PLAN RIZENI RIZIK (RMP)

Risk management plan

Mgr. Magdalena Fabianova

© 2019 STATN{ USTAV PRO KONTROLU LECIV

20.3.2019



'. SUKL PLAN RIZENI RIZIK (RMP)

Obsah

“RMS a RMP
,Bezpecnostni rizika

" Legislativni zaklad
~GVP Module V (Rev 2)
~Format a struktura RMP
= Obsah RMP

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019



'. SUKL PLAN RIZENI RIZIK (RMP)

RMS a RMP()

", GVP Annex | — Definitions (Rev 4)

%, Systém rizeni rizik: Risk management system (RMS)
- zjiStovani, prevence a minimalizace rizik spojenych s
uzivanim LP, v€. posuzovani miry ucinnosti

%, Plan fizeni rizik: Risk management plan (RMP)

- podrobny popis RMS

- registracni dokumentace: modul 1.8.2

- vypracovani MAH; schvaleni EMA/NCA

- aktualizace (nova zjisténi, FV data apod.)

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019



'. SUKL PLAN RIZENI RIZIK (RMP)

RMS a RMP(2)

RMP musi obsahovat nasledujici prvky:

a)

b)

d)

identifikace nebo charakterizace bezpecnostniho profilu

dotéeného/ych LP (safety specification)

udaj o tom, jak ma byt bezpecnostni profil dotéeného/ych LP dale
charakterizovan (pharmacovigilance plan, risk minimisation

measures)

dokumentace opatreni k prevenci ¢i minimalizaci rizik spojenych s
LP, vC. posouzeni miry efektivity téchto zasahu (risk minimisation
plan)

dokumentace poregistracnich zavazku, kterymi bylo rozhodnuti o

registraci LP podminéno (pharmacovigilance plan, risk
minimisation measures)

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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RMS a RMPB)

=, RMP je predkladan za nasledujicich situaci:

- Zadost 0 novou registraci: vzdy (kromé tradi¢nich rostlinnych
pripravku a homeopatik) ...predloZzeni RMP
updated RMP... <,
- kdykoli na zadost EMA/NCA
- jakdkoli zavazna zména (dopad na B/R)
- nova indikace/davkovani/jiné zasadni zmény v registraci
- predlozeni zavérecné zpravy ze studie (vliv na RMP)
- PSUR € updated RMP...predlozeni spolu s PSUR

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019



'. SUKL PLAN RIZENI RIZIK (RMP)

Bezpecnostni rizikal!)

nazev (zaménitelnost); sila (vyjadreni v jednotkach); Iékova forma (uzivani
standardnich nazvu); slozeni (alergeny, intolerance laktézy); indikace; davkovani
(predavkovani, zvlastni populace); zplsob podani (aspirace); pouzivani v
téhotenstvi (teratogenita); pouzivani béhem kojeni (prostup Iéciva do materského
mléka); kontraindikace; interakce; nezadouci ucinky (mechanismus ucinku léciva)

ad.
T T

...0%etfeni bezpe¢nostnich rizik: SMPC a PIL vs. RIVIP

2

zneuzivani (vznik zavislosti, doping ve sportu); rizika dlouhodobého pouzivani (tzv.
long-term use); rizika pouziti v neschvalené indikaci (tzv. off-label use); interakce
(strava); riziko pouziti v populacich vyrazenych ze studii; chyby pfi medikaci (tzv.
medication errors), vyskyt dosud nezndmych nezadoucich ucinkt (class effect) ad.

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Bezpecnostni rizika?

%, zachazeni s bezpecnostnimi riziky v ramci RIVIP:
- definice jiz znamych rizik LP
- identifikace a definice nové zjisténych rizik LP
- popis zpusobu minimalizace téchto rizik
- popis zpusobu hodnoceni efektivity opatreni
k minimalizaci rizik

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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QNQNQ

Q

Bezpecnostni rizika®

GVP Module V - Risk management systems (Rev 2)
important risk: mozny dopad na pomér prinosu a rizik daného LP
identified risk 2 important identified risk

- dostate€ny dukaz pro souvislost s uzivanim LP; vyZzaduje dalSi hodnoceni
(PhV Plan) a ,,risk minimisation activities” (SmPC, edukacni materialy)

