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Disclaimer

» The following presentation reflects the personal views of the speaker and may not be
understood or quoted as being made on behalf of or reflecting the position of of Zentiva

* The speaker is employed by Zentiva Group, a.s. as Risk Management Lead
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Osnova

» Systém fizeni rizik, plan fizeni rizik
» Co, kdy, pro¢ a jak?
* Plan fizeni rizik
» Jak poznat a minimalizovat rizika
» Hodnoceni efektivity risk minimizaénich opatfenf
» Nastroje, strategie, trendy

* Interni a externi komunikace rizik lé¢ivych pfipravku
* Shrnuti
* Priklad

Systém frizeni rizik
Plan rizeni rizik

Co, Kdy, Pro¢ a Jak?
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System rizeni rizik, plan rizeni rizik
Systém fizeni rizik (Risk Management System) - RMS
O Soucast farmakovigilan¢éniho systému
O Soubor farmakovigilangnich (PV) CINNOSTI (aktivit) a OPATRENI (z4dsah(l) uréenych k:
« identifikaci, popisu, prevenci a minimalizaci rizik spojenych s l&Civym pfipravkem (LP),

« vcetné hodnoceni miry Gi¢innosti téchto ¢innosti a opatreni
¢ ..cyklus

Plan fizeni rizik (Risk Management Plan) - RMP

¢ PVdokument (Modul 1.8.2. registra¢ni dokumentace)

* Podrobny popis systému fizeni rizik pro konkrétni produkt (molekulu)

* Obsahem pfiméreny
o zjisténym (,identified“) a moznym (,potential“) rizikim konkrétniho LP v konkrétni dobé
o potiebé ziskavani poregistraénich tidajd o bezpeénosti
o potiebé risk minimalizaCnich opatfeni

* Vznika pfi vyvoji LP, pfedklédda se pfi registraci LP, aktualizace v poregistracni fazi
o Vyznamnd zména informaci (oproti sou¢asné RMP verzi)
o Vyznamna zména v poméru pFinos/riziko
o Navyzadani autority

o Prospektivni, dynamicky dokument

o Transparentnost
o Centralizované procedury - na EMA v ramci EPAR publikovdn RMP body + Annex 4 + Annex 6
o SUKL zac¢ina publikovat Souhrn plant fizeni rizik (SRMP) pro LP registrované po 1.9.2025
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Vyznam risk managementu:
O Zajistit pro kazdy léCivy pfipravek, aby jeho prospéch
prevysoval rizika v nejvy$Sim mozZném rozsahu a to

Poznat a popsat riziko

d
>

charakteristika bezpec¢nostniho profilu

pro: » farmakovigilan¢ni plan/aktivity
— Jednotlivce
— Celou populaci
O Snizit / vyloudit riziko
Risk » minimalizace/prevence
» risk minimaliza¢ni plan/opatfeni
Unacceptable » komunikace
risk

O Hodnoceni opatieni a komunikace

Acceptable risk U RMP up-date

Benefit
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Struktura EU-RMP

Charakteristika
bezpeénostniho profilu

igilanéni plan
rmakovigilanéni aktivity k
ziskani dalsich adaji o .
bezpeénosti

Risk m izacni plan

* Opatieni k
prevenci/minimalizaci rizik LP .
ahodnoceni jejich uginnosti

Part I: Product(s) overview

Part II: Safety Specification

Module SI Epidemiology of the indication(s) and target population(s)
Module SIl Non-clinical part of the safety specification

Module SliI Clinical trial exposure

Module SIV 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 SVIIl Summary of the safety concerns

YVVY VVVYY

Part lll: Pharmacovigilance plan
Part IV: Plans for post-authorisation efficacy studies

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

Part VI: Summary of the risk management plan

Part VIl: Annexes

Annex 1: N/A
Annex 2: Tabulated summary of PV study programm

Annex 3: Protocols of proposed, on-going and completed studies in the PV plan
Annex 4: Specific adverse event follow-up forms

Annex 5: Protocols of proposed and on-going studies in RMP part IV

Annex 6: Details of proposed additional risk minimisation activities

Annex 7: Other supporting data including referenced material

Annex 8: Summary of changes to the RMP over time
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EUROPEAN MEDICINES AGENCY

B4 e 20,1 scampanyos 0 Mot Y 2

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

2 medical produt. Tothis end,the RHP conais:

Spectiction’;

Plan rizeni rizik

Jak poznat a minimalizovat rizika

Hodnoceni efektivity risk minimiza¢nich opatfeni

Nastroje, strategie, trendy
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RMP - bezpecnostni specifikace/profil (Part Il)

Otazky kladené pfri sestavovani bezpecnostni specifikace:
2 Mariziko klinicky dopad (jaky je jeho vlivna pomér p¥inos/riziko)? Informace v bezpeénostni specifikaci RMP by
2 Jeriziko dillezité v terapeutickém kontextu? meély odpovidat:

? Jeriziko tfeba lépe poznat/popsat? (délka na trhu, zkuSenosti?) * potiebé ziskavat dalsi poregistraénf data

* potiebé minimalizovat riziko dal§imi opatfenimi -

? Jeriziko tfeba lépe komunikovat? (respektovano, aplikovano do praxe...?)
nad rdmec rutinnich...

— Rizika zahrnutd do RMP:

v' Dopad na pomér pfinos/riziko

v’ Wyzadujici dodatecné farmakovigilanéni aktivity nebo (farmakovigilanéni plan)

4 VE/,ia)dujici dodatec¢né (additional) risk minimalizacni opatfeni nebo specificka klinicka opatfeni/monitoring (risk minimiza¢ni
plan

RMP Safety concerns / Rizika
* Important identified risks / DilleZita identifikovana/zjisténa rizika
* Important potential risks / Dalezita potencialni/mozna rizika

* Missing information / Chybéjici informace

Identified risk An untoward occurrence for which there is adequate evidence of an association with the medicinal product of interest

Potential risk An untoward occurrence for which there is some basis for suspicion of an association with the medicinal product of interest but where this association has not been confirmed
Important i ified or ialrisk Ani ified risk or potential risk that could have an impact on the risk-benefit balance of the product or have implications for public health

Missing information Gaps in knowledge about a medicinal product, related to safety or use in particular patient populations, which could be clinically significant.
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Priklad

Apixaban (Eliquis®, Bristol-Myers Squibb / Pfizer EEIG); generika

. . EPAR/eliqui
Antikoagulancia, antitrombotika, pfimé inhibitory faktoru Xa, ATC kéd: BO1AF02
EU autorizace 18/05/2011

Soucasny RMP (V 22.1 published 29/09/2025)

Summary of safety concerns (Part Il, Module SVIII)

Important identified risks Bleeding

Important potential risks Liver Injury
Potential risk of bleeding or thrombosis due to overdose or underdose

Missing information Use in patients with severe renal impairment

https://www.ema.europa.eu/en/documents/rmp/eliquis-epar-risk-management-plan_en.pdf

C2-Internal
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RMP - Farmakovigilanc¢ni plan (Part l11)
Slouzi k: Katergorie 1
* Identifikaci a dalSimu popisu bezpe&nostnich rizik « Imposed as condition of MA
* Hodnoceni efektivity risk minimalizaCnich opatfeni
+ =SBER DAT Kategorie 2
* Specific obligation (conditional MA or MA under
exceptional circumstances)
. " . Dodateéné (additional) PV
Rutinni PV €innosti aktivity (Ginnosti)
* Required in the RMP (to investigate safety concern or
evaluate the effectiveness of risk minimisation
activities)
Pro vdechny produkty: Preklinicks, klinické studie ]
- case management
| :g:g;zﬁ;zr‘m:glﬁerﬁg PASS - nastroj aktivni farmakovigilance
N . N = studie, tykajici se registrovaného LP provadéna za ucelem:
\Nebyvail’mzepisovényVRMP Poreg'ftrac".' studie . zjisténi/ popsani/ kvantifikace bezpe&nostniho rizika
bezpeénosti (PASS) . upfesnéni/ doplnéni/ potvrzeni bezpe¢nostniho profilu LP
- Survey . zjisténi miry G€innosti opatieni provadénych v ramci fizeni rizik (efektivity)
— . - Drug Utilization Study (DUS)
Specifické dotazniky - Registries Neintervenéni PASS = LP pouzivéan v souladu s podminkami registrace
— (Specific Follow-up T *  pouziti LP neni uréeno zafazenim pacienta do studie, ale rozhodnutim lékafe
Questionnaires) . bez dodate&nych diagnostickym/monitorovacich postupt
- . analyza ziskanych dat epidemiologickymi metodami
. bez propagace/marketingu
C2-Internal
Priklad — Specificky follow-up dotaznik
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Priklad — Poregistracni studie - PASS

Apixaban (Eliquis®, Bristol-Myers Squibb / Pfizer EEIG)

» Evaluation of the effectiveness of apixaban risk minimisation tools in Europe (EUPAS10443)
» effectiveness study, non-interventional study (design: cross-sectional)

* primary data collection

* EU RMP Category 3 (required by regulatory body)

* Objective: ,,The primary objective of this study is to evaluate the effectiveness of the Eliquis®
and in terms of knowledge of the important identified
risk of bleeding associated with Eliquis treatment communicated by the RM tools.”

* Finalised (removed from Part lll of RMP; not an ongoing activity)

https://catalogues.ema.europa.eu/node/1491/administrative-details
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RMP - Opatreni ke snizeni/zvladani rizik (Part V)
(Risk Minimisation Measure = RMM)

Opatreni ke snizeni/zvladani rizik:

O zasah, jehoz cilem je nezadoucich uéinkd spojenych s expozici léCivému
pfipravku, , nebo na pacienta, pokud k
nezadoucimu ucinku dojde.

O dvé slozky
v" RMM sdéleni/podstata: klicové informace (tj. nikoli celé znéni) o riziku a o opatfenich, ktera maji byt pfijata
zdravotnickym pracovnikem nebo pacientem za Ucelem sniZeni rizika;
v’ verbalni
v' nonverbalni

v" RMM nastroj: prostiedek, kterym jsou RMM sdéleni Sifena a kterym je podporovano a/nebo kontrolovano
dodrZovani zamyslenych opatieni ke snizeni rizika; tento ndastroj spada bud do kategorie rutinnich, nebo
dodatecnych opatreni ke snizeni rizika.

* RMM material predstavuje finalni individualni opatfeni ke snizeni rizika, véetné jeho iplného znéniv
mistnim jazyce/jazycich, tak jak bylo schvaleno pfislusnymi regulacnimi organy.

C2-Internal
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RMP — RMM nastroje

Edukaéni materialy
SPC /PL/Oznaceni na obalu
Velikost balenf{
ZpUsob vydeje Rx/ OTC
Preskripéni omezeni
Formulace, lékové forma,
medical device...

- Kontrolni checklist

- Formuléf pro dialog

- Pacientské karticky

- Pacientsky denik pro minimalizaci rizik

Kontrolni nastroje

- Kvalifikace zdravotnickych pracovnik(
- Akreditace zaizeni

- Traceability /sledovatelnost

- Pfedpis vazany na vysledek testu

~

- Edukaéni brozury pro zdravotniky nebo pacienty |

—[ Specificka klinicka opatfeni ]

Kontrolni programy (nap¥. program prevence
poc&eni) - kombinace nastroji

' ¢

Cilem je pozitivni vliv na znalosti a chovani pacientti /
zdravotnickych pracovnik(i vedouci k optimalizaci
klinickych vystuptl

Q wbér vhodnych a imérnych nastrojti / jejich kombinace
Q jejich integrace v lokalnim zdravotnim systému
Q ddiraz na jednoduchost, icelnost; nikoli zatéz

periodicita
DHPC miize byt pouZit jako komunikaéni
néstroj k podpofe rozsifeni RMMs

USité na miru zdravotnimu systému zemé
(schvalené autoritou)

Komunikaéni plan:

cilova populace, distribuéni cesty,

»Potfeba pokracujicich opatfeni ke snizeni rizik by méla byt pravidelné prezkoumavana
a ucinnost téchto opatfeni hodnocena.”

] \ Hodnoceni efektivity (dosazeni jasné definovanych cild):

C2-Internal

PFiméfens riziku Ugastnici;
(o;_:révné'né’, * lékova autorita
odlivodnéné)

« drzitele registrace
« zdravotnicti pracovnici
* pacienti

Konzistentni pfistup
riznych MAH se
stejnou téinnou

latkou...

Pro LPs schvélené
necentralizované muze byt
jejich potfeba a obsah
schvalena na trovni
&lenskych stath

RMP up-date:
zména / rozsiteni
RMMs /odstranéni

aRMMs

> distribuce (dosazeni cilové populace)
znalost, zména chovani, dodrzovani instrukci (osvojeni
informaci, utvareni postojt)
klinické vystupy

Trendy komunikace - Digitalizace
Elektronicka produktova informace; edukacni
materidly, instruktazni videa
QR kédy, weboveé stranky, aplikace

e-Healthcare, e-Prescription (pop-ups)

Patient-centric ((¢ast na tvorbé, feed-back)

Communication excellance (smérem k pacienttim)
« Effective, innovative, (regulated)

Hodnoceni efektivity implementace RMMs

Rutinni RMM jsou monitorovany prostfednictvim rutinnich / standardnich farmakovigilan¢nich ¢innosti.

Dodate¢né RMM jsou hodnoceny prostfednictvim postautorizaénich studii bezpecnosti (PASS).

PASS:

«» Hodnoceni by mélo obvykle probéhnout nejprve béhem 12-24 mésicl po implementaci a nasledné

znovu do 4 let pro komplexni posouzeni.

» Vysledky jsou dokumentovany v RMP a pravidelnych zpravach o bezpeénosti (PSURs)

«» Vysledky slouZi jako podklad pro pfipadné Upravy opatfeni k Fizeni rizik (RMM).

C2-Internal
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Hodnoceni efektivity implementace RMMs

Klicové porozuméni kontextu: —— ‘ evaluatio
Poutziti lé¢ivého pfipravku
Management onemocnéni
Celkovy klinicky kontext Health Non-targeted
Zdravotnické prostfedi a procesy outcome effects
Typické prostfedi pacienta
Okolnosti a procesy poskytovani péce
Individualni a systémové faktory A 4
usnadiujici nebo branici implementaci '“,",':;:J“ Knc ge = =

st o 7 Attitude - e

Effectiveness of risk minimisation

« Targeted Evaluation measures
individuals’
beliefs
= feasibilita * Motivation for * Patient health
L o o . . * Risk change outcomes
= limity pfistupl a zdrojovych dat i i chapat
zamyslené i nezamyslené dopa * Risk factor compliance * Prevented
. L [t d d f;
* nastaveniprahovych hodnot * Dissemination awareness * Patterns of birth defects
. o i i use (targeted * Patient
= Interpretace vysledkl _"‘e"'_“ :“".“a'"mi ‘M( 2 i
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Hodnoceni efektivity implementace RMMs
Primarni data: Data shromé&zdéna speciélné pro danou studii ‘
r—>

(napf. dotazniky, rozhovory).

Sekundarni data: JiZ existujici data pouZita pro analyzu (napf.
zdravotni dokumentace, Udaje z pojisténi). Behaviour Health Non-targeted
- outcome ’ effects
Hlavni zdroje dat:
Rozhovory / Fokusni skupiny: Hloubkové poznatky od
pacient( a zdravotnickych pracovnikd.
Dotazniky: Standardizovana data od cilovych populaci.
Registry: Sledovani specifickych skupin pacient( v ase. . 1 )
Zdravotni dokumentace: Hodnoceni dopadu opatieni k Effectiveness -
fizeni rizik (RMM) na preskripci a zdravotni vysledky.
Administrativni udaje z pojisténi: Analyza vzorctl uzivani Evaluation methods
LéCiv.
Propojovani zaznamu: Kombinace vice datovych zdrojd pro
komplexni vhled.
» (Before/after) = (Before/after) .

* Case study cross-sectional time series Kombinace

* Surveys study * Registry based kvalitativnich a
Volba datovych zdroji: » Dissemination * Semi- *Drug cohort study kvantitativnich
Na zékladé relevance, dostupnosti, kvality dat a metrics structured utilisation * Chart review pFistup/metod
reprezentativnosti za Gi¢elem efektivniho hodnoceni. * Web statistics interviews study * ADR i

Lm * Focus group ) tu\mmuw ) &M -

-gvp-module-xvi-addendum-ii-methods-evaluating-effectiveness-



https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-risk-minimisation-measures-rev-3_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-addendum-ii-methods-evaluating-effectiveness-risk-minimisation-measures_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-addendum-ii-methods-evaluating-effectiveness-risk-minimisation-measures_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-addendum-ii-methods-evaluating-effectiveness-risk-minimisation-measures_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-addendum-ii-methods-evaluating-effectiveness-risk-minimisation-measures_en.pdf
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Priklad - RMMs
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Apixaban (Eliquis®, Bristol-Myers Squibb / Pfizer EEIG)

5 PART V: RISK MINIMISATION MEASURES (INCLUDING EVALUATION
OF THE EFFECTIVENESS OF RISK MINIMISATION ACTIVITIES)
5.1 Routine Risk Minimisation Measures
Table 5.1 Description of Routine Risk Minimisation Measures by Safety

Concers

Safety concern _ Routine risk minimisation activities

Blecding l Routine risk communication: Textis included in the following sections of the STPC (o
communicate the risk of blecding with explicit description of measures to be taken to avoid
hacmorrhage and measures to b taken in the event of hacmorrhagic complications
Sections 4.2,43,4.4,4.5, 48,
Routine risk minimisation acti ecommending specific clinical measures to address
the risk: The SmPC provides explicit description of measures to take to avoid hacmorrhage
and messurs tobe takeninthe vt of hacmorthagic cumpx.cm.on,
Other ro d the Product jon: None
Routine risk communication:
SmPC Scctions 4.2, 4.3, 4 8
Rouin risk minimisation actvites recommending specifc cinical measures (o address
None

Liver Injury

‘measures beyond the Product on: None

Potential risk of _ Routine risk communication:

blecding or SmPC Scction 4.2

thromboss due - Routinersk minimistion actvites recommending speifc cliical measurest addess
the risk: The SmPC for cacl with the

trade name, packaging, I.xbclmk and distinguishing features of the markeied formions.
Spontancous reports of medication crrors will be closcly monitored to clarify the factors
involved in medication crrors, and will provide useful information on the context of
medication errors. This will guide futur risk mitigation actions

Other routine ris d the Product on: None

underdose

Routine risk communicati

Use in patients
SmPC Sections 4.2, 4.4, and 5

with severe renal
impairment

Routine risk minimisation activiti i ific clinical measures to address
the risk:

‘The SmPC provides the dosing recommendation for patients with severe renal impairment for
cach indication.

Other ro

beyond the Product ion: None

https://www.ema.europa.eu/en/documents/rm
p/eliquis-epar-risk-management-plan_en.pdf

Additional Risk Minimisat

Objectives/Rationale

Patient Card Objes

53 Summary Table of Risk Minimisation Measures

A summary of risk minimisation measures is provided in Table 5.3-1

Table 5.3-1:

Summary of Risk Minimisation Measures

Safety Concern.

To further rise awarencss of patents and! or d the
important identificd risk of b e treatment with apixaban and

management.

Ratisane fo th addionn sk wisimisuton st

Opportunity o carly management of
important identificd risk of blecding to maintain favourable lxmlu ot apixaban in
market use.

Target audience and planned distribution pa
Patients and! or caregivers. As of Apr 2015, the Patient Card has been included inside the
Eliquis product pack together with the Package Leaflct, which is now the primary mode of
distribution.

Plans to evaluate the effectiveness of the interventions uml criteria for success:

Routine pharmacovigilance activities will provide information on any changes in the
‘occurrence, severity, and outcome of the important xdcmmcd risk of bleeding as it relates to
the established safety profile, and will be reported in future regulatory safety reports (cg,
PSUR).

Study CV185-365, which cvaluated the efft fthe Eliquis additional RM tools
(Prescriber Guide and Patient Card) in EEA countrics, was completed in 2017. Based on the
results of this study, the MAH did not propose to make any modifications to the content of
the RM tools. The results were consistent with the objectives of the study and supported the
ffectivencss of the RM tools for their intended purpose. Hence, this additional PV activity
was considered completed.

Blecding

Risk Minimisation Measures Pharmacovigilance Activities

SmPC Sections 42,43, 44,45, 48,and 49 _

ies beyond adverse reactions
reporting and signal detection:
Postmarketing targeted  blecding
questionnaire

Additional risk .

Patient Card activites:

None

ANNEX 6 DETAILS OF PROPOSED ADDITIONAL RISK MINIMISATION ACTIVITIES

The Marketing Authorization Holder (MAH) shall ensure that in each Member State where Eliquis
is marketed, all healthcare professionals who are expected to prescribe Eliquis have access to/are:
provided with the following educational materials:

 Summary of Product Characteristics
o Patient Card

Al patients and/or caregivers of pacdiatric patients who receive Eliquis shall be provided with a
Patient Card (provided within each medicine pack).

Key Elements of the Patient Card

Signs or symptoms of bleeding and when to seck attention from a health care provider.
Importance of treatment compliance

Necessity to carry the Patient Card with them at all times

The need to inform healtheare professionals that they are taking Eliquis if they need to have
any surgery or invasive procedure

R

V pfedchozich verzich RMP
také ,,Prescriber guide“ jako

dodatec¢ny edukacni material
pro predepisujici lékare

C2-Internal

Interni a externi komunikace rizik

l&Civych pri

pravku

10
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Interni / externi komunikace rizik
(z pohledu drzitele registrace)

...v pribéhu cyklu lé&ivého pfipravku
...nejen prostfednictvim RMP (pfi tvorbé, aktualizaci, implementaci)

* Interni komunikace rizik
* vramci PV tymu i napfi¢ oddélenimi
» clinical/ medical/labeling / regulatory / business / ...
* globalnitym <> lokalni tymy

e Externi komunikace rizik
» Autority (scientific advice, schvalovaci proces)
» Lékafi, farmaceuti, zdravotnicky personal
¢ Produktova informace — SPC
* Edukacni materialy

Trendy komunikace - Digitalizace
 Elektronicka produktova informace; edukacni
materidly, instruktazni videa
QR kédy, webové stranky, aplikace
e-Healthcare, e-Prescription (pop-ups)

. P '. DHPC . 16 ,Pos!lenl vlivu Patient-centric (Uc¢ast na tvorbé, feed-back)
aCIenEI, peclo'vate € cilové populace Communication excellance (smérem k pacienttim)
* Pribalova informace, obaly na RMM tooly « Effective, innovative, (regulated)

* Edukacni materialy

Dllezita role lokalnich tym( pfiimplementaci a komunikaci opatfeni ke zvladani rizik

C2-Internal

Role lokalnich tyma pfi implementaci RMMs

* Pfiprava a implementace lokalnich material( dle lokalnich pozadavkl

* vybér néstrojli, obsah, format, komunikaéni plan (cilova populace, primarni a
doplrikové cesty implementace), nastaveni cilll (tresholds), hodnoceni
efektivity (na zakladé RMP a lokalnich pozadavk( autority)

* produkt specifické vs harmonizované materialy
e datované, verzované

* schvaleni lokalni autoritou

* implementace dle schvaleného planu

* sbér dat, trackovani, reportovani

* dokumentace
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CZ-Pokyny SUKL
PHV-7 (V2) PoZzadavky SUKL k vytvaieni, obsahu a distribuci edukaénich materialti uréenych pro zdravotnické
pracovniky a pacienty + Sablony (cover letter, distribuéni plan)

Edukaéni materialy (EM) pro zdravotnické pracovniky/pacienty

Dlezité sdéleni pro zdravotnické pracovniky/pacienty

Distribuované za u¢elem sniZeni rizik a zlepSeni poméru pfinosa a rizik LP - ;:".;{ﬂ;,;iﬁ s G e fomin B Seman
Dopliujici, upfesiujici ¢i rozsifujici informace o LP obsazené v SPC/PL (nikoli duplikace!) %j‘;ﬁfg;‘;]‘;‘jf;ﬁf” Pl ks GO rin
Na zékladé rozhodnuti autority (EMA, SUKL), nebo na zakladé navrhu MAH pro opatieni ke snizeni o Forma distribuce:

rizik i ot s o sspes
Standardni oznaceni a forma (odli$né od promo-materialtl) e et s

Mohou byt produkt-specifické nebo harmonizované
Popis zptisobu hlageni NU

Verzovany, datovany

https://www.sukl.cz/leciva/phv-7-verze-2

EM pro zdravotnické pracovniky EM pro pacienty i i i i) e el & dper ed g0
SURLem.

EDUKACNI MATERIAL

Distribuéni plin
Distribuce edukacnich materidli pro <nizev pipravkuii + icinn litka> / lécivé
pipravky obsahujici <itinn litka>

o Distributa seznam:
- potet jednotlivych ékafb v konkrétnd uvedenyich specializacich / pocet jinjch

* odbomi  zistupei  spolefmosti  pipravemi  dodat  dalii
materidly/ pribézné dopliovini EM odbornjmi  zistupei pfi
ndvitévich lékafe / dopliovéni EM na Zadost lékafe

* pravideiné dotazovini 1ékaf / jinjch zdravotnickich pracovnikh na
dostatetnost pocty vitiskl EM

. pot Fednictvi i leénosti budou
pravidelnt / minimélné <xkrdt> fotué zajiitéay vitisky edukalaich
dmateriti

* distibuce bude interné sledovina a zamamenivina pro piipad
inspekee
- Doptikovy zpiisob distribuce:
= webové platformy/mobilai aplikacevidea (Pozn.: Neni vidy nutné, aby
doplikové zpisoby distribuce byly odsouhlaseny SU ni viak
moné, aby tyto internetové strinky/mobilni platformy/aplikace apod.
nesly oznacens, ze byly schveleny SUKL)

o Temmin zahdjeni distribuce:
- po schvileni materiélts S{/KLem, nejpozdéji dae DDMMRRRR / wvedeni

schvileni

BroZzura / pfirucka pro l€kare *  Brozura/ pfirucka pro pacienta
Check-list / kontrolni seznam (pfed ¢ Karta pacienta
zahdjenim, v prab&hu léEby) *  Formuléf obeznameni s riziky

Datum schvlen distributniho plémy: DDMMRRRR.

23

CZ-Pokyny SUKL
PHV-8 (V1) Pozadavky SUKL k vytvareni, obsahu a distribuci Informaénich dopist pro zdravotnické pracovniky

CAVE!

DHPC (Direct Healthcare Professional Communication) — informacni dopis pfimo zasilany zdravotnickym
pracovnikiim

Rychlé pfedani novych, dllezZitych, zpravidla bezpeénostnich informaci o &Civé latce nebo léCivém pfipravku

Vytvareny a distribuovany na zékladé pozadavkd SUKL, EMA, nebo zakladé vlastni iniciativy MAH (se souhlasem SUKL)

Spole¢ny dokument pro vice MAH (na molekulu)

Produkty na trhu (pfipadné s pldnovanym uvedenim na trh)

Komunikaéni plan (cilova skupina, distribu¢ni cesta, harmonogram)

* Primarni zplsob distribuce: posta, elektronickd komunikace nebo prostfednictvim odbornych zastupc( (oddélené od propagacnich

aktivit)
¢ Prostfednik — agentura
* Efektivita distribuce
« Doplnikovy zpUsob distribuce (web, aplikace...)

Sablona, oznageni CAVE!

Za sdleni, kvl kterému se 2vazuje nutnost vytvéeni a distribuce DHPC, se obecné povaiuji dileité nové a
informace o jiz dfive ém, nebo i dosud ém mozném riziku
-avku nebo pripravk(i se stejnou Géinnou latkou, které maji nebo mohou
mit zasadni vliv na pomér prinosi a rizik dané Iéivé litky nebo lécivého pfipravku a na jejich pousivni a
které vyzaduii piijeti zasadnich opatieni nebo zmén v souvislosti s pouZivanim lécivého pripravku, jako nap.

o staleniLP z trhu, pozdrieni uvedeni LP na trh, zruseni &i pozastavent registrace LP,
o dilefité zmény a omezeni indikaci LP, nové kontraindikace,

«  zményv davkovani nebo zpisobu podani LP,

«  omezeni dostupnosti LP, nebo preruseni dodavek LP, které by mohlo vést k 24vainé Gjmé na zdravi

iv situacich jako napr.

«  nova dillefité upozornéni a nutna opatieni pridand do informaci o pripravku (SmPC/PIL),

« nové udaje, které ukazuji na dosud nezndmé riziko nebo dokladaji vyznamnou zménu ve frekvenci
wyskytu & zavaznosti projevi jiz znémého nezadouciho Géinku nebo Géinkd,

«  nové dilkazy o tom, 3e Iék neni tak Géinny, jak se pfedpokladalo,

eni vztahujici se k pre i vzniku ne; reakei nebo zamezeni
poutivani lécivého pripravku &i chybam v medikaci a opatfeni k jejich minimalizaci,

o informace o pravé probihajicim hodnoceni mozného wyznamného rizika, pro které dosud nebyla
shromaZdéna data nezbytnd pro prijeti regulaénich opatreni a pro které by DHPC mohl pomoci zvysit
snahu o sledovéni’ t!ezpeinasli‘v Klinické praxi za I‘JEE|Em ‘omezeni rizik vyplyvajicich z jeho pouzivani ‘ 24
& eventuzing podnitit k hiaseni podezfeni na nezadouc ucinky.
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Sablona DHPC

C2-Internal

10. Vaor DHPC pro &R

CAVE!

Informaéni dopis pro zdravotnické pracovniky

<Datum>

(nopi: upozornéni no zménu, nebo kontraindikace)
<Osloveni>

(nopi: Vizend pani doktorko/véZens pane doktore)

Evropskou
agenturou pro &éivé pripravky> by Vas rad informoval

Shmuti problematiky (idesiné body v odréikich)

struiné shrnuti bezpetnostniho rizika a doporueni pro minimalizac rizik, a pokud Je vhodné, tak
doporuceni aternativ lécby

i (distribuce,
20ravotnicke zafizeni, pacient)

3 poukézéni
na moinou kauzalit, farmakodynamika, asova navaznost, prokizany t2v. pozitivni (eshialengs, & tzv.
pozitivni gechalienge, izikové faktory)

vedeni divodu pro distribuci pravE v této dobé

s ohledem 2 exponovanou populaci

azini

dalf plénované kroky driitele rozhodnuti o registraci nebo SUKL

posouzeni nového rizika vhledem k prospEchu éZivéno pfipravku, t.viv na pomér prinosi a rizik
i tom, 2dali SEC/P dna, vietnd i

Neni nutné uvédét ani prilodit presny prekiad SMP/PIL, ktery v dob distrbuce DHPC nemusi byt jesté

Kdisporic

Doplfujciinformace

Hidgeni nezédoucich Gainkd

nejlépe ve formé:

inek a jiné skuteénosti zdvoiné pro zdrovi,

<Jokékoli podzent na zdvany nebo neofekdvany nesddouci

SUKL,

Adresa pro zosildni je Stétni istay pro kontrolu i
41, email: formokovigilonce @sukl.cz >

11, Vzor navrhu komunikaéniho plénu pro CR

Obchodni nzev/nazvy LP, nazev Gcinné latky.
rfitel(€) rozhodnuti o registract
et

Hlavn sdEleni DHPC

ks
identifikaénino Eista Sarde 3 obchodnino nazvu LP:
<je tFeba dopinit i piesnj obchodni nizev a Giso Sarde.>

V piipacé, 7 budou distribuovany DHPC o J&Givém pfipravku, kteri podiéh alsimu sledovsn, bude tato
skuteZnost wrazné uvedena vétou:

W Tento iééiy piipravek podiéns doliimu siedovéi. To umotni rychi ziskéni novich informaci o
o PRy et

40,5 cm
i

Kontakeni ddaje na dréitele rozhodnut o registrac

<elefonni s

Dopliwjic ddaje

o seznom odresdtl - odbornost event.
pracovisté/pocet adresdti)>

Harmonogram

<DHPCa komunikazni plan roznoanuti UK | <G

PRAC>*

<DHP =y “mm

CHVIP/GMDR> *

Datum predlofent navhu DHPC ¥ Ee5ting = 3

Vietné komunikanino planu a navrhu

trany SUKL demmEe

~dd.mmil>

Zplsob distribuce

nipravns opatient

nedoruten (pocty, procento)
neotevien (pocty, procenta)
pietteno (podty, procenta)

opatieni: nap: pokud bude email nedoruten,
nutno poslat poitou,

otevieno: (pocty, procento)

2veiejnéni na strankich odbornych
spoleEnosti:(ndzvy spolecnost) *

ibuce postor
NopF: Pozet nedoruéenjch postovnich zésiek —
dle donody se SUKL

Jin forma distribuce ™

= nehodicise Srtnéte

Shrnuti

C2-Internal
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. C2-Int |
Aktualizace e

4
Zivot RMF _
Modle V/doporUEUje kriticky revidovatListor

safety concerns* (rizik pro RMP), PV aktivit a risk Vyhodnocovani novych dat (case
minimalizaénich opatieni v poregistraéni fazi. management signal management
* Vyvoj, pfiprava nové registrace S tasem by mély znalosti o bezpe&nostnim profilu st =l 2
léciva rist a rizika v RMP ubyvat (znalost, compliance). monitoring llteratury, PASS)
Hodnoceni efektivity risk

minimizaénich opatreni

Schvéleni
Pfiprava RMP Validace RMP Podani RMP na autoritou Komunikace,
autority implementace
RMP

* RMP Templéat e Validaéni ®1.8.2 ¢ast * Edukaéni aktivity

« Zdrojové data checklist registratniho « Specifické
¢ Podpis QPPV dossieru follow-up
dotazniky

* PASS

* Pfipravovana aktualizace evropské
farmaceutickeé legislativy
e Zmény v pozadavcich na RMP

Komentare
autority

C2-Internal

7 /e yé

Cyklus hodnoceni pfinosU a rizik lé¢ivého pfipravku

Posouzeni pfinost a
rizik

(s integraci ditkaz(l,
formativni pfistup)

Generovani Zvézeni moznosti
kvantitativnich a mimalizace rizik,
rozhodovani
(lékové autority)

Hodnoceni opatieni k Komqnikace p'ﬁ'nl’JSCI a
minimalizaci rizik a jejich rizik a opatfeni k
komunikace minimalizaci rizik

Pouzivani LP a
implementace opatieni
k minimalizaci rizik

Zamyslené znalosti, postoje,

chovani, vysledky (health
outcomes)

Prevzato z GVP Module XVI Rev. 3 |
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C2-Internal
Priklad — identifik k ikace fiktivnich rizik
Novy inovativni léCivy pfipravek ,,Cardionex* Ukoly:
Indikace: Lé&ba chronického srdeéniho selhani u dospélych pacienttl 1. Identifikujte kli¢ova rizika (pro zahrnuti do RMP) a klasifikujte je:
Benefit: Signifikantni snizeni mortality v porovnani se sougasnou Summary of safety concerns (RMP)
standardni lé¢bou Important identified risks
+ Mechanismus Géinku: Inhibitor nového typu receptoru Important potential risks
* Cilova populace: Pacienti ve véku 65+ let, ¢asto s komorbiditami (napf. Missing information
diabetes, hypertenze)
2. Navrhnéte farmakovigilanéni aktivity do RMP
* ZpUsob podani: Peroralni tablety, 1xtydné
3. Navrhnéte vhodna risk minