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Risk management plan

Risk management system (RMS), Systém Fizeni rizik: Soubor FV cinnosti a
zasaht urcenych ke zjistovani, popisu, prevenci a minimalizaci rizik
spojenych s LP, v€. posuzovani miry ucinnosti téchto cinnosti a zasaht

Risk management plan (RMP), Plan Fizeni rizik: Podrobny popis systému
Fizeni rizik

Soucasti modulu 1.8.2 registracni dokumentace.

%, 2005 — uvedeni RMP v nové farmakovigilancni legislative
%, 2012 — novy format RMP — GVP Module V
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Guideline on good pharmacovigilance practices
(GVP)

 Module V — Risk management plan

http://www.ema.europa.eu/docs/en GB/document library
/Scientific guideline/2012/06/WC500129134.pdf

 Navody k RMP

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/doc
ument listing/document listing 000360.jsp&mid=WC0b01ac058067a
113

© 2012 STATN[ USTAV PRO KONTROLU LECIV 29.5.2015


http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129134.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129134.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129134.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129134.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000360.jsp&mid=WC0b01ac058067a113
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000360.jsp&mid=WC0b01ac058067a113
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000360.jsp&mid=WC0b01ac058067a113
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000360.jsp&mid=WC0b01ac058067a113

e, SUKL

Risk management plan

Zajistuje, aby v co nejvyssi mire benefity LP prevazZovaly
nad riziky.

=, Bezpecnostni profil [éCivého pripravku
=, Znama a potencialni rizika, chybéjici informace
", Prevence a minimalizace rizik

=, Plany na studie a dalsi aktivity ke ziskani znalosti o
bezpecnosti a ucinnosti léku

=, Minimalizace rizik a hodnoceni efektivity téchto opatreni
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Kdy predlozit RMP?

1) Od roku 2012 ke vSem novym registracim (kromé
tradicnich rostlinnych LP a homeopatickych LP) —
NAR registrace v CR od r. 2013

2) Projiz registrované pripravky, pokud dojde k
vyznamné bezpecnostni zméneé nebo na vyzadani
agentury
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Z ceho se RMP sklada

Part I Product(s) overview
Part 11 Safety specification
Module SI Epidemiology of the indication(s) and target population(s)
Module SII Non-clinical part of the safety specification
Module SIIIClinical trial exposure
Module SIV Populations not studied in clinical tnals
Module SV Post-authorisation experience
Module SVI Additional EU requirements for the safety specification
Module SVII Identified and potential risks
Module SVIII Summary of the safety concerns
Part III Pharmacovigilance plan
Part IV Plans for post-authorisation efficacy studies
PartVv Risk minimisation measures (including evaluation of the effectiveness of risk minimisation
measures)
Part VI Summary of the risk management plan
Part VII Annexes
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Které casti RMP je treba predlozit?
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! Application under Article 10(c) of Directive 2001/83/EC

o May be omitted under certain circumstances

* Modified requirement
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RMP pro generika

Zkracena verze RMP pro generika:

% http://www.ema.europa.eu/docs/en GB/document
library/Regulatory and procedural guideline/2012/
11/WC500134649.pdf

=, RMP je na ucinnou latku, problém harmonizace meazi
generiky, pokud original RMP nema
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HODNOCENi RMP
Part Il — Safety Specifications:
- nejdulezitéjsi ¢ast pro farmakovigilan¢ni hodnoceni

* Originaly — veskeré udaje o bezpecnosti LP, souhrn
nejdulezitéjSich rizik na zaveér

* Generika — véetsinou pouze souhrn safety concerns

SAFETY CONCERNs/bezpecnostni obavy:

1) Important Identified Risks/dUlezita identifikovana rizika

2) Important Potential Risks/dulezZita potencialni rizika

3) Important Missing Information/chybéjici informace
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Part Ill = Pharmacovigilance plan

%, Strukturovany plan:
- identifikace a charakterizace novych rizik

- charakteristika znamych safety concerns vcetné rizikovych
faktord

- zjistuje, zda jsou potencialni safety concerns realné
- studium missing information

1) Rutinnni FV aktivity — hlaseni nezddoucich ucinku a jejich
Zpracovani
2) Pridatné FV aktivity — PASS, registry, DUS...
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Part V — Risk minimisation measures

Opatreni minimalizace rizik musi byt uvedena pro kazdy
safety concern. Také je zde treba popsat, jak bude
vyhodnocovana efektivita téchto opatreni.

>, Rutinni opatreni — SPC, PIL, obal, velikost baleni,
zpusob vydeje
>, Pridatna opatreni — edukacni materialy, DHPC
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Part VI - Summary of RMP

s, Souhrn celého RMP

~ V blizké dobé zverejiovani Summary of RMP na
strankach SUKL

, U CAP jsou jiz na strankach EMA souhrny
uverejriovany

, Psat kratce a jasné, pro laiky

=, Omezeny pocet slov

© 2012 STATN[ USTAV PRO KONTROLU LECIV
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Zverejnéné Safety Concerns

», Od dubna 2015 noveé zverejnéné Safety Concerns
schvalenych RMP, podle ucinné latky

% http://www.hma.eu/464.html
*», Slouzi k harmonizaci RMP

», UziteCné pro RMP generik

© 2012 STATN[ USTAV PRO KONTROLU LECIV
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List of safety concerns

