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SUKLO

* Novinky v legislative

» Casté otazky

 Oznamovanie zmien Vv registracii

» Cierny trojuholnik

« DHPC

* InSpekcie systemu farmakovigilancie



SUKLO _
Farmakovigilancia

Vedna oblast’ a aktivity spojené s
detekciou, posudenim, poznanim a

prevenciou neziaducich ucinkov alebo inych
liekovych problemov

Ciel:
prevencia poskodenia z neziaducich reakcii

podpora bezpecneho a efektivheho
pouzivania liekov



SUKLO _
Farmakovigilancia

* Predklinicka
 Klinicka

- SUSAR, DSUR
» Peri-registracna

— SmPC, PIL, RMP, podmienky registracie,
farmakovigilacny system

* Postregistracna
— ICSR, PASS, PSUR, DHPC, signaly, referaly
» Akademicka



b EU - legislativa

 Nariadenie 726/2004
— Nariadenie EU &. 1235/2010 od 2.7.2012
— Nariadenie EU &. 1027/2012 od 3.6.2013

e Smernica 2001/83/EU
— Smernica 2010/84/EU od 21.7.2012
» Smernica 2012/26/EU od 28.10. 2013

* VVykonavacie nariadenie Komisie 520/2012
od 10. 7. 2012 resp. 10.1.2013

* \Vykonavacie nariadenie Komisie 198/2013
od marec 2013
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gL SR legislativa

- Nariadenia a vykonavacie nariadenia EU

» Zakon C. 362/2011 Z.z.
— Zakon 244/2012 Z.z. od 1.9.2012
— Zakon 220/2013 Z.z. od 28.10.2013

* Spravna farmakovigilanCna prax
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European Medicines Agency post-authorisation procedural
advice for users of the centralised procedure

This integrated version has been created for printing purposes only. Please refer to the individual
question & answers as published in the post-authorisation guidance for access to the hyperlinked

information.

Questions and answers are being updated continuously, and will be marked by "NEW" or "Rev.” with
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Novela 220/2013 Z.z.

§ 60 ods. 1 p. 1) oznamovat’ Statnemu ustavu

1. po registracii humanneho lieku datum uvedenia na trh Slovenskej republiky
kazdej povolenej velkosti balenia humanneho lieku,

2. docasn¢ prerusenie alebo skoncenie dodavania humanneho lieku na trh
Slovenskej republiky s uvedenim dévodov najmenej dva mesiace pred
zamySl'anym preruSenim alebo skonCenim dodévania,

3. kazdé¢ pozastavenie alebo zruSenie registracie humanneho lieku vydane v
Inom State,

§ 60 ods.2) Ak drzitel registracie humanneho lieku pozastavi alebo stiahne humanny liek
z trhu z dovodu jeho kvality, u¢innosti alebo bezpecnosti alebo dovodu, ktory je
uvedeny v § 56 ods.1, je povinny bezodkladne oznamit’ Statnemu tstavu, dotknutym
prisluSnym organom ¢lenskych Statov a agenture dovody na prijatie tohto opatrenia;
tato povinnost’ sa vzt'ahuje aj na pozastavenie alebo stiahnutie humanneho lieku z trhu
tretiecho Statu z dovodu jeho kvality, t€innosti alebo bezpecnosti alebo z dovodu
uvedenom v § 56 ods. 1.
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§ 60 ods. 1 p. 1) oznamovat’ Statnemu ustavu
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zamySl'anym preruSenim alebo skonCenim dodévania,

3. kazdé¢ pozastavenie alebo zruSenie registracie humanneho lieku vydane v
Inom State,

§ 60 ods.2) Ak drzitel registracie humanneho lieku pozastavi alebo stiahne humanny liek
z trhu z dovodu jeho kvality, u¢innosti alebo bezpecnosti alebo dovodu, ktory je
uvedeny v § 56 ods.1, je povinny bezodkladne oznamit’ Statnemu tstavu, dotknutym
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tato povinnost’ sa vzt'ahuje aj na pozastavenie alebo stiahnutie humanneho lieku z trhu
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SUKLO  Oznamenia EMA+
clenske staty
* Pozastavenie uvadzania na trh
» Ziadost o zruenie registracie
« Nepodanie Ziadosti o prediZenie
« Stiahnutie z trhu
» A z tretich statov
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b Ak su tieto dovody

