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Obecné principy sighal managementu
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Signal management

GVP Module IX Signal management (Rev 1)
9/10/2017

Signal management na strankach EMA:

www.ema.europd.eu/ema/index.jsp?curl=paqges/requlation/qgeneral/qeneral
content 000587.jsp&mid=WC0b01ac0580727d1b
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Signal management

bv a ﬁmdlmn and requires further investigation. Th Europ n Medicines Agency
(EMA), together with the regulatory authorities in the Member States and
marketing authorisation holders are responsible for detecting and managing safety

signals.

Safety signals can be detected from a wide range of sources, such as spontaneous reports,
clinical studies and scientific literature. The EudraVigilance database is an important source of
information on suspected adverse reactions and signals.

The presence of a safety signal does not directly mean that a medicine has caused the
reported adverse event. An illness or another medicine taken by the patient could also be the
cause,

The assessment of safety signals establishes whether or not there is a causal relationship
between the medicine and the reported adverse event.

The evaluation of safety signals is part of routine pharmacovigilance and is essential to
ensuring that regulatory authorities have the most up-to-date information on a medicine’s
benefits and risks.

Monitoring EudraVigilance: legal basis and guidance (revised
09/01/2018)

Commission Implementing Regulation (EU) Mo 520/2012 (article 18) requires EMA,
national competent authorities and marketing authorisation holders (MAHs) to
continuously monitor the data available in EudraVigilance.

It also requires MAHs to inform EMA and national competent authorities of validated
signals detected when monitoring the database.

On 22 November 2017, EMA launched the new EudraVigilance system and enabled MAH
access to the system.

Guidance on regulatory requirements and on the monitoring and reporting
processes for signals is available in good pharmacovigilance practices (GVP) Module IX
on signal management.

In line with GVP I¥ requirements, standalone notifications of signals detected in
Eudrawglla.l_]_c_e should be sent to the Agency (MAH E"u' 5|gna|5@erna europa eu) and t{:
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Dalsi uzitecné zdroje informaci:

SCOPE work package 5 — Signal management Best Practice guide
v' www.scopejointaction.eu

EMA Questions and Answers on Signal Management

v’ http://www.ema.europa.eu/docs/en GB/document library/Other/2013/0
9/WC500150743.pdf

Screening for Adverse Reactions in EudraVigilance

v www.ema.europa.eu/docs/en GB/document library/Other/2016/12/WC5
00218606.pdf

* Report of CIOMS Working group VIII on Practical aspects of signal
detection in Pharmacovigilance
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http://www.scopejointaction.eu/
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2013/09/WC500150743.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2016/12/WC500218606.pdf
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dation for an update & PIoK mformatlon (Pl), including the distribution of a Direct \
Healthcare Professional Communication (DHPC) on four occasions to highlight important new
SCOPE Work Package S safety information to healthcare professionals. Twenty-seven signals (26%) were closed and sub-
Signal Management ject to routine safety monitoring. Four signals resulted in a recommendation to update the RMP;
another signal was further assessed through a Post Authorisation Safety Study (PASS), and one
signal was evaluated in a referral procedure. The evaluation of 35 signals (35%) was ongoing,
including 20 via a follow-up signal procedure and 15 in the next PSUR.

-
[

Best practice guide

Figure 1. Outcomes of PRAC signal assessments in 2015

EMA 2015 Annual Report on EudraVigiance (12)
© 2015 STATNi USTAV PRO KONTROLU LECIV



Introduction to signal
management e-learning

The Strengthening Collaboration
for Opaerating Pharmacovigilance
In Europe (SCOPE)

Y

Sanc 1w Yerwand arvew 1o e

D

E-learning
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This course contains
eight topics. Each
topic has Its own
leaming objectives,
and at the end of sach
topic you wil be askad
some quick quastions
to test your
knowledge.

@0

SCOPE

Introduction
Detection
Access to relevant informatloﬁ
Prioritisation 7
Validation

Confirmation

Assessment

Reports of s;cial interest

13.6.2018
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Signal management process

——> validace mmmd  konfirmace [

LMS (NAPs), EMA (CAPs), LMS/ PRAC Rapp
MAHSs

PRAC

, . hodnoceni +
analyza + stanoveni priorit s .
doporuceni
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Aktualni prehled lead member states

List of substances and products subject to work-sharing for
signal management

(3/2018, CZ je lead member state pro 66 latek)

http://www.ema.europa.eu/docs/en GB/document library/Requlatory and procedural quidelin
e/2017/04/WC500226389.xIsx

Member State signal management work-sharing

A lead Member State may be appointed to monitor data in EudraVigilance, validate and
confirm signals on behalf of the other Member States. This applies to active substances
contained in medicinal products authorised nationally in more than one Member State,

» @] List of substances and products subject to worksharing for signal management (last
updated 08/03/2018)

For substances with no lead Member State, all Member States have joint responsibility for
manitoring those medicines they have authorised.

