is inactive.

About half of patients with MS relapses go on to develop progressive MS within 10 to 20 years after

_— diagnosis. The total number of people with MS worldwide is estimated to be between 2 to 2.5 million,
publistrad Spoatal and approximately 93 of every 100,000 persons in Europe have MS.

En=Enghsh  [=]

Plegridy?

Other information about Plegridy

P EPAR

31/07/2014 Summary of treatment benefits

Plegridy is a medicine that contains the active substance peginterferon beta-1a. It is available as a
solution for injection under the skin. The peginterferon beta-1a in Plegridy is a ‘pegylated’ interferon (a
protein naturally produced by the body), which is removed from the body at a slower rate than other
interferons, allowing the medicine to be given less often.

i (Enghsh only) /072014

summary

Plegridy was investigated in 1,516 patients in one main study, in which it was compared with placebo
characteristics (a dummy treatment). Plegridy showed about a 30% reduction in the number of relapses in patients
with relapsing-remitting MS compared with placebo, which is comparable to the effect of other MS

Thes EPAR wias last updated on J1/07/2014 .
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At the time of the authorisation
Summary of risk management plan

Summary of safety concerns

Important identified risks

Important potential risks

Risk

What is known

Cardiac (heart)
disorders

Worsening of cardiac disease has been reported in patients receiving
interferon beta. If patients develop heart problems, which can cause
symptoms such as chest pain (angina), particularly after any activity; swollen

Missing information

Risk

What is known

Use in paediatric
patients

Plegridy has not been studied in patients under 18 years of age.

Use in older patients

Plegridy has not been studied in patients over 65 years of age.

Effects on pregnancy
and use in
breastfeeding women

Treatment with Plegridy should not be started in pregnant patients. Patients
who could get pregnant should use contraception during treatment with
Plegridy. Patients planning to have a baby, or who become pregnant while
using Plegridy, should tell their doctor to discuss possible treatment
discontinuation.

Patients wishing to breastfeed while using Plegridy should speak with their
doctor first.
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Preventability
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Patients should not use peginterferon
beta-1a if they are allergic to
peginterferon beta-1a, interferon beta-
1la, or any of the other ingredients of
Plegridy. Patients should contact a doctor
immediately if they experience
symptoms of an allergic reaction.
Peginterferon beta-1a should be
discontinued if serious hypersensitivity
reactions occur.

in less than
=nt with

Patients should call a doctor immediately
if they get yellowing of the skin or eyes
(jaundice), itch all over the body, bruise
easily or feel sick or vomit. These may
be signs of a possible liver problem.
Doctors may do blood tests from time to
time to make sure that the patients liver
and blood values are within the normal
range.

ly, patients
white blood
0 people) or
in 100
increased

The doctor may do blood tests from time
to time to make sure that a patient’s
blood count is within the normal range.
Patients should speak with their doctor,
pharmacist or nurse before injecting
peginterferon beta-1a if they experience
infections or bleeding. They may get
worse while using peginterferon beta-1a.
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Results from pilot testing
Suggested interest

-

Media ) ' External request |
: for RMP
Interest

summaries

Press release on first
publication

14088 viewings.

From generic
companies

From consultancy and
regulatory intelligence
companies

Followed by various
media mentions

industry-focused media
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Requests for
access to
documents

27 requests
(Jan-Sep 2013)

84 requests
(Jan-Sep 2014)

144 requests
(Jan-Aug 2015)
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Patients and
Consumers
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23 out of 36

responses
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8 responses
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from patients

professionals
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healthcare
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professionals’
organisations

26 out of 29
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Healthcare professionals’ interest in RMP summaries

Would you be interested in reading the If yes, could you please state why?
RMP summary of medicines you may

prescibe/use?
] It helps when providing safety _ 6/9 (67%) '

advice to patients 12/26 (55%)

No
3/26(12%)

| ' It provides additional - 3/9 (33%) '
I o/e (200%) nformation on the medicine 10/26 (45%)
Yes

22/26 (88%) ‘ .
0% 50% 100%
0% 50% 100%
Healthcare professionals’ organisations ' Individual healthcare professionals
>
e ‘ 1995
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Patients' and consumers' interest in RMP summaries

If you were taking this medicines, If yes, could you please state why?
would you be interested in reading the

RMP summary? '
It shows that the safety of my 3/8 (60%)
' medicine has been carefully
N 2/8 (29%) considered 11/23(58%)
o
4/23 (18%)

2/8 (40% '
. I o § It helps me understand how [N 2/ °%

18/23 (82%) to take my medicine safely 8/23 (42%)
0% 20% 40% 60% 80%  100% ' !
0% 50% 100%
Patients and Consumers’ organisations ' Individual patients
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Feedback for industry

e Overall, industry welcomes transparency
e Divergent views on usefulness (innovative vs generics)

e Welcomes process improvement (simplification)
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Proposed way forward

e |Interest from stakeholders seen

e Refocus target audience
— Not in plain language
— Still clearly written and presented

— For patients, priority is given to PL & EPAR summary; RMP summary to remain a

secondary source of information, for those who want to know more about their

medicines
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Next steps

e Template update - in progress
e GVP module revision
e Imminent public consultation

e Full implementation (including publication of updates in 2016)
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New information on Periodic Safety Update Reports (PSURS)

PSUR - a pharmacovigilance report submitted regularly by the
company at defined time points following a medicine's authorisation

Assessed by PRAC and CHMP/CMDh

Outcome is to be published on the EU medicines web portal

EMA website - interim solution
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New information on Periodic Safety Update Reports (PSURS)

e Outcome of PSUR assessment for centrally approved medicines:

— Published as part of the EPAR

— Brief summary of recommendation is published following CHMP meeting (as
part of the CHMP meeting highlights)

— Also, EMA may publish:

— assessment report

— public safety communication
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Home Find medicine Human regulatory SCIENCE MEDIC L3 HEALTH

News and press 24 July 2015
. uly
release archive EMA/38584/2015
Press office

Committee meeting
highlights

Calendar

Opinions on safety variations/PSURs
Adopted at the CHMP meeting of 20-23 July 2015

Public consultations

Statistics
What's new
Press contacts Name of med INN Scope
Logo and visual Aluvia lapinavir / ritanavir CHMP opinion to update the section 4.4 of the SmPC to indicate that strong CYP3A4 inhibitors such as
identity protease inhibitors may increase bedaquiline exposure and thus related adversa events., Therefore,
combination of bedaquiline with these medicines should be avoided.
Leaflets
RSS feeds Filgrastim Hexal and filgrastim CHMP opinien to revise the wording related to the warmning for latex-sensitive individuals in section 4.4 of
Zarzie the SmPC to indicate that the removable needle cap of the pre-filled syringe contains a derivative of
Newsletters natural rubber latex. Althouah no natural rubber latex has to date been detected in the removable needle
codial media cap, the use of filarastim selution for iniection in pre-filled syrinae in latex-sensitive individuals has not
been studied and thus there is a potential risk for hypersensitivity reactions that cannot be completely
Disease areas ruled out.
Publications
30 Chsrchil N E
Telephone +44 (0)20 3660 Facsimile +44 H
Zond 5 question via our wehalbe Wwa.ema.eur An agency of the Eurepaan Linien
1995 D Europe: ction 15 authorised provided the source owledged
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AN agency of INe curopean umon

Text size: [a/|a A Site-wide search

Search document library Q

Follow us: [ EY You(ID

Home Find medicine Human regulatory Veterinary regulatory Committees Partners & networks About us

News and press

release archive

Committee meeting
highlights

Calendar

Public consultations
Statistics

What's new

Press contacts

Logo and visual
identity

Leaflets

RSS feeds
MNewsletters
Sacial media
Disease areas

Publications

p Home p News and Events p News and press release archive

Recommendation to restrict the use of Protelos /
Osseor (strontium ranelate)

Press release

26/04/2013

Recommendation to restrict the use of Protelos / Osseor
(strontium ranelate)

confirms recommendation from the

cH

The European Medicines Agency's (EMA's) Committee for Medicinal Products for Human

treat severe osteoporosis in postmenopausal women at high risk of fracture and severe
osteoporosis in men at increased risk of fracture. Additional measures, including
restrictions in patients with heart or circulatory problems, were also recommended to
minimise the heart risks of these medicines.

The CHMP recommendation is based on the advice of the Pharmacovigilance Risk
Assessment Committee (PRAC), which evaluated Protelos / Osseor as part of a routine
benefit-risk t. During the 1t, data from clinical studies in post-
menopausal women were evaluated, showing a higher risk of heart attack with

Protelos / Osseor than with placebo, with no observed increase in mortality risk. Given
the other serious risks (blood clots and rare serious skin reactions) previously identified
with the medicine, the PRAC concluded that certain restrictions in the use of the
medicine should be in place for the benefit-risk balance to remain favourable and that a
further in-depth evaluation of the benefits and risks of the medicine was needed.

European Cemmission for a legally binding decision. A further wide-ranging evaluation
of the benefits and risks of Protelos / Osseor will now be conducted by PRAC and CHMP.
In the meantime, the current recommendations are intended to minimise the risk of
serious heart problems.

[ Email (=) Print (@ Help Share

Related information
Osseor: EPAR
Protelos: EPAR

Protelos: Withdrawn application

Osseor: Withdrawn application

Meeting highlights from the
Committee for Medicinal Products
for Human Use (CHMP) 22-25 April
2013 (26/04/2013)

European Medicines Agency
confirms positive benefit-risk
balance of Protelos / Osseor, but
recommends new
contraindications and revised
warnings (16/03/2012)

Contact point:

Monika Benstetter or

Martin Harvey Allchurch

Tel. +44 (0)20 7418 8427.“ )
E-mail: press@ema.europa.eu
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New information on Periodic Safety Update Reports (PSURS)

e QOutcome of PSURs single assessment for active substances contained in
nationally authorised medicines:

— New EMA page created

— Maintenance/variation

— List of authorised medicines (in the different MSs)
— Scientific conclusions (in all EU languages)

— Product Information update (in all EU languages)

— Timetable for implementation (in all EU languages)
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EMA
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European public
assessment reports

Patient safety

Pending EC decisions
Withdrawn applications
Paediatrics

Rare disease
designations

Medicines under
evaluation

Medicines for use
outside the EU

Referrals

Periodic safety update
report single
assessments
Shortages catalogue

Veterinary medicines

Herbal medicines for
human use

AEDICINES AGENCY

Qutcomes of periodic safety update report single

assessments

The European Medicines Agency (EMA) pul
(PSURs) for active substances or combinal
Union (EU).

A PSUR s a ph
medicine's authorisation.

ilance report submitte

A single assessment of related PSURs is ca
active substances, as included in the list of EU

CMDh together with the lead Member State ass
and risks has changed and whether any update
Periodic safety update reports: questions and a

The outcomes of PSUR assessments for active
each medicine's European public assessment re
‘mixed' procedures where centrally authorised |
the European Commission.

Active substances contained in nati

The table below lists the outcomes of PSUR sini
medicines, by alphabetical order of active sub

When a PSUR single assessment procedure lea
products containing the active substance(s) cor
single assessment outcome, even if their produ
medicine authorised on the basis of well establi
regulation (EC) No 726/2004.

Active CMDh ¥
substance position
date d
adapalene, benzoyl N/A 7
peroxide
amiodarone 22 July =]
2015

4 Email () Print @ Help [ Share

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

22 July 2015
EMA/586086/2015
Procedure Management and Committees Support

CMDh Scientific conclusions and grounds for variation,
amendments to the Product Information and timetable for
the implementation (all EU languages included)

Active substance: amiodarone

Procedure no.: PSUSA/00000166/201412




EUROPEAN MEDICINES AGENCY

New information on signals
b

Home Find medicine BulTIELRG[EIGIYA Veterinary regulatory Committees News & events Partners & networks About us

} Home ¥ Human requlatory b Phamacoviglance P Signal management b PRAC recommendations
Pre-authorisation

n— PRAC recommendations on safety signals [ emal i § o [ s
Post-authorisation Each month, the European Medicines Agency publishes an overview listing all safety signals discussed during the latest