List of safety concerns per approved Risk Management Plan (RMP) of active substances per

product

Note: The green marked products concern dossiers authorised under Article 8.3 legal basis

Active substance

Acetylcysteine

Ambroxol Hydrochloride

Bisoprolol

Bupropion

Cisatracurium

Colecalciferol

Desogestrel, ethinylestradiol

Escitalopram

Esketamine

Brand name

Acetylcysteine hoesttabletten
bruis Apotex 200 mg,
effervescent tablets

Acetylcysteine 600 mg Alpex,
effervescent tablets

Mucoangin / Ambroxine

Bisoprolol tablets Apotex

Wellbutrin XR/Elontril/Bupropion

Hydrochloride GSK

Zyban/Quomem/Zyntabac

Cisatracurium Mylan Pharma
solution for injection/infusion

Nycoplus vitamin D3

LAURINA

LAURINA 28

Cipralex/Lexapro

Escitalopram Sandoz oral
solution

KETANEST-S

© 2012 STATN[ USTAV PRO KONTROLU LECIV

MRP number

National marketing authorisation

in NL

National marketing authorisation

in NL
BE/H/0181-182/003
BE/H/0224/001-006

NL/H/0785-0786-0787/001-002

NL/H/0191;0192;0194/001

BE/H/0215/001-002

NO/H/0232/001

FI/H/110/01/MR

FI/H/110/02/MR
SE/H/278/01-04/MR
NL/H/2512/001

FI/H/115/01-02/MR

Legal basis

Generic (Article 10(1))

Generic (Article 10(1))

Full dossier (Article 8.3)
Generic (Article 10(1))

Full dossier (Article 8.3)

Full dossier (Article 8.3)

Generic (Article 10(1))
Full dossier (Article 8.3)

Full dossier (Article 8.3)

Full dossier (Article 8.3)
Full dossier (Article 8.3)
Generic (Article 10(1))

Full dossier (Article 8.3)

Doc. Ref: CMDh/330/2015, April 2015

MAH

Apotex Europe B.V./NL

Alpex Pharma UK
limited/UK

Boehringer Ingelheim

Apotex Europe BV

GlaxoSmithKline

GlaxoSmithKline

Mylan

Takeda Nycomed

Aspen Pharma Trading
Limited

Aspen Pharma Trading
Limited

H. Lundbeck A/S
Sandoz

Pfizer Oy

RMS

N/A

N/A

BE
BE

NL

NL

BE

NO

Fl

FlI
SE
NL

FlI

RMP

Version 3.0; 26 June 2014

Version 1.0; 30 June 2013

Version 1.1 dated 09/12/2013
Version 3.0 dated 10/03/2014

Version 7.0; November 2012

Version 7.0; November 2012

version number 3 dated 15 April

2014

Version 1.0 19. October 2012

No

No
Version 1.0; 21-02-2013

Version 1.0; dd Apr-2014

Version 1.0; 15-09-2013

29.5.2015


C:/Users/jakesova/AppData/Local/Microsoft/Windows/Temporary Internet Files/Content.MSO/ambroxol hydrochloride

15

— Escitalopram Sandoz (Sandoz)
scitalopram

Safety issues in RMP Ver 1.0 Apr-
2014

Electrocardiogram QT prolonged

Important Identified

Risk
Suicide related events
Seizures
Serotonin syndrome
Diabetes Mellitus
Important Potential Off label use
Risk

Use in pregnancy and lactation

Missing information

© 2012 STATN[ USTAV PRO KONTROLU LECIV

NL/H/2512/001

Additional PhV.

Generic (article
10(1))

Additional Risk Min.

SE/H/0278-0279- Full dossier (article
Cipralex/Lexapro (MAH Lundbeck) 0280 8.3)

Safety issues in RMP version 1.0
dated 21-Feb-2013 Additional PhV. Additional Risk Min.

Electrocardiogram QT prolonged

Suicide related events
Seizures

Serotonin syndrome
Diabetes Mellitus

Off label use

Use in pregnancy and lactation
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Predkladani RMP

» Formality (podpis, datum...)

=~ Akceptujeme Cesky, rozhodné ale doporucujeme psat ho v
anglictiné

~ 1 ucinna latka =1 RMP

% Zména RMP — dokument s revizemi, nejlépe predkladat ve
wordu

% V priloze RMP musi byt aktualni SPC

» Follow up — patfi mezi rutinni FV

%~ Zména nazvu lécCivého pripravku v pribéhu procedury —
zohlednit i v RMP
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Predkladani RMP

, Safety concerns

- respektovat zejména kontraindikace v SPC
- zmény safety concerns — ma to dopad na dalsi
kapitoly, v€etné public summary!

~, Summary of safety concerns — neni to kopie PIL
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Aktualizace RMP

=, Aktualizace dle originalu (SPC, tabulka safety concerns)

%, Pokud v pribéhu zZivota pripravku nastane zména B/R
pomeru, je nutny update RMP

=, Aktualizace posuzovany v ramci zmeén registrace

%, Zahrnout modul SV
- vypsat signaly
- off label use
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Dékuji Vam za pozornost

STATNI USTAV PRO KONTROLU LECIV
Srobarova 48, 100 41 Praha 10

tel.: +420 272 185 111

fax: +420 271 732 377

e-mail: posta@sukl.cz
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