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Names of active substances or medicinal products

acetic acd glacial / caloum chlonde dihydrate [ glucose monohydrate / magnesium chloride

hexahydrate / potassium chloride / sodium chloride / sodium dihydrogen phosphate

Czech Republic

alprostadil

Czech Republic

amlodipine / candesartan

Czech Republic

bendroflumethiazide

Czech Republic

bendroflumethiazide / potassium chloride

Czech Republic

benzododecinium bromide

Czech Republic

bismuth subgallate / charcoal activated / citric acid

Czech Republic

boric acid / carbethopendecinium bromide / sodium tetraborate

Czech Republic

bromelain

Czech Republic

brompheniramine

Czech Republic

caffeine / paracetamol

Czech Republic

carbaethopendecinium

Czech Republic

carbaethopendecinium bromide / trimecaine hydrochloride

Czech Republic

carboprost

Czech Republic

cefixime

Czech Republic

cetylpyridinium

Czech Republic

charcoal activated / sodium thiosulfate

Czech Republic

chlorambucil

Czech Republic

chloramphenicol

Czech Republic

chloroxine

Czech Republic

chlorphenoxamine hydrochloride

Czech Republic

chorionic gonadotrophin

Czech Republic

citrulline malate

Czech Republic

PPN Y

Cianal warkeharina [

© 2015 STATN[ USTAV PRO KONTROLU LECIV
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Monitoring
literatury

Vlastni databaze
NU

|

Pristup do
EudraVigilanq_g___---
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QPPV obdrzi v tydnu pred jednanim PRACu seznam konfirmovanych a
nekonfirmovanych signalu

Konfirmované signaly se objevi na agendeé PRACu

Drzitelé spolupracuji s EMA/NCAs a dolozi pozadovana data

Zucastnéni drzitelé maji moznost pripominkovat hodnotici zpravu a
navrzené zavery

VSichni drzitelé predmétné Iécivé latky implementuji zavéry PRACu

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018



¢ SL’J J(L  Ffiklad- PRACagenda 4/2018

4.
410
4.1.1.
1.2,
1.3,
14,
1.5,
1.6,

O T Y

1.7,

4.1.8.
4.2,

4.2.1.
4.2.2.
4.2.3.

Signals assessment and

MNew signals detected from EU spontaneous reporting systemsc s i4
Alemtuzumab — LEMTRADA (AP auiirisierussoismssrarss s sssssns s s s s anss s nsanssass s sns 14
Balimumab — BENLYSTA {CAR) . ouiaetcerinirresassmss mesis s sas s smss s s s s s amss s s s samssanns 15
Daratumumab — DARZALEX [CAP) iverismmmississssasism s anssiss s s annsnnsiass saanassanins 15
Dimethyl fumarate — TECFIDERA (CAP) tiviriurisrsnmsisnsnnriarisiassarssissnssans s sismssnanssnrons 15

Parathyroid hormone — NATPAR {(CAP)..

Pegfilgrastim — NEULASTA {CAP ...

Sitagliptin — JANUVIA {CAP), RISTABEN (CAP), TESAVEL (CAP), XELEVIA (CAP); sitagliptin,
metformin hydrochloride — JANUMET (CAP), EFFICIB (CAP), RISTFOR (CAP), VELMETIA (CAP)
Angiotensin-converting-enzyme [ACE)-inhibitors: benazepril (NAR); captopril (NAP); cilazapril
(NAP); delapril (NAP); enalapril (NAP): fosinopril (NAP); imidapril (NAP): lisinopril (NAP);
moexipril (NAF); perindopril (NAP); quinapril (NAP); ramipril (NAR); spirapril (NAP):

trandalapril (NAP); zofenapril (NAP); zofenopril, hydrochlarathiazide (NAP) .o, 16
Tocilizumab — ROACTEMRA [CAP) tuuiiirismsnmssosissssnnrssmnsiassnsssssasssss s oassssnsans soanssarss s s 16
New signals detected from other SoOUPCES v 16
Dienogest, ethinylestradiol (NAP) .. iermmismissss s s s ssss s s s s svsss s easens 16
Emicizumab — HEMLIBRA [ICAP] cuuraes e sirnssmsasenssssms s n s iarss i ssasssssmn s sm s s s s me snamansnsons 17

Dulaxetine — ARICLAIM (CAP), CYMBALTA (CAP), DULOXETINE LILLY (CAP), DULOXETINE
MYLAN (CAP), DULOXETINE ZENTIVA (CAP), XERISTAR (CAP), YENTREVE (CAP); NAP..... 17

Pharmactvigilanos Rigk Assessment Committes (PRAC)
r

EMAfI233

4.2.4,

4.3.
4.3.1.