* Liek je skodlivy;
* Liek nema lieCebny ucCinok;
* Nepriaznivy pomer prinosov a rizik,;

« Kvantitativne alebo kvalitativhe zlozenie
lieku nie je deklarovane;

» Zistené problémy pri vyrobe alebo nalezy
Z Inspekcie.
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b Home b Regulatory b Hurnan medicines b Post-authorisation b Withdrawals and cessation

Withdrawn-product notification: questions and
answers [ Email () Print @ Help Share

This page lists questions relating to marketing cessation, marketing suspension and withdrawals of medicinal products
from the market and of marketing authorisations in the context of the implementation of Directive 2012 /26/EU and
Regulation (EU) No 102772012 amending the pharmaceutical legislation with respect to pharmacovigilance.

The aim of these amendments is to strengthen the European system for the monitaring of safe and effective use of medicinal
products induding communication and transparency on potential safety issues and to allow consideration of the need for action
in different Member States or at EU level, Revised topics are marked 'New' or 'Rev.’ upon publication,

A POF version of the entire post-authorisation guidance is available:
» ﬁ European Medicines Agency post-authorisation procedural advice for users of the centralised procedure

These questions and answers have been produced for guidance only and should be read in conjunction with the rules
governing medicinal products in the Eurapean Union, volume 2, notice to applicants 8.

MaHs must in all cases comply with the requirements of Community legislation €. Provisions that extend to Iceland,
Liechtenstein and Norway by virtue of the European Economic Area agreement are outlined in the relevant sections of the text,
Back to top

P Expand all itemns in this list
1. Do I have to notify market cessation, withdrawal, suspension of my medicinal product / marketing authorisation?
2. Which medicinal products are concerned?

3. What information should be included in my notification and to whom should I notify?

| »

extension
applications 4. When shall the notification be made?
Grouping of 5. How should I proceed for my notification for a centrally authorised medicinal product?
variations
6. How should I proceed for my notification for a nationally authorised medicinal product?
Worksharing . .
7. How will the Agency inform the Member States?
Changing the name . L
of a medicinal 8. What will be the follow-up of my notification?
praduct 9. Will the Agency publish the list of "withdrawn medicinal products”?
annual re-
assessment
Dnct_zinthnric atinn ﬂ
E] wos00153409 (1.4l W Zobrazit vietky preveaté sibory.,. X
ﬁgtartl & @ ~ 7 v Dorufend posta-Micro... | | Zaverecna sprava Medi. . | | Ingpekia | | December 2013 | (13 Micrasaft PowerPoint-[.Hl ff Micrasoft Ward | @ Lieky ||€ European Medicines ... ‘J-IL_‘II_I\_' e g%@%g 12:18
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study submission
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p Home b Regulatory » Human medicines b Post-authorisation p Withdrawals and cessation

Withdrawn-product notification: questions and
answers [ Email () Print @ Help Share

This page lists questions relating to marketing cessation, marketing suspension and withdrawals of medicinal products
from the market and of marketing authorisations in the context of the implementation of Directive 2012/26/EU and
Regulation (EU) No 1027/2012 amending the pharmaceutical legislation with respect to phi igil

The aim of these amendments is to strengthen the European system for the monitoring of safe and effective use of medicinal
products including communication and transparency on potential safety issues and to allow consideration of the need for action
in different Member States or at EU level, Revised topics are marked 'New' or 'Rev.’ upon publication.

& PDF version of the entire post-authorisation guidance is available:
b 'E European Medicines Agency post-authorisation procedural advice for users of the centralised procedure

These questions and answers have been produced for guidance only and should be read in conjunction with the rules
governing medicinal products in the European Union, volume 2, notice to applicants .

