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RMP -co to je

= Plan fizeni rizik: Risk management plan (RMP)
- podrobny popis systému pro fizeni rizik
- registracni dokumentace: modul 1.8.2
- vypracovani MAH; schvaleni EMA/NCA
- aktualizace (nova zjisténi, FV data apod.) —> Zivy dokument

RMP musi obsahovat nasledujici prvky:

a) identifikace nebo charakterizace bezpecnostniho profilu dotéeného/ych LP (safety
specification)
b) udajotom, jak ma byt bezpeénostni profil dotéeného/ych LP ddle charakterizovan
(pharmacovigilance plan, risk minimisation measures)

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

d) dokumentace poregistracnich zdvazkud, kterymi bylo rozhodnuti o registraci LP podminéno
(pharmacovigilance plan, risk minimisation measures)
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RMP- co to je

> RMP je predkladan za nasledujicich situaci:

- zadost 0 novou registraci: vzdy (kromé tradi¢nich rostlinnych pripravku
a homeopatik)

- kdykoli na zadost EMA/NCA

- jakdkoli zdvaind zména (dopad na B/R)

- nova indikace/ddvkovani/jiné zdsadni zmény v registraci
- predlozeni zavérecné zpravy ze studie (vliv na RMP)

- PSUR < updated RMP...predlozeni spolu s PSUR
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Bezpecnostni rizika

=, zachazeni s bezpecnostnimi riziky v ramci RIVIP:
- definice jiz znamych rizik LP
- identifikace a definice nove zjisténych rizik LP

- popis zpusobu minimalizace téchto rizik

- popis zpusobu hodnoceni efektivity opatreni
k minimalizaci rizik
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Bezpecnostni rizika

GVP Module V - Risk management systems (Rev 2)

LT

Q)

activities” (SmPC, edukacni materialy)

important risk: mozny dopad na pomér pfinosu a rizik daného LP = important identified risk

- dostatecny dukaz pro souvislost s uzivanim LP; vyzaduje dalSi hodnoceni (PhV Plan) a ,,risk minimisation

- prokazano v preklinickych studiich a potvrzeno klinickymi udaji

- nezadouci reakce zachYcené v klinickych/epidemiologickych studiich (signifikantni rozdil oproti kontrolni
skupiné) ¢i spontanné hi3

asena (dostate¢né mnoizstvi kvalitné zdokumentovanych pripadu)
potential risk 2 important potential risk

- moZna souvislost s uzivanim LP (existuje ,podezfeni); jeji potvrzeni by mélo dopad na pomér pfinosa
arizik daného LP; vyZzaduje dalsi hodnoceni (PhV Plan)

- nezadouci reakce zachycena ve studiich (rozdil oproti kontrolni skupiné nedostatecné signifikantni)
Cispontanné hlasenda (malé mnozstvi pripadl, nedostate¢né zdokumentované pripady)
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Bezpecnostni rizika

>, missing information

- dUlezitd chybéjici informace - mize mit dopad na pomér pfinosu a rizik LP 2
bezpecnostni profil se muze lisit

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

- predpokladany zplsob pouzivani dosud bez znamych dat/zkusenosti (long-
term use)

- populace musi byt v ramci schvalené indikace (ne kontraidikovana populace)
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Bezpecnostni rizika

s, Safety concerns (SCs)

- vyznamna rizika (important risks)
- definovany v RMP (part I, module SVIII ,Summary of the safety concerns®)

- vysledky bezpecnosti z jednotlivych fazi vyvoje LP (faze preklinicka/ klinicka/
postmarketingova)

- ne vSechny nezadouci reakce jsou v daném terapeutickém kontextu
povazovany za rizika daného LP = SCs (SmPC vs. RMP)
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GVP Module V (Rev 2)

, r.2005: ndvod Volume 9
 r.2012:,prvni“ GVP Module V
Ng

J' zmény a aktualizace

N
=, aktudlni verze (Rev 2): 28 March 2017

- zména pristupu k safety concerns (SCs) a jejich poregistracni reklasifikaci;
- nové rozdéleni ,risk minimisation measures” (RMM);

- aktualizace templatu RMP (omezeni duplikace dat, odstranéni irelevantnich informaci, Uprava
annexu);

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

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

- a dalSi zmény
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Format a struktura RMP

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

https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/pharmacovigilance/risk-
management/risk-management-plans

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

31 October 2018
EMA/164014/2018 Rev.2.0.1 accompanying GVP Module V Rev.2
es Evaluation

Human Medicini

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

General consideration and guidance
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Format a struktura RMP

% 7 casti(Part i, 11, 111, 1V, V, VI, VII)
Part II: 8 modulu (Module SI, Sli, SliI, SIV, SV, SVI, SVII, SVIlI)

~

Part I Product(s) overview

Part IT Safety specification

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

Module SII MNon-clinical part of the safety specification

Module SIII Clinical trial exposure

Module STV Populations not studied in clinical trials

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 (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
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Obsah RMP

=, RMP =, active substance-based document” 1 4€innd latka = 1 RMP (vice LP, rizné lékové formy —
prehlednost uvedenych informaci, zda se tykaji vSech LF/pouze jedné LF)

=, ,integrated overview/discussion”

=, strucnost, jasnost, bez duplikace informaci

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

=, konzistence udaji (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 schvaleného RMP)

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

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

Product Part |Part Part Part

I1I
o on [ o oo

0. Full MA application v VvV VY VvV VYV VY
1. Generic product Vv F oV OV O O W
2. Informed consent product A A A VA" A
3. Hybrid product v ot t L VAR VAR AR %
4.a. Fixed combination product - new active substance v T T T T T T Vv v v v v
4.b. Fixed combination product — no new active substance V' i A VA VA R B Y
5. Well established medicinal use product v LA A VA VA VAR
6. Biosimilar product v L A2 A VAR VA VA VA VAR VAR VA ¥

v = applicable/relevant

+ = relevant only if "originator” product does not have an RMP and its safety profile is not published on
CMDh website

* = 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
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Obsah RMP

Part I: Product(s) Overview

%, zakladni charakteristika (aktualnost, presnost a strucnost)

cinna latka, kod ATC, jméno zadatele rozhodnuti o registraci, mechanismus

~ U
ucinku, indikace, davkovani, lékova forma a sila,..

"~ ndazev LP/vSech LP zadatele obsahuijicich stejnou ucinnou latku
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Obsah RMP Part ll: Safety specification

%, Part Il: Module SI — Epidemiology of the indication(s) and target population(s)
(zakladni udaje o onemocnéni, moznosti |éCby, popis relevantnich nezadoucich
ucinku)

%, Part Il: Module SII = Non-clinical part of the safety specification - pfehled

vyznamnych neklinickych zjisténi a dat (toxicita, farmakologie vztahuijici se
k bezpecénosti)

% Part Il: Module Sl = Clinical trial exposure (prehled informaci o pacientech
zahrnutych do klinickych studii , poolovana data)
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Obsah RMP - Part Il: Safety specification

% Part Il: Module SIV — Populations not studied in clinical trials (zvlastni skupiny
pacientu, geneticky polymorfismus, ,, inclusion critera® X ,,exclusion criteria® -
odUvodnéni)

% Part Il: Module SV — Post-authorisation experience (postmarketingova expozice,
rizné indikace, zvlastni populace, off-label, data o bezpecnosti LP obsahujicich
stejnou ucinnou latku (i mimo EU): ,,actions taken by regulatory authority” -
omezeni indikaci, nové kontraindikace,...)

s Part Il: Module SVI — Additional EU requirements for the safety specification
(potential for misuse for illegal purposes (rekrea¢ni drogy) + navrhované RMM
napr. zména velikosti baleni, zména vydeje)
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Obsah RMP - Part Il: Safety specification

Part Il: Module SVII — Identified and potential risks

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

- 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 dostacCujicim
zpUusobem reflektovana a oSetrena v ramci SmPC ¢i jina rizika nevyZadujici dalsi FV aktivity
ani opatreni pro jejich minimalizaci
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Obsah RMP - Part Il: Safety specification

- rizika zahrnuta (,,considered important for inclusion in the...”) na seznamu SCs
(list of safety concerns): rizika vyzadujici dalsSi hodnoceni (FV aktivity) ¢i opatreni
k jejich minimalizaci (routine/additional)

Module SVIII - Summary of the safety concerns
- tabulkovy prehled SCs (identifikace v rdmci Module SVII)
- RMP pro vice LP: lisi se SCs? = ,Summary of the SCs“ pro kazdy LP zvlast

Table SVIII.1: Summary of safety concerns

Summary of safety concerns

Important identified risks <List>
Important potential risks <List>

Missing information <List>
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Safety concerns - RMP vs PSURs

= 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

ldentification and removal of SCs in the RMP:

Product safety specification

- SCs odstranéné z RMP RMP
edalle sledova ny v ramci PSUR magnitude smaller than expected

risks managed well
nothing can be further clarified/measured
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Safety concerns- HARP projekt

, Projekt pro harmonizaci RMP (safety concerns)
e dlvod:

* vysoka nekonzistence safety concerns (SCs) pro stejné ucinné latky s platnym rozhodnutim
O registraci