- prokazano v preklinickych studiich a potvrzeno klinickymi udaji

- nezadouci reakce zachycena v klinickych/epidemiologickych studiich
(signifikantni rozdil oproti kontrolni skupiné) ¢i spontanné hlasena
(dostatecné mnozstvi kvalitné zdokumentovanych pripadi)

potential risk 2 important potential risk

- moznad souvislost s uzivanim LP (existuje , podezreni); jeji potvrzeni by
mélo dopad na pomér prinosu a rizik daného LP; vyZzaduje dalSi hodnoceni
(PhV Plan)

- nezadouci reakce zachycenad ve studiich (rozdil oproti kontrolni skupiné
nedostatecné signifikantni) ¢i spontanné hlasend (malé mnozstvi pripadd,
nedostatecné zdokumentované pripady)

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Bezpeénostni rizikal®

> missing information

- ddlezita chybéjici informace - mize mit dopad na pomeér
prinosl a rizik LP = bezpecénostni profil se mlze lisit

- populace vyloucené z klin. studii: déti, populace se
specifickym organovym postizenim, tehotné a kojici zeny,
starsi osoby

- predpokladany zpusob pouzivani dosud bez znamych
dat/zkusenosti (off-label use, long-term use)

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Bezpeénostni rizikal®

s, Safety concerns (SCs)
- vyznamna rizika (important risks)

- definovany v RMP (part II, module SVIII ,,Summary of the
safety concerns®)

< vysledky bezpecnosti z jednotlivych fazi vyvoje LP (faze
preklinickad/klinicka/postmarketingova)

- ne vSechny nezadouci reakce jsou v daném terapeutickém
kontextu povazovany za rizika daného LP = SCs (SmPC vs. RMP)

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Legislativni zaklad(1)

Directive 2001/83/EC (¢l. 1(28), 8(3), ¢l. 22a, 22c, 104, 106c, 127a)
Commission Implementing Regulation (EU) No. 520/512

(¢l. 30, 31, 32, 33, Annex 1)

Regulation (EC) No 726/2004 (¢l. 6, 9(4), 10a, 23(3), 26(c))

Regulation (EC) No 1901/2006 — pediatricka populace (¢l. 34)
Regulation (EC) No 1394/2007 — LP pro moderni terapii (ATMP) (¢l. 14)

GVP Module V — Risk management systems (Rev 2)
GVP Module XVI — Risk minimisation measures (Rev 2) —aRMM (EM)

Zakon ¢. 378/2007 Sh., Zakon o lécivech
Vyhldska €. 228/2007 Sb., o registraci |éCivych ptipravk(

QNG

DOOE OO
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' SO KL PLAN RIZENI RIZIK (RMP) 12

GVP Module V (Rev 2)(1)

%, r. 2005: navod Volume 9 o

H MA EUROPEAN MEDICINES AGENCY
~ r.2012: ,,IOrvnl” GVP Module V

28 March 2017
¢ EMA/838713/2011 Rev 2
Guideline on good pharmacovigilance practices (GVP)

J/ Z m é ny a a kt u a | i Za Ce Module V - Risk management systems (Rev 2)
\l/ Date for coming into effect of first version 2July 2012

Date for coming into effect of Revision 1 28 April 2014

aktualni verze (Rev 2): 28 March 2017 e

raft Revision 2 agreed by the European Risk Management Facilitation
Group (ERMS FG)

)

- zména pfistupu k safety concerns (SCs) a jejich poregisteaeni rekiasifikaci=

- nové rozdéleni ,risk minimisation measures” (RMI‘&,:{R

Oversight Group (EU POG)

- aktualizace templatu RMP (omezeni duplikace dat:ﬂdzmﬁgo.mm[’ —

larch 2017

irelevantnich informaci, U prava ann exu ); B st s et ot s 121 s

VP Modu\e V Rev 1 will b& accepted for a furlhel 6 months, and all other RMP submissions (includina

- Uprava pozadavk( dle typu Zadosti o registraci LP (tzv. legal basis)

- vyuziti elektronického formatu (eCTD; odkazy na pfislusné casti
dokumentace — klinicka a preklinicka ¢ast);

- a dalsi zmény

n 2 agreed by the EU Network Pharmacovigilance 23 March 2017

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019



SU KL PLAN RIZENI RIZIK (RMP) 13

Format a struktura RMP (1)

Guidance on the format of the risk management plan (RMP) in
the EU — in integrated format (31 October 2018)

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

https://www.ema.europa.eu/en/human- regkm torv/marketmg—

ober

l]1 2018 Revp.0.1 am:om anying GVP Module v Rev.2
ci ii

authorisation/pharmacovigilance/risk-management/is: nagément-plans

Guidance on the format of the risk management plan
(RMP) in the EU - in integrated format

General consideration and guidance
This guidance should be read in conjunction with GVP module V.