M&Hs must in all cases comply with the requirements of Community Iegislat\on'ﬂ. Provisions that extend to leeland,
Liechtenstein and Norway by wirtue of the European Economic Area agreement are outlined in the relevant sections of the text.
Back to top =«

P Expand all items in this list I

1. Do I have to notify market cessation, withdrawal, suspension of my medicinal product / marketing authorisation?
2. Which medicinal products are concerned?

3. What information should be included in my notification and to whom should I notify?

4. when shall the notification be made?

5. How should I proceed for my notification for a centrally authorised medicinal product?

B 6. How should I proceed for my notification for a nationally authorised medicinal product?

The MaH of a nationally authorised
decentralised procedures) should i
action togethier with the reasons for such action:

({including those authorised through the
nt authorities of the Member states con

P

b If the action considered is taken in the EEA;

b If the action considered is taken in a third country and is related to efficacy, safety, quality or inspection issues as listed
in question 3.

Motification ta the competent authorities of the Member State(s) concerned should be dane by using the ®| template
cover letter and B notification report table,

In addition, if the action is related to , safety, guality or inspection issues as listed in question 3, the MaH of a
nationally authorised medicinal product Id also inform the Agency together with the reasons for such action,
regardless of whether the actionis going to be taken in the EEA or in a third country,

Such notification to the Agency should be done via the dedicated mailbox withdrawnproducts@ema.europa.eu by using
the 8| template cover letter and & notification report table.
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Start

MAH intends to take
action to withdraw®* a
preduct from the
market

CentrrflliEuu_zd MNational Authorisation
Authorisation what iz the Procedure
Procedure marketing {incl. MRP, DCP)

authorisation
procedure?

ere is b

hera is th

action to take Third Country

EU action to take

Is action Is action
based on grounds based on grounds I= action I action
set out in YES  YES sat out in based on grounds ased on grounds s=
aut in

set out in
4rt. 116 and 117 of
BIR 2001/83/E

Art. 116 and 117 of
IR 2001/83/EC?

Art. 116 and 117 of
DIR 2001/83/E

Art. 116 and 117 of
IR 2001/83/E

TESI YES

Notify forthwith

Motify forthwith EMA

concemed Member

MO using published cover -
(4 [o]
- ¥ letter and templata L] St.ah_zs and EMA_ usmg_
Notify EMA ng less than 2 {Ref. EMA/E56092/ Notify concemed Member States published cover |atte:
manths before the interruption '2013 and no less than 2 months befere the and template
in the placing on the market of EMA/445787/2013) interrugtion in the placing on the (Ref. EMA/E35092/
the product IJI'I|E:I55 E?_(EEF;;;DEnﬂl market of the product {unless 2013 and
circumstances), using exceptional circumstances), using EMA/445787/2013)
published cover letter and the published cover letter and
template (Ref. EMA/E56092/ template (Ref. EMA/S36092/2013
2013 and EMA/445787/2013) L O and EMA/445787/2013) ¥
| » END |« ! ' »  END |4 .

Actions to withdraw *

- cease temporarily or permanently the marketing of the product

- suspend the marketing of a medicinal product;

- withdraw a medicinal preduct from the market;

- request the withdrawal of a marketing authorisation;

- not to apply for the renewal of 3 marketing autharisation
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gL Ako oznamovat?

Sprievodny list + vyplneny formular
« EMA
withdrawnproducts@ema.europa.eu

« SUKL ak sa tyka Slovenska
sk-h.withdrawn-products@sk-h.eudra.org

e Z0znam bude na stranke EMA od 2014
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b Referaly

* Art. 1071 — automaticky pri pozastaveni
alebo zruseni registracie z dovodov
bezpecnosti

* Noveé kontraindikacie, obmedzenia v
pouzivani, ak nie su naliehave —
Koordinacna skupina CMDh.