4.3.2.
4.3.3.
4.3.4.
4.3.5.

4.3.6.
4.3.7.
4.3.8.

Olanzapine — ZALASTA (CAP), ZYPADHERA (CAP), ZYPREXA (CAP), ZYPREXA VELOTAB (CAP);
INAP ettt A ma L e £ et e £ R <A e a2 Rt e n et emn e e e netamnene 17

Sianals follow-up and prioritisation...

Adalimumab - AMGEVITA (CAP), CYLTEZO (CAP), HUMIRA (CAP), IMRALDI (CAF), SOLYMEIC
(CAP); infliximab — FLIXABI (CAP), INFLECTRA (CAP), REMICADE (CAP), REMSIMA (CAP) 18

ArmitripEyline (MAP] vu e s s s s e i8
B = i8
Dasatinib - SPRYCEL (CAP)..
Human normal immunoglebulin - FLEBOGAMMA DIF (CAP), HIZENTRA (CAP), HYQVIA (CAP),

KIOVIG (CAP), PRIVIGEN [CAP): NAP evirssseresiarsaransasssssnssssnsssnssasassnssssassssnssasssvassssassns 19
LEpatinih — TYVERB {CAP)u1iurrevrsinsesarsserarsssssinssssastores aniessssssssessssansssassssnssanssassssnsins 19
Phenprocoumion {MAP] s s s s s s s s s R i3
Vortioxeting — BRINTELLDX [CAP ]t auiirisirnussassnssrarssr s assnssnssssnssss s ianssssnsanssssnsssarssnsns 19
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Zavery jednani PRAC

SUKL

www.sukl.cz/leciva/doporuceni-prac-k-farmakovigilancnim-
signalum-2018

EMA

www.ema.europa.eu/ema/index.jsp ?curl=pages/requlation/doc
ument listing/document listing 000375.jsp

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Doporuceni PRAC k farmakovigilanénim signaliim - 2018

Statni dstav pro kontrolu [ECv informuje drZitele rozhodnuti o registraci o zverejnéni nového doporuéeni PRAC ke
zhodnocenym farmakovigilanénim signaldm, z jeho# zavérd vyplyvaji pozadavky na aktualizaci souhrnu Gdajd o
pripravku a pribalové informace.

Zverejneni

7.5.2018

3.4.2018

5.3.2018

5.3.2018

Termin

2 mésice

2 mésice

3 mésice

2 mésice

Leciva |atka

Amitriptylin

MNorepinefrin

Ritonavir,
lopinavir-
ritonavir,
ombitasvir-
paritaprevir-
ritenavir,
levothyroxin

Hydroxykarbamid

© 2015 STATN[ USTAV PRO KONTROLU LECIV

Dotteng |&tive PRAC
pripraviy recommendation
PRAC
AMITRIPTYLINUM recommendations
LP.xlsx, soubor typu 9.-12.4.2018.pdf,
xlsx, (9,84 kB soubor typu pdf,
(102,05 kB)
PRAC
NOREPINEPHRINUM recommendations
LP.xlsx, soubor typu 5.-8.3.2018.pdf
xlsx, (8,89 kB soubor typu pdf,

Cesky preklad

PRAC doporuéeni
AMITRIPTYLIN.pdf,
soubor typu pdf, (8¢
kB)

PRAC doporuceni
MNOREPINEFRIN.pdf,

soubor typu pdf, (1]
kB)

(81,33 kB)
PRAC doporuéeni
RITONAVIRUM LP.xlsx RITOMNAVIR, LOPIMNA
soubor tvpu xlsx, (9,91 | PRAC RITONAVIR,
kB) recommendations OMBITASVIR-
5.-8.2.2018.pdf EARITAPREVIR-
LEVOTHYROXINUM soubor typu pdf, RITONAVIR,
LP.xlsx, soubor typu (83,32 kB LEVOTHYROXIN. pdf
wlsx, (11,51 kB) soubor typu pdf, (1€
kB
PRAC

HYDROXYCARBAMIDUM

recommendations

LP.xlsx, soubor typu

5.-8.2.2018.pdf

xlsx, (8,72 kB

soubor typu pdf
(83,32 kB)