According to GVP module V, the aim of a risk management plan (RMP) is to document the risk
management system considered necessary to identify, characterise and minimise the important risks of
a medicinal product. To this end, the RMP contains:

= the identification or characterisation of the safety profile of the medicinal product, with
emphasis on important identified and important potential risks and missing information, and
also on which safety concerns need to be managed proactively or further studied (the ‘safety
specification’);

« the planning of pharmacovigilance activities to characterise and quantify clinically relevant
risks and to identify new adverse reactions (the 'pharmacovigilance plan’);

= the planning and implementation of risk minimisation measures, including the evaluation of the
effectiveness of these activities (the ‘risk minimisation plan’).

Throughout this document, please be as concise as possible and ensure the content is scientifically

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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¢ SL’J KL PLAN RIZENi RIZIK (RMP) -

Format a struktura RMP(2)

% 7 Casti (Part I, 11, 1Il, IV, V, VI, VII)
= Part Il: 8 modulll (Module Si, SiI, Sili, SIV, SV, SVI, SVII, SViIl)

-

Part I Product(s) overview

Part IT Safety specification

Module SI Epidemiology of the indication(s) and target population(s)

Module SIT MNon-clinical part of the safety specification

Module SIIT Clinical trial exposure

Module SIV Populations not studied in clinical trials

Module 5V 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 IIT Pharmacovigilance plan (including post-authorisation safety studies)

Part IV Plans for post-authorisation efficacy studies

Part v Risk minimisation measures (including evaluation of the effectiveness
risk minimisation activities)

Part VI Summary of the risk management plan

Part VII Annexes

© 2019 STATN[ USTAV PRO KONTROLU LECIV
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¢ SL’J KL PLAN RIZENI RIZIK (RMP) -

Obsah RMP(1)

RMP =, active substance-based document”

= 1 Ucinna latka = 1 RMP (vice LP, rGzné |ékové formy — prehlednost
uvedenych informaci, zda se tykaji vSech LF/pouze jedné LF)

,integrated overview/discussion”
strucnost, jasnost, bez duplikace informaci

pfimost a konkrétnost (format data tzv. milestones: dd/mm/rrr; NE
,when available“/, second half of 20xx")

konzistence udajd (RMP vs. dokumentace)

RMP version number: 0.1,0.2,0.3-1.0-1.1, 1.2,...(nové Cislo pfi
predlozeni kazdé aktualizované verze — Cislo schvdleného RMP)

data lock point (DLP), date of final sign-off,...

Q

QNQNG

QNQ

Q
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fe, SUKL

Product

0. Full MA application
1. Generic product
2. Informed consent product

3. Hybrid product

6. Biosimilar product

CMDh website

PLAN RIZENI RIZIK (RMP) 16
Summary of minimum RMP requirements for initial marketing
authorisation applications (GVP Module V (Rev 2): V.C.1.)

Part |Part Part Part
CEEEEEEE
v v vV v VY Y v v VY
v vV Vo Y
v v vV vV v oV Vv VY
v t vV vV V [ V¥
4.3a. Fixed combination product — new active substance v T T T T T T A0 VAR VAR VARV
4.b. Fixed combination product — no new active substance V' o oar A VA S ¥
5. Well established medicinal use product v v vV VW
v vV Vv Vv ¥V ¥ v vV VvV V¥
Vv = applicable/relevant
+ = relevant only if “originator” product does not have an RMP and its safety profile is not published on
* = relevant only when a PAES was imposed for the “originator” product
| = statement of alignment of safety information in PI is sufficient
t = requirements based on risk proportionality principle, addressing new data generated or differences
with the "originator” product
T = focus on the new active substance
20.3.2019
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Obsah RMPQ3)

Part I: Product(s) Overview
%, zakladni charakteristika (aktualnost, presnost)

>, ucinna latka, kod ATC, jméno zadatele rozhodnuti o
registraci, mechanismus ucinku, indikace, davkovani,
|ékova forma a sila, ...