Pharmacovigilance Risk Assessment Committee (PRAC) meeting and the recommendations given for each of them, The
Product information overview includes PRAC recommendations for centrally and nationally authorised medicines.
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Translations of PRAC recommendations for Pl update
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reduction of admin burden and costs to facilitate consistent implementation

2015

2
EMA

1

Referral procedures
Article 58 applications

Compassionate use

Pharmacovigilance

Background

Pharmacovigilance
legislation

Medical literature
monitoring

Pharmacovigilance fees

Good
pharmacovigilance
practices

Medication errors

Risk-management
plans

¥ Signal management

» PRAC
recommendations

Medicines under
additional monitoring

Post-authorisation
safety studies

Periodic safety update
reports

Starting from the January 2015 P

? - meeting, the Agency now publishes recommendations for updates of prr
information translated into all official European Union (EU) languages.

The Agency publishes these translations in all official EU languages, as well as Norwegian and Icelandic, in the table below after
review of their quality by the national regulatory authorities in EU Member States,

The Agency expects this initiative to accelerate the implementation of changes to |

across EU countries, thus leading t

keting-authorisation holders can use these translations to update their

hattar informatioan for

ion and to ensure consistency
atients on their medicines.

For more information on how safety

b Signal management
3 ﬁ Guideline on good pharmacov|
3 ﬁ Questions and answers on sig

Table of contents

» PRAC recommendations on safety
b List of safety signals discussed si

PRAC recommendations o

T

ﬁ PRAC recommendations on
signals adopted at the PRAC
meeting of 6-9 July 2015

ﬁ New product information
wording: extracts from PRAC
recommendations on signals
adopted at the 6-9 July 2015
PRAC

BG = balgarski
ES = espariol
CS = gedtina
DA = dansk
DE = Deutsch
ET = eesti keel
EL = ellinika
Eng

FR = francais
IT = italiano

LV = latviesu valeda
LT = lietuviy kalba

HU = magyar
MT = Malti

NL = Nederlands
PL = polski

PT = portugués

RO = romana
SK = slovencina
SL = slovensdina

FI = suomi

SV = svenska
HR = Hrvatski
IS = Islenska

NO = Norsk

EN = English : m

the EU, see:

le I¥ - Signal management

iews

onthly overviews
Back to top +

e i e e v

adopted 07/08/2015

07/08/2015
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Overview of all signals discussed at PRAC

30 Chuerchill Place » Canany Wihkarf = london E14 SELU = Unit=d Ki

EUROPEAN MEDICINES AGENCY Telephene 44 (01203650 800G e +44 (0120 550 5230

SCIENCE MEDICIMES HEALTH
An ag=ncy of the Eurapsan .1\21“
27 February 2015
EMA/PRAC/S530804,/2013
Fharmacovigilance Risk Assessment Committes

List of sighals discussed at PRAC since September 2012

Update of product
INN signal PRAC meeting information
recommended by
- = - PRAC =
. - . .
Abatacept Angioedema rﬂnuin(agelsanuarz 2014 PRAC meeting No
. - 03-05 September 2012 PRAC meeting
Adalimumab Dermatomyositis minutes Mo
. - 26-29 November 2012 PRAC meeting .
Adalimumab Dermatomyositis minutes Yes
. " 13-16 May 2013 PRAC meeting 1
Adalimumab Dermatomyositis minutes Yes
- . .
. . . = - E r g
of ' B Adalimumab Glioblastoma and other brain neoplasms R No
‘. 29 minutes
AV EMA
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Conclusions

e EMA committed to full transparency (not only for pharmacovigilance)

e Aiming at achieving the best balance between transparency and good
communication

e Looking both at patients’ as well as at regulatory needs

e Listen to stakeholders’ needs and adapt accordingly, while serving the EU
network in supporting its work

» Need to continuously evaluate impact and utility
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Thank you for your attention

Further information

Juan.Garcia@ema.europa.eu

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

.

ra Follow us on %" @EMA News
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