PRAC doporugeni
HYDROXYKARBAMILC

soubor typu pdf, (8¢
kB)

13.6.2018



e, SUKL

PRAC recommendations on safety signals: monthly overviews

Back to top

Doty Lamone s | pstes | s e i o

@ PRAC recommendations on
signals adopted at the 9-12
April 2018 PRAC meeting

@ New product information
wording: extracts from PRAC
recommendations on signals
adopted at the 9-12 April 2018
PRAC

@ PRAC recommendations on
signals adopted at the 5-8
March 2018 PRAC meeting

@ New product information
wording: extracts from PRAC
recommendations on signals
adopted at the 5-8 March 2018
PRAC

@ PRAC recommendations on
signals adopted at the 5-8
February 2018 PRAC meeting

E New product information
wording: extracts from PRAC
recommendations on signals
adopted at the 5-8 February
2018 PRAC

@ PRAC recommendations on
signals adopted at the PRAC
meeting of 8-11 January 2018
meeting

@ New product information
wording: extracts from PRAC
recommendations on signals
adopted at the 8-11 January
2018 PRAC

(Enalish only)

EM = English

g o

{English anly)

EN = English

g co|

(Enalish only)

EM = English

(Enaglish anly)

EN = English

g o
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adopted

adopted

adopted

adopted

07/05/2018

07/05/2018

03/04/2018

03/04/2018

05/03/2018

05/03/2018

05/02/2018

05/02/2018

15/02/2018
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Monitoring EudraVigilance
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Pilotni projekt

v'0d 22/2/2018 po dobu 1 roku
v’ 3 mésice ,grace period”

» nyni povinné pribézné sledovani EudraVigilance (EV)
pro drzitele vybranych lécCivych latek (aktualizace
4/2018):

List of active substances involved in the pilot on signal
detection in EudraVigilance by marketing authorisation
holders

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018


http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentId=WC500237839
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EUROPEAN MEDICINES AGENCY
SCIENC

MEDICINES HEALTH

5 April 2018
EMASTO1527/2017 Corr 5
Inspections, Human Medicines Pharmacevigilance & Committess

List of active substances and combinations involved in the pilot on signal
detection in EudraVigilance by marketing authorisation holders

Intreduction:

Commission Implementing Regulation (EU) Mo 520/2012 requires marketing authorisation holders (MAHS) to
continucusly monitor EudraVigilance data and inform EMA and naticnal competent authorities of validated signals
detected in the database. The process and requirements for signals detected by MAHs in EudraVigilance are
outlined in the Good Pharmacovigilance Practices (GVP) Module IX on signal management.

For a pilot peried starting on 22 February 2018, MAHs will be required to perform signal detection in EudraVigilance
and follow the above requirements, only for active substances and combinations included in the present list.

For information, the list is based on all active substances and combinations that were included in the list of
medicinal products subject to additional monitering as of 25 October 2017 (Rev. 43). However, all medicinal
products containing active substances or combinations included in the present list will be involved in the pilot,
regardless of whether or not the medicinal products themselves are subject to additional monitoring. & slash (/')
iz used to separate the different active substances contained in a2 combination. Combinations not mentioned in
the list are excluded from the pilot, even if the individual components of the combination are listed. Likewise, if a
combination is listed but the individual substances are not listed separately, then those individual substances are
excluded from the pilot.

Corrections on 05 April 2018:

Daclizumahb, simeprevir and telavancin have been removed from the list as the corresponding medicinal products

Related Information:
Commission Implementing Regulation (EUY Mo 520/2012

Guideline on good pharmacovigilance practices (GVP] - Module I¥ - Signal management

Information on signal management

Active substances and combinations of active substances -

A/HSN1 pre-pandemic influenza vaccine (whole virion, vero cell derived, inactivated)

Aclidinium bromide

Aclidinium bromide / formoterol fumarate dihydrate

Adalimumab

Afamelanctide

Afatinib

Alanine [/ arginine / aspartic acid / calcium chloride [ cysteine / glucose monohydrate / glutamic acid / glycine /
histidine / iscleucine / leucine / lysine monchydrate / magnesium acetate / methicnine / clive il / ornithine
hydrochloride / henylalanine / potassium acetate / proline / serine / sodium chloride / sodium glycerophosphate /
soybean oil / taurine / threcnine / tryptophan / tyrosine / valine

Albiglutide

© 2015 STATN[ USTAV PRO KONTROLU LECIV
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Stanoveni frekvence monitoringu EV

* Frekvence s ohledem na bezpecnostni data, ktera jsou pro danou latku k
dispozici s prihlédnutim k:

e Stari latky

* Expozici

* Bezpecnostnim rizikim v RMP (zejména important potential risks a
missing information)

* Frekvenci predkladani PSURU

e Poctum prijatych hlaseni

e Specifickému zajmu (napf. verejnost)

* Konkrétni frekvence se stanovi a popise v internich postupech drzitele,
data z EV by vSak méla byt monitorovdna minimalné jednou za 6 mésicq,
pro latky spadajici pod additional monitoring ma byt monitoring castéjsi

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Uzitecné zdroje informaci:

http://www.ema.europa.eu/ema/index.jsp ?curl=paqges/requlation/q and a/q and a

detail 000162.jsp&mid=WC0b01ac0580alalfb

» Home P Human regulatory P Research and development P Pharmacovigilance # EudraVigilance P EudraVigilance training

EudraVigilance training and support [ Email () Print @ Help (B Share

submit high quality data which adhere to standards that allow for adequate monitoring of the safety of medicines and
the protection of public health in the European Union (EU).

EMA launched a new and improved version of Eudravigilance on 22 November 2017 with enhanced functionalities for reporting and
analysing suspected adverse reactions.

and marke
to-face trainings, webinars and information days.

EMA strongly recommends that both new and existing users complete all Eudravigilance and pharmacovigilance trainings

updates.

In order to help users prepare for the changes resulting from the enhanced

» '@ EudraVigilance training plan and curriculum ﬁ
On this page: E-Iearning
» Face-to-face training

¥ Support webinars

b Information days

¥ User guidance

b E-Learning

» Eudravigilance online competency assessment for non-commercial sponsors

© 2015 STATN[ USTAV PRO KONTROLU LECIV
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www.ema.europa.eu/ema/pages/includes/document/open document.jsp?webC
ontentld=WC500219435

EUROPEAN MEE;ICINES AGENCY

SCIENCE MEDICINES HEALTH

EV-M5b - EVDAS training for
Marketing Authorisation Holders

Overview of the EVDAS functionalities and level 1 access to
EudraVigilance by Marketing Authorisation Holders to
comply with their pharmacovigilance obligations with
regards to signal detection and management

Rodrigo Postigo, Signal and Incident Management, Pharmacovigilance and Epidemiology department An 2gEncy of the Eurgpesn Unkn “

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Screening for adverse reactions in EudraVigilance

N

The tools used for signal
detection in EudraVigilance
are outputs from EVDAS

Ny

=4
& % 7~ N &N

The eRMR The line listing The ICSR Form
122 EV-M5b - EVDAS traming for Marketing Authorisation Holders

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Validace a dalsi hodnoceni potencialniho
signalu

=, Ovéreni jiz znamych dat — SmPC daného pripravku i
jinych pripravku s danou LL, informace v RMP, PSUR,
probihajicich regulacnich procedurach

%, Sila duikazt — mozny biologicky ¢i farmakologicky
mechanizmus, pocet pripadl naznacujicich kauzalni
souvislost (Casova souvislost, +de-/rechallenge, chybi jiné
vysvéetleni obtizi), pocet pripadu vs. expozice, kvalita
dostupnych dat, vztah davka-reakce, pripadné
disproporcionalita, pocCet reakci v souvislosti s pribuznymi
terminy

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Validace a dalsi hodnoceni potencialniho
signalu

%, Klinicka relevance a kontext — zdvaznost reakce,
nasledky a reverzibilita, zvazeni moznych interakci, u
jiz znamych reakci zvazeni zavaznosti, trvani reakce,
cetnosti vyskytu, managementu, reakce u
zranitelnych populaci, reakce v souvislosti s
predavkovanim, zneuzivanim, nespravnym uzivanim
Ci off-label pouzitim

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Validace a dalsi hodnoceni potencialniho
signalu

=, Dalsi zdroje dat - klinické studie, literatura,
epidemiologie NU ¢&i zakladniho onemocnéni,
preklinicka a experimentalni data, databaze a
informace jinych regulacnich autorit

Figure IX.1 - Possible decisions during the signal evaluation process

Propase actions

sich as chamges to
Further assessment fow of changed the product
Signal validation Signal validated? >—Yes  comsidering all Figk? Yesk infarmation and/ar
anvailable data other risk
minimisation

Na o
¥ v

Hon-validated signal Refuted signal
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(_\ , IX. Appendix 1. Figures on the EU signal management
) SUKL process

Figure IX.2. Motifications and procedural options for emerging safety issues and for signals detected
by marketing authorisation helders based on the continuous menitoring of EudraVigilance data

Mlarketing
authorisation Yes
haolder's signal
management
process =
Further assessment
‘Contirue analysis and taking ko
account otber
available data
{campletion = Day o)

Ireclude in

Signal refuted? Vs —j PELIR

Submit standalone
sigral natification
within 30 days

SIGNAL

v ‘ NOTIFICATION
VARIATION s o e e Sl
{smportant risks) or Lz d
& maonths [non-
imiportant risks)

k.
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Emerging safety issues (ESI)

p-pv-emerging-safety-issue@ema.europa.eu

e Vyzaduje urgentni pozornost

* Riziko ovlivnéni poméru prinost a rizik pripravku a/nebo riziko pro verejné
zdravi

* Potenciadlni potreba promptni komunikace Ci regulacni akce

* Na zakladé dat ze studii, publikaci, spontannich hlaseni ¢i regulacnich akci
mimo EU (omezeni pouzivani Ci pozastaveni registrace)

* Informovat EMA do 3 pracovnich dnti

* Pfistazeni pripravku z trhu paralelné informovat
withdrawnproducts@ema.europa.eu

* Pri problémech s kvalitou pripravku nebo podezreni na padélky informovat
gdefect@ema.europa.eu

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Jak postupovat u validnich signalu z EV?

Momentalné pouze latky z pilotniho projektu, pokud
vyzaduji dalsi analyzu na EU drovni

Standalone signal notification form

Vyplnény formular — EMA: MAH-EV-
signhals@ema.europa.eu a NCAs, kde je pripravek
registrovan

Kontaktni udaje NCAs: National contact points for
standalone signal notifications

Predmeét e-mailu: EV signal from <MAH> on <active
substance> and <adverse reaction>

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Monitoring EudraVigilance: legal basis and guidance (revised
09/01/2018)

Commission Implementing Regulation (EU) No 520/2012 (article 18) requires EMA,
national competent authorities and marketing authorisation holders (MAHs) to
continuously monitor the data available in EudraVigilance.

It also requires MAHs to inform EMA and national competent authorities of validated
signals detected when monitoring the database.

On 22 November 2017, EMA launched the new EudraVigilance system and enabled MAH
access to the system.

Guidance on regulatory requirements and on the monitoring and reporting
processes for signals Is available in good pharmacovigilance practices (GVP) Module IX
on signal management.

In line with GVP X requirements, standalone notifications of signals detected in
EudraVigilance should be sent to the Agency (MAH-EV-signals@ema.europa.eu) and to
the competent authorities in Member States where the medicinal product is authorised
using the standalone signal notification form (see also transitional arrangements for
MAHS).

» & national contact points for standalone signal notifications
» ¥ standalone signal notification form

Guidance on the notificy
contact page.

be found on the EMA’s

EMA has also published scientific guidance on routine signal detection methods In
EudraVigilance for use by the Agency, national competent authorities and MAHs. The
guidance discusses the methods recommended and implemented in EvdraVigilance for
screening for adverse reactions. It updates and supersedes the previous guideline on
the use of statistical signal detection in Eudravigilance.

© 2015 STATNi USTAV PRO KONTROLU LECIV
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3¢ Churchill Placs » Canery Wiharf ¢ London B14 32U » Uritsd Kingdom
T

EUROPEAN MEDICINES AGENCY el o o e il ]
SCIENCE MEDICINES HEALTH i

14 December 2017
EMA/777916/2017

Inspections, Human Medicines Pharmacovigilance and Committees Division

Contact points for standalone signal notifications
at national competent authority level

Member States

Austria
Belgium
Bulgaria
Croatia
Cyprus

Czech Republic
Denmiain
Estonia
Finland

France
Germany / BfArM
Germany / PEI
Greece
Hungary
Iceland
Ireland

Italy

Latvia
Lithuania
Luxembourg
Malta
Netherlands
Norvay

Poland
Portugal
Romania
Slovakia
Slovenia
Spain

Sweden
United Kingdom

© 2015 STATN[ USTAV PRO KONTROLU LECIV

Contact points
pharm-vigilanz@ages.at
viq@faqq.be
pharmacovig@bda.bg
signal@haimed.hr

PRAC member and slternate
farmakovigilance@sukl.cz
Tos@aKkma.dk
pharmacovig@ravimiamet.ece
TURVA@fimea.fi
pharmacovigilance@ansm.sante.fr
signal@bfarm.de
pharmakovigilanzi@pei.de
pv-signal@eof.gr
adr.box@ogyei.gov.hu

PRAC member and alternate
medviqilance@hpra.ie
segnaliFV@aifa.gov.it
Iv-h.ra@lv-h.eudra.org
NepageidaujamaR@vvkt.lt, GintareGilaite@vvkt.It
PRAC member and slternate
postlicensing.medicinesauthority@qov.mt
MAHnevsignals@cbq-meb.nl
adr@noma.no
signals-esi@urpl.qov.pl
derm@infarmed.pt

signal@anm.ro
pharmacovigilance@sukl.sk
h-farmakovigilanca@®jazmp.si
fvigilancia@aemps.es
RIC@mpa.se
signalmanagement@mbhra.gsi.qov.uk
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1. ADMINISTRATIVE INFORMATION

Date of this notification DD month YYYY
EUROPEAN MEDICINES AGENCY Active substance(s) (invented name(s)) | <Text>
Pharmaceutical form(s)/Route(s) of <Text>
dministration / Strength(s)

Marketing authorisation holder(s) <Name(s)>

EMA/150823/2017 QPPV <| and contact details>
MAH contact person for the signal < s) and contact details>
Authorisation procedure and number [Tick the appropriate box{es) below and complete as

Standalone Signal Notification for m::;],ised: SRS
<Active substance/INN — BRANDNAME (therapeutic class) O | Mutual recognition or decentralised: <X/H/w>
and adverse reaction (MedDRA term)> O | National: < Sutiorsation e

Member State(s) in which the MAH holds a marketing authorisation for the medicinal
product(s) [Tick the appropriate box{es) below. ]
<Only applicable for non-centrally authorised products> _

Gensral guidance AT BE BG CY CZ DE DK EE
- - P . . ES FI FR GR HR HU IE IS
This form should only be used by marketing authorisation holders to notify

signals detected in the EudraVigilance databasse for which they concludes after {"IL EII};II' D{R‘g Dls‘g DIS‘IV Dgg D& NO
validation and assessment, that further analysis by the EU regulatory — — - —_—

Marketing authorisation legal basis [Tick the appropriate box{es) below.]
<As outlined in Directive No 2001/83/EC>
Article 8(3) - Full application
Article 10(1) - Generic application
Article 10(3) - Hybrid application
Article 10(4) - Similar biological application
Article 10a - Well blished use application
Article 10b - Fixed combination application
Article 10c - Informed consent application
Other - Please specify: <Text>
Next PSUR submission date [if PSURs are | <DD month YYYY>
- non-validated or refuted signals. uired for the medicinal luct, PSUR not required.

authorities is required.

For a pilot period starting on 22 February 2018, this form should only be used

for signals concerning active substances and combinations included in the
'List of active substances involved in the pilot on signal detection in
BudraVigilance by MAHs'.

The reguirements outlined in the Good Pharmacovigilance Practices (GVF) Module

IX on Signal Management (Revision 1) must be followed when completing the

form.

[a] DFI oo uplu

Standalone signal notifications should not be used for:

- signals not detected from the monitoring of EudraVigilance data,
2. SIGNAL DESCRIPTION

- signals to be included within PSURs or variation applications provided that

the conditions ocutlined in section IX.C.4. of the module are met, 2.1. Highlights

- signals meeting the definition of an emerging safety issue (unless a Clinical relevance: <Text>

standalcne signal notification is requested by the regulatory authorities). 3 . =
g - v g Y - <Please briefly summarise hov seriousness criteria vere met 1in the

Once completed, please send the form (in Microsoft Word 2010 format) and any cases, e.g. fatal, Ilife-threatening, hospitalisation etc. See GVP

attachments in a single e-mail teo the Agency (MAH-EV-signals@ema.surcpa.su) Module VI.A.1.6.>

and to the compstent authorities in Member States vhers the medicinal preduct
is suthorised (see national contact points on the Agency’s Signal Managsmant
wabpage). Please use as e-mail message subject the following format: EV signal

from <MAH> on <active substance> and <adverse reaction>.

All the sactions should be completed with the information requasted or a
=

justification should be provided. Sections should not be left blank.

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018



e, SUKL

Rel istical <Text> 2.3.2. Evidence from other sources
<Please provide the relevant ROR values (in particular the lower bound <Text here.>

of the 95% confidence interval) from EudraVigilance, as well as any
other relevant statistical measures if applicable.>

<This section should include a summary of all additional evidence, e.g.
from the MAH database, scientific literature, clinical trials. >
Patient exposure:

<Please provide the most recent estimate of the population cumulatively
exposed to the medicinal product in the post-authorisation setting and 3. CONCLUSION
in clinical trials if applicable. Methods used to calculate the =

expaspre do not deadivo:be. tucindad>. <This section should include a brief statement highlighting why further

analysis by the EU regulatory authorities is warranted and proposed

<Please provide information on any regulatory actions or previous actions>.
assessments, performed at national, EU or non-EU level in relation to
the signal. Please ensure, vherever possible, that the signal is not

already addressed in other EU SPCs for the active substance, or 4. ANNEXES

considered by EMA/PRAC.> STt harals

Additional sources other than EudraVigilance: <List of literature references, if applicable>
0 uiterature O MAH database <List of attachments, if applicable>

[ clinical trials [ Other [please specify below]

2.2. Background

<This section should 1include a concise summary of the relevant
information on the product(s)/ active substance (including therapeutic
indication(s)), and on the adverse reaction(s) (e.g. morbidity,
epidemiology, case definition, etc.)>

2.3. Signal validation and further assessment
2.3.1. Evid from EudraVigil:
Date of the query: <DD month YYYY> Monitoring periodicity: <Text here.>

<This section should include a summary of evidence from EudraVigilance,
highlighting the strength of evidence, clinical relevance and a summary
of the supportive cases. MedDRA terms used, number of cases, positive
de-challenge or re-challenge, seriousness, dose-reaction relationship,
biological and temporal plausibility, causality assessment, clinical
context (e.g. drug interactions, specific population, risk factors) and
quality of documentation should be provided.>

EMA/150823/2017 Page a/4
A/150823/2017 Poge ife
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Schematické shrnuti postupu pro drzitele
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Figure IX.2. Motifications and procedural options for emerging safety issues and for signals detected
by marketing authorisation helders based on the continuous menitoring of EudraVigilance data

Mlarketing
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See Figure X3 |
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Figure IX.3. Confirmation process for standalone signal notifications from marketing authorisation

holders
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Figure IX.5. Process for analysis, prioritisation and assessment of signals by the PRAC
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Figure IX.5. (continued) Process for analysis, prioritisation and assessment of signals by the PRAC
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Priklady hodnoceni bezpecnostnich dat z praxe

© 2015 STATN{ USTAV PRO KONTROLU LECIV 13.6.2018
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Ulipristal acetat

* |ndikovany k 1é¢bé déloznich myom

e 9/2017 - na zakladé signdlu — 4 pripady zavazného
jaterniho poskozeni, z toho ve 3 pripadech nutna
transplantace jater

e 12/2017 — na zakladé zhodnoceni mozné kauzalni
souvislosti - zahajeni referralu

e 2/2018 — predbéZnd doporuceni — nezahajovat [écbu u
novych pacientek ani dalsi |Iécebné cykly u stavajicich
pacientek, nutné kontroly jaternich funkci a pouceni
pacientek o moznych priznacich jaterniho postizeni

© 2015 STATN[ USTAV PRO KONTROLU LECIV 13.6.2018
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Levonorgestrel (IUD)

e 1/2017 - signdl uzkosti, panickych atak, zmén nalad,
poruch spanku a neklidu (nervozity)

* Na podkladé petice némecké pacientské organizace
 10/2017 — uzavreni hodnoceni

sSummary of Product Characteristics
Section 4.8
Depressed mood, Depression™®

*In the post-marketing cases, anxiety was frequently co-reported with depression

Package Leaflet
Section 4

Depressed mood, Depression {(which may occur for the first time or worsen if already present,
and may include symptoms of agitation and problems with sleep, and may be comorbid with

anxiety)

13.6.2018
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Daclizumab

* terapie relabujicich forem roztrousené sklerozy

* 6/2017 — zahajeni referralu Art.20 - fataIni pripad fulminantniho
jaterniho selhani pri dodrzeni stanovenych RMM

e 7/2017 — DHPC - omezeni indikace, Kl a upozornéni do text(
e 11/2017 ukonceni EU prehodnoceni

e 2/2018 — zahajeni referralu Art. 20 EC na podkladé 7pripadu
potencialné fatalnich imunitnich reakci postihujici CNS, jatra a dalsi
organy

« 3/2018 — okamZzité pozastaveni registrace a staZzeni z obéhu v EU,
vcetné pouziti v klinickych hodnocenich — na zakladé 12 pripadu
(3/12 fatalni) encefalitidy/ meningoencefalitidy

* Benefit/risk negativni
* MAH v pribéhu hodnoceni pozadal o zruseni registrace
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Dekuji za pozornost

STATN{ USTAV PRO KONTROLU LECIV
Srobdarova 48, 100 41 Praha 10

tel.: +420 272 185 111

fax: +420 271 732 377

e-mail: posta@sukl.cz
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