, nazev LP/vsech LP zadatele obsahujicich stejnou
ucinnou latku

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Obsah RMP©4

Part Il: Safety specification

s Part Il: Module SI — Epidemiology of the indication(s) and
target population(s)

- zakladni Udaje o dotéeném onemocnéni (tj. indikace):
incidence, prevalence, komorbidity, mortalita, vysledek
(neléceného) onemocnéni, rizikové faktory

- existujici moznosti lécby (prevence, zmirnéni progrese)

- popis relevantnich nezadoucich ucinku (frekvence,
charakteristika)

© 2012 STATN[ USTAV PRO KONTROLU LECIV 15.3.2019
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Obsah RMPV)

%, Part Il: Module SIl — Non-clinical part of the safety
specification

- prehled vyznamnych neklinickych zjisténi a dat

- toxicita (jednorazova/opakovana/dlouhodoba expozice; poruchy
reprodukce, vyvojové vady, karcinogenita)

- farmakologie vztahujici se k bezpec€nosti (jednotlivé organové
systémy)

- zavaznda/vyznamna neklinicka zjisténi =2 important
identified/potential risk (pro urcitou populaci) X diskuze téchto
zjisténi

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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f.~ SL'J KL PLAN RIZENI RIZIK (RMP)

Obsah RMP(©)

% Part Il: Module SlIl — Clinical trial exposure
- prehled informaci o pacientech zahrnutych do klinickych studii

(vékové kategorie, pohlavi, rasa)

- velikost populace, zastoupeni zvlastnich populaci (tehotné a kojici

zeny, imunodeficience)

- indikace, davka, doba expozice

- tabulky/grafy

- poolovana data (pacienti
zahrnuti ve vice studiich; ,,pouze
jednou®)

- zadost o novou indikaci/lékovou
formu — prislusna data uvedenai
samostatné (na za¢atku modulu)

© 2019 STATN[ USTAV PRO KONTROLU LECIV

Age
Baseline Characteristics 18-34 years old 35-54 years old = 5564 years old »=f5 years old Total
(N=80) (N =48) (N=28) (N =25) (N =188}
n %) n (%) n (%) n (%) n (%)
Sex
Malz B3 (70.0) [ 20(83.0) 15 (53.6) 12(48.0) | negan
Female 27 (30.0) [ 17(37.0) 13148.4) 13 (52.0) [ g
Race
White 67 (74.4) BELT 23(8L1) 22 (88.0) 145 (767)
Black Or African American 4i44) 1§2.2) 1(28) 1{4.0) 7(3.1)
American Indian Or Alaska Native 0(0.0) 12.2) 0{0.0 0{0.0) 1(0.5)
sian 333 2(4.3) 000} 140 6(3.2)
Native Hawaiian Or Other Pacific |slander {11 0(0.0) 0{0.0) 010.0) 1{0.5)
Other 2(89) 1(2.2) 0(0.0y 0.0 048
Missing/Unknown T(1.8) B(174) 4(14.3) 14.0) 20 (10.8)
Baseline ECOG performance
0 31(344) 16 (34.8) 10(35.7) T(280) 84(33.9)
1 46 (51.1) 10 (413) 15 (53.6) 13 (52.0) g3(40.2)
»=2 12{13.3) 11(239) 3(10.7) 5(200) 31 (164)
Missing (1) 0(00) 1(0.0) 0(0.0) 1(0.5)
Exposure]
Number of started cycles
n i) 48 8 pii 168
Mean 201 1.87 1.88 240 a0
30 125 118 108 1.55 125
Median 200 1.00 1.50 200 200
Qi.a3 1.00,2.00 1.00, 2.00 1.00, 2.50 1.00,3.00 1.00, 3.00
Min, Max 10,60 10,50 10,50 1.0,50 10,60
Page 1of2
Safety Analysis Set includes subjects who received at l=ast one dose of investgational product.
20.3.2019
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Obsah RMP(?)

%, Part Il: Module SIV — Populations not studied in clinical trials

- ,inclusion critera“ X ,,exclusion criteria”“ (odlvodnénti)

- missing information: ,,if the product is expected to be used in
populations not studied“/,, available information is insufficient to
determine...”

- important (potential) risk: ,there is evidence that use in excluded
populations is associated with undesirable...”

- zvlastni skupiny pacientt: déti, tehotné a kojici Zeny, starsi osoby,
pacienti s poruchou funkce ledvin/jater, pacienti s jinym stupném
postizeni oproti tém, ktefi byli zahrnuti v klinickych studiich

- geneticky polymorfismus, rasy a etnika

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Obsah RMP!7)

%, Part Il: Module SV — Post-authorisation experience
- postmarketingova expozice
- uvedeni dat dle jednotlivych indikaci

- data o jinych schvalenych LP obsahuijicich stejnou ucinnou latku
(od stejného drzitele)

- zvlastni populace, off-label use (prislusné pocty pacient()

- data o bezpecnosti LP obsahuijicich stejnou ucinnou latku (i mimo
EU): ,,actions taken by regulatory authority” (omezeni indikaci, nové
kontraindikace,...)

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Obsah RMP(®)

» Part Il: Module SVI — Additional EU requirements for the
safety specification

- potential for misuse for illegal purposes (rekreacni drogy) +
navrhované RMM (napr. zména velikosti baleni, zména vydeje)

- poregistracni data o jinych LP obsahujicich stejnou ucinnou latku
(i mimo EU)

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Obsah RMP®)

s Part Il: Module SVII — Identified and potential risks

- identifikace (a zdivodnéni) important identified/potential risk
+ missing information (SCs)

- potential harm from overdose; potential for risk resulting from
medication errors; potential for transmission of infectious agens;
potential for off-label use; potential for,class effect”; risks in
pregnant and lactating women ad.

- inicialni predlozeni RMP x predlozeni aktualizace RMP

- rizika nezahrnuta (,,not considered important for inclusion in
the...“) na seznamu SCs (list of safety concerns): rizika jiz obecné
znama v klinické praxi, rizika dostacujicim zplsobem reflektovana a
osetrena v ramci SmPC Ci jina rizika nevyzadujici dalsi FV aktivity ani
opatreni pro jejich minimalizaci

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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25

Obsah RMP(10)

- rizika zahrnuta (,,considered important for inclusion in the...“) na

seznamu SCs (list of safety concerns): rizika vyzadujici dalsi
hodnoceni (FV aktivity) Ci opatreni k jejich minimalizaci

(routine/additional)

s, Part Il: Module SVIII — Summary of the safety concerns

- tabulkovy prehled SCs (identifikace v ramci Module SVII)

- RMP pro vice LP: liSi se SCs? = ,,Summary of the SCs“ pro kazdy LP

7 v I

ZVI aSt Table SVIIL.1: Summary of safety concerns

Summary of safety concerns

Important identified risks

<List>

Important potential risks

<List>

Missing information

<List>

© 2019 STATN[ USTAV PRO KONTROLU LECIV
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26

Obsah RMP(11)

= RMP vs. PSUR (GVP Module V (Rev 2): V.B.11.)

PSUR: retrospective, integrated, post-authorisation risk-benefit
assessment

RMP: prospective, pre- and post-authorisation risk-benefit
management and planning

Identification and removal of SCs in the RMP:

Product safety specification

- SCs odstranéné z RMP

- dale sledovany v ramci PSUR & RMP

—-"""r:;gnitude smaller than expected
risks managed well

nothing can be further clarified/measured

~ HaRP project = projekt ,,sjednoceni SCs“

© 2019 STATN[ USTAV PRO KONTROLU LECIV
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27

Obsah RMP(12)

Part lll: Pharmacovigilance Plan (including post-
authorisation safety studies)
- charakterizace jiz znamych/novych vyznamnych rizik (SCs)
- zjiStovani efektivity opatreni k minimalizaci rizik (RMM)
- zpUsob hledani ,,missing information”
- nezahrnuje Cinnosti za ucelem prevence a minimalizace rizik (Part V)
- routine pharmacovigilance activities
- additional pharmacovigilance activities

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Obsah RMP(13)

~, Routine PhV activities
- vychazi z DIR a REG
- detekce signalli: popis viz PSMF (ne v rdmci RMP)

- specificka opatreni pro sbér/kontrolu/hodnoceni/hlaseni
spontannich hlaseni nezadoucich ucinkd (doporuceni PRAC, CHMP,
CMDh, NCA)

- popis pouze ,routine PhV activities beyond adverse reaction
reporting and signal detection”

- follow-up forms: dotazniky pro hlaseni specifickych nez. ucinku;
presny obsah a format viz Annex 4; ,,stejné” pro danou ucinnou latku
(od vice drzitelt)

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Obsah RMP(14)

- vySetfeni/testy: soucast bézné klinické praxe
Jano Jne

routine PhV activity additional PhV activity
=, Additional PhV activities
- neklinické a klinické studie
- poregistracni neintervencni studie (PASS)
- dlouhodobé sledovani pacientt z dané populace klinické studie
- souhrnna tabulka probihajicich a dokoncenych studii (Annex 2)

- protokol studie: predloZzeni v rdmci RMP (Annex 3); studie zahrnuté v ramci
PhV Plan, ulozené EMA/NCA/...

- tzv. milestones pro predlozeni finalni zpravy ze studie — viz PhV Plan
- registr: zahrnuti generickych LP (PASS pro originalni LP)...joint PASS

© 2019 STATN[ USTAV PRO KONTROLU LECIV 20.3.2019
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Obsah RMP(15)

a. zadost o novou registraci — nedostatek urcitych dat (specificka
populace vyrazena ze studii, tzv. long-term use)

b. po registraci — FV signal (rutinni sbér dat)

c. hodnoceni efektivity opatfeni pro minimalizaci rizik

In annex Study Supervised under
II of MA category

(CAPs (Phv B B
only) plan) Article | Article
107m | 107 nq

Type of activity

Imposed “Interventional™* a:ﬁs;z III-;D . Mandatory No —
PASS Non Yes. in and subject
] y to penalties
interventional annex IID P Yes Yes
Specific  “Interventional™ Yes, in Mandatory o -
e annex IIE C
obligation N Yes. i 2 and subject
on- es, in -
Y to penalties
interventional annex IIE P Yes Yes
"Interventional "* No — No No
Required _ 3 C
inter\r:'lgr?tional — enforceable Yes No

*Clinical interventional studies are subject to the requirements of Directive 2001/20/EC. Non-clinical interventional studies are
subject to the legal and ethical requirements related to the protection of laboratory animals, and Good Laboratory Practice as

appropriate.
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Obsah RMP(16)

Part IV: Plans for post-authorisation efficacy studies

- seznam poregistracnich studii uc¢innosti (PAES) — planované Ci
probihajici

- vyzadané EMA/NCA jako podminka registrace/specific obligations
- protokol studie — viz Annex 5
- nejsou-li vyzadovany zadné PAES - Part IV zlstane prdzdnd
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Obsah RMP(17)

Part V: Risk minimisation measures (including evaluation of the
effectiveness of risk minimisation activities)

- opatreni pro minimalizaci rizik spojenych s danym SC
Routine risk minimisation activities
- vztahuji se ke kazdému LP

- SmPC, PIL, oznaceni na obalu (tzv. labelling), velikost baleni, zptusob vydeje
(tzv. legal status)

Additional risk minimisation activities

- GVP Module XVI — Risk minimisation measures + GVP Module XVI Addendum | —
Educational materials

- podrobnosti o navrhovanych dalSich opatreni k minimalizaci rizik;
tzv. key messages (viz Annex 6)
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Obsah RMP(18)

oddvodnéni nutnosti zavedeni/pritomnosti/odstranéni aRMM
pravidelné hodnoceni efektivity opatreni k minimalizaci rizik
muze se liSit v ramci jednotlivych MS — aRMM na ndrodni Urovni

V.3 Summary of risk minimisation measures

Safety concern

Risk minimisation measures

Pharmacovigilance activities

<Safety concern
1>

<Routine risk minimisation

measures: >

Include only a list of elements from the

PhV Plan above

Provide only refarence to SmPC/PL
section (do not copy the completa

SmPC/PL wording) e.g.:
<5mPC section 4.1 and 4.8>

<SmPC section 4.4 where advice is
given on monitoring the liver
function>

<PL section 2>

<Pack size>

<Additional risk minimisation

maasures: > 2.4g.

<Hzalthcare Professional Guida>
<Patient guide >

<Surgeons’ checklist>
<Rehabilitation Manual>

<MNo risk minimisation measures>

< Routine pharmacovigilance activities
beyond adverse reactions reporting and

signal detection:>

<AF follow-up form for adverse

reaction>

= Additional pharmacavigilance

activities: >

< Study short name and
final study report due date>

“<MNone>
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Obsah RMP(19)

Part VI: Summary of the risk management plan

- verejna publikace: CAPs (+ EPAR; EMA); nékteré NAPs (NCA)
- srozumitelnost a vystiznost

- zakladni udaje o LP, indikace, prehledny souhrn SCs, rRMM + aRMM,
additional PhV activities

- prubézna aktualizace dle zmén RMP

Part Vil: Annexes to the risk management plan

- Annex 1 az Annex 8
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