* Art. 31 Moznost pozastavit pouzivanie

lieku pocCas procedury az do ukoncenia
referalu.
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Pre-authorisation
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2010
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Electronic submission
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Good

pharmacovigilance

b Home P Regulatory B Human medicines B Pharmacovigilance P List of medicines under additional monitoring

List of medicines under additional monitoring [ Email () Print @ Help [ Share

The list of medicines under additional monitoring includes medicines authorised in the European Union (EU) that are being
monitored particularly closely by regulatory authorities. Medicines under additional monitoring have a black inverted
cs, together with a short sentence

explaining what the triangle means.

The list includes centrally and nationally authorised medicines in the following categories:
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2011;
biological medicines authorised after 1 January 2011 - this applies to all biological medicines including biosimilars;

v v

b

A medicine can be included on this list when it is approved for the first time or at any time during its life-cycle.

Medicines containing new active substances or new biologicals remain on the list for five years. Medicines authorised under
exceptional circumstances and those with PASSs remain on the list until the conditions have been fulfilled.

In addition to these medicines, medicines can be included on the list at the request of the European Commission or a
rity in an EU Member State after consulting the European Medicines Agency's Pharmacovigilance

Mare information on additional monitoring is available:

3 '@ Guideline on good pharmacovigilance practices: Module X - Additional monitoring
F Medicines under additional monitoring: Background information

Contents of the list

For each medicine, the list shows:

o)

m

5
10.9.2013

e [P
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[List of medicinal products under additional monitoring

Related Information:

To note: All products added to the list in October 2013 are highlighted in red font.

Product name Active Substance (s)

Adcetris Brentuximab vedotin
Aldurazyme Larcnidase

AMYVID Florbetapir [18F]
Arzerra Ofatumumab
Atriance Nelarabina

ATryn Anti-thrombin alpha
Aubagio Teriflunomide
Benlysta Belimumab

Betmiga Mirabegron

Meningococcal group-8 vaccine (rDNA,

Bexsera component, adsorbed)
BindRen Colestilan
Bosulif Bosutinib

Bretaris Genuair Aclidinium bromide

Cyproterona acetate and Ethinylestradiol
containing medicinal products (For full list of
products see Anpex 1)

Dacogen Decitabine

Eﬁ'gtartl [ @ () bl @ Diokument3 [reZim kamp. .. | @I__] Liekowy bulletin 40 2013,

|~ Doruéena posta - Micros. .. | 1) MeFiaduce Gdinky

Additional monitoring explained: http://www ema europa.eufema/index.isp?c ial topics/document listing/document listing 000365.jsp.
Good il Practice Mod\lIE on additional
hitp:/urww.ema.europa.eu/ema/ind ion/document listing 000345 jsp

Reason (s) on list

Mew active substance, conditional authorisation

Authorised under ir

Marketing Author

Takeda Global Research and Development
Centre (Europe) Ltd.

New active substance

Conditional authorisation

Authorised under exceptional circumstances

Authorised under exceptional circumstances

New active substance

New active substance

New active substance

New active substance

MNew active substance

MNew active substance, conditional authorisation

Mew active substance, PASS"

Caprelsa Vandetanib New active substance, conditional authorisation
Ceplene Histamine dihydrochloride Authorised under exceptional circumstances
Champix Varenicline pASS!

Cinryze cl inhibitor, human PASS?

Cleviprex emulsion for injection 0.5 mg/ml Clevidipine New active substance

Constealla Linaclotide MNew active substance

‘Cuprymina Copper (64Cu) chloride New active substance

Cyproterone acetate and Ethinylestradiol pAsS!

New active substance

| 1) Predpisy

Europe B.V.
Hi Lilly Nederlands B.V.
Glaxo Group Limited
Glaxo Group Limited

GTC Biotherapeutics UK Limited

Sanofi-aventis Groupe
Glaxo Group Ltd

Astellas Pharma Europe B.V.

MNovartis Vaccines and Diagnostics S.r.l
Mitsubishi Pharma Europe Ltd.

Pfizer Limited

Almirall, 5.A.

AstraZeneca AB

Meda AB

Pfizer

ViroPharma SPRL

The Medicines Company UK Limited
Almirall, 5.4

Sparkle S.r.|

. E i A I

Janssen-Cilag International B.\V.

| £ oxeeber 2013

k to Product Inform

http:/iwww ema.europa.eu/ema/index.jsp?curlmpages/medicines/human/medicin
April 2013

e§[00047'f[human mEr.I 000635 ]sg&m|d-WCObOlacDSBDOId124 April 2013
http:/fwww.ema.europa .jspPeurimp; i \/madicin
gsmumunuman_mgu_tmmumummmmummmﬂ April 2013

April 2013

n
April 2013

gODOEET{human me:l OODGEB]sg&mmIWCODOIEEDSBDOII‘]124

April 2013

. i isp?ourl=; i

http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/ hum
an/medicines/002514/human_med 001645.jsp&mid=WC0b01ac058001
di24 October 2013

April 2013

£s/002388/human_med 001603, jspfmidw\WC0b01ac058001d124 April 2013
http:/iwww ema.europa.eu/ema/index.jsp?curlmpages/medicines/human/medici
i) April 2013
ma m nes/h edici
egODZETf{human mEr.I 001595, ]sg&m|d-WCObOlacDSBDOId124 April 2013
http://wew ema.europa.ey/emalindex. jso?curlmpage dicines/h
2s/002373/human_med 001613.jspBmideWC0b01ac058001d124 April 2013
http:/fwww.ema.europa .jspPeurimp; ici \/madicin
£s/002706/human_med_001570.jspfmidwWC0b01ac058001d124 April 2013
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. O .
gL Cierny trojuholnik

* Nove lieky

— Oznacenie ihned od zaciatku uvedenia na trh
» Stare lieky

— Potreba schvalit nove SmPC a PIL

— Potreba zacCat vyrabat nové sarze po novom.
— Potreba preznacit balenia na trhu.



SUKLO  Oznacenie v inych
dokumentoch

* Povinnost nie je nikde uvedena
 \V propagacnych materialoch pre ZP sa
maju uvadzat vsetky dolezite informacie
— Teda aj informacia o dodatocnom
monitorovani

 Edukacne materialy pre ZP a pacientov

v



H MA EUROPEAN MEDICINES AGENCY

Heads of Medicines Agencies SCIENCE MEDICINES HEALTH

22 January 2013
EMA/118465/2012

Guideline on acovigilance practices (GVP)
Module XV £ Safety communication

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

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

End of consultation (deadline for comments) 21 September 2012




SUKLO Priama komunikacia so
zdravotnickymi pracovnikmi

— Upozornenie na riziko alebo na novu
skutocCnost v pouzivani lieku

« Oznamenia zmien v registracii (pozastavenie,
zrusenie)

 \V spojeni so zmenami v SmPC, PIL
« Obmedzenia vyroby veduce k zmenam liecby
* Nove poznatky o chybajucej ucinnosti, rizikach,
nespravnom pouzivani
— Specificky pre liegivo alebo skupinu
— Cielene sa zasiela prislusnej skupine ZP



1kl O
gL DHPC nie su

» Oznamenie registracie noveho lieku
* Firemna tlacova sprava

 List propagacneho charakteru

» Cenove ponuky, kategorizacia lieku

e Oznamenia o stahovani lieku zasielane
lekarnam alebo distributorom a ina krizova
komunikacia

» Odpovede na dotazy pacientov, lekarov



Identification of need of
DHPC according to criteria in
XV.B.5.1.

Issue concerns
CAPs or
products

subject to EU

referral
procedure

Issue concems
products
authorised via
MR or DP

Issue
concermns
MAPs

MAH to submit draft DHPC

and communication plan to
Agency (allowing at least 2
working days for comments)

h

MAH to submit draft DHPC
and communication plan to
Reference Member State
(allowing at least 2 working

days for comments)

!

MAH to submit draft
DHPC and
communication plan to
MNCA (allowing at least 2
working days for
comments)

DHPC and communication
plan agreed at Agency levell

h

DHPC and communication
plan agreed by Reference
Member State in
collaboration with Concerned
Member States

.

DHPC and
communication plan
agreed by NCA

Agency to circulate agreed
DHPC within the EU
regulatory network

h 4

A

h 4

Reference Member State to
circulate agreed DHPC within
the EU regulatory network

h 4

MCA to circulate agreed
DHPC within the EU
regulatory network (only
if concerned product is
authorised in more than
1 Member State)

:

MAH to arrange translation
and distribution of DHPC with
NCAs according to agreed TT

MAH to arrange translation
and distribution of DHPC with
MCAs according to agreed TT

MAH to arrange
translation and
distribution of DHPC with
MCAs according to
agreed TT
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K O
L Otazky

* Oznamenia zmien v registracii
(pozastavenie, zrusenie)

— Pred zavaznym rozhodnutim alebo po?

» \/ spojeni so zmenami v SmPC, PIL
— Pred schvalenim prekladov? Casto priloha.
* Pre kazdy liek zvlast alebo spoloCnhe?
— Staci jeden podpis
— Udaje o liekoch a adresy v prilohe



1kl O
gL Komu zasielat DHPC

\V/ychadza sa z komunikacného planu

 Prislusni specialisti (podla narodnych
zvyklosti)

» Lekarne (nemocnicne, verejne)
Vhodne tiez

* Hlavny odbornik /odbornici

e Odborna spolocnost



SUKLO

SVSiem rarmakevicilancie



SUKLO Systémy
farmakovigilancie

» Kazdy drzitel ma mat system
farmakovigilancie

» Spravuje ho kvalifikovana osoba

» Maju sa zapojit vsetci zamestnanci

» Sucast vsetkych kontraktov

* Audity systemu

* Bezpecnost pacientov ma stat nad
komerciou?



SUKLO  Kto je povinny vytvorit
system

* Drzitel pre kazdy svoj liek

* Narodna liekova agentura
— Lieky narodné, MRP/DCP, centralizovane
— Drzitelia, ich Cinnost, systemy

* Europska liekova agentura (EMA)
— Centralizované lieky

— Referaly
— Spolocné projekty (PSUR, Inspekcie)



SUKLO  |okalizacia hlavného
suboru
* Miesto, kde je dostupny
 EU, Norsko, Island, Lichtenstajnsko
* \/ mieste aktivit farmakovigilancie
alebo

* \/ mieste pdsobenia QPPV
* Miesto lokalizacie uviest v XEVMPD



SUKLO Drzitelia so sidlom na
Slovensku

Typ registracie Drzitelia

Centralizovana
DCP
Narodna 53 565
MRP 25 216
Spolu 65 925

* [ ] V 4 L 4 ] ] y ] I 4 ]
Niektori maju lieky zaregistrované viacerymi
sposobmi



SUKLO InSpekcie systému
farmakovigilancie

 InSpekcia celeho systemu
— V mieste lokalizacie hlavneho suboru
— Predinspekcia, konzultacia

» Ciastkova in3pekcia

* Inspekcia lokalneho zastupenia

* Dostupnost systemu do 7 dni.

* InSpekcia oznamena, neoznamena



T A
Prioritizacia inspekci
* Typ registracie
— Centralne registrovane lieky

— DCP/MRP
— Narodne reqistracie

* Registracna aktivita

* Pocet registrovanych liekov

* Lieky s dodatocnou farmakovigilanciou
* Typ liekov (nové, biologicke...)



KL O
b Priebeh inspekcie

* Oznamenie inspekcie

 InSpekcia v mieste vykonu Cinnosti

* Predbezna sprava z inspekcie

* Pripomienky inspektovaneho

e Zaverecna sprava z inspekcie

. Plan napravnych opatreni

. aky vplyv na pomer rizika a prinosu



SUKLO  Co povazujeme za
dolezite
* QPPV, jeho zastup, medicinska expertiza

* Spracovanie hlaseni a sledovanie
literatury

* Zmluvy s partnermi
* Plan skolenia personalu
 Manazment kvality a audity