* obtizné vytvareni i hodnoceni SCs

* cil: sjednotit safety concerns u shodnych ucinnych latek a tim zjednodusit vytvareni
a hodnoceni RMP (pro drzitele i regulatorni autority)

=, Zhodnocené ucinné latky projektem HARP jsou uvedeny:

https://www.hma.eu/human-medicines/cmdh/pharmacovigilance/rmp/harp-
assessment-reports.html
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Obsah RMP

Part Ill: 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 ¢innosti za ucelem prevence a minimalizace rizik (Part V)
- routine pharmacovigilance activities

- additional pharmacovigilance activities

© STATNIi USTAV PRO KONTROLU LECIV e 17.03.2024
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Obsah RMP

Routine PhV activities
- detekce signall: popis viz PSMF (ne v rdmci RMP)

- specificka opatreni pro shér/kontrolu/hodnoceni/hlaseni spontannich hlaseni
nezadoucich ucinkt (doporuc¢eni PRAC, CHMP, CMDh, NCA)

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

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

- vySetreni/testy: soucast bézné klinické praxe
Jano dne
routine PhV activity additional PhV aktivity

Additional PhV activities

- neklinické a klinické studie

- poregistracni neintervencni studie (PASS)

- dlouhodobé sledovani pacient(l z dané populace klinické studie

- souhrnnad tabulka probihajicich a dokonéenych studii (Annex 2)

- protokol studie: pfedloZeni v rdmci RMP (Annex 3); studie zahrnuté v rdmci PhV Plan, ulozené EMA/NCA/...
- tzv. milestones pro predlozeni findlni zpravy ze studie — viz PhV Plan

- registr: zahrnuti generickych LP (PASS pro originalni LP)...joint PASS

© STATNi USTAV PRO KONTROLU LECIV e 17.03.2024
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Obsah RMP - studie v RMP

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

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

c. hodnoceni efektivity opatreni
pro minimalizaci rizik

© STATNi USTAV PRO KONTROLU LECIV e 17.03.2024

In a;mex Supervised under
- IT of MA
Type of activity (CAPs . .
only) Article | Article
107m | 107 nq
Imposed  “Interventional™* ves, In Mandatory No No
annex IID 1 -
PASS Non ves. in and subject
) : to penalties
interventional  annex IID . Yes ves
Specific  “Interventional™* J= Mandatory No No
S annex IIE -
obligation N Ves | 2 and subject
L = to penalties
interventional annex IIE P = U=
"Interventional™ No Legally No No
Required i i
Non No enforceable Yes No

interventional
*Clinical interventional studies are subject to the requirements of Directive 2001/20/EC. Non-dlinical 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

Part IV: Plans for post-authorisation efficacy studies

- seznam poregistracnich studii ucinnosti (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 prazdnd
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Obsah RMP

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
- vztahuiji se ke kazdému LP

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

Additional risk minimisation activities

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

- podrobnosti o navrhovanych dalSich opatfeni k minimalizaci rizik;

tzv. key messages (viz Annex 6)

© STATNIi USTAV PRO KONTROLU LECIV e 17.03.2024
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Safety concern

Risk minimisation measures

Pharmacovigilance activities

<Safety concern
1>

< Reutine risk minimisation

measures: >

Include only a list of elements from the

PhV Plan abave

Provide only reference to SmPC/PL
section (do not copy the complete

SmPC/PL wording) e.g.:
<SmPC saction 4.1 and 4.8>

<SmPC saction 4.4 whare advice iz
given on monitoring the liver
function>

<PL section 2>

“Pack size>

<Additional risk minimisation

Imeasures: > =.g.

<Healthcare Professional Guide>
<Patient guide>

<Surgeans’ chacklist>
<Rehabilitation Manual>

<MNo risk minimisation measures:>

<Routine pharmacovigilance activities
beyond adverse reactions reporting and

signal detection: >

<AE follow-up form for advarss
reaction>

< Additional pharmacovigilance

activities: >

< Study short name and
final study report dua data>

<None>




e, SUKL

Obsah RMP

Part VI: Summary of the risk management plan

- verejna publikace: CAPs (+ EPAR; EMA); nékteré NAPs (NCA) -> wording drZet v souladu
s Guidance

- 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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Legislativni zaklad

)

Directive 2001/83/EC (¢l. 1(28), 8(3), ¢l. 22a, 22c, 104, 106¢, 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

Vyhlaska ¢. 228/2007 Sb., o registraci |éCivych pripravk(

Q)

QENQEQENQENQENC

Q)
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DEKUJEME ZA POZORNOST

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

tel.: +420 272 185 111

e-mail: posta@sukl.cz

www.sukl.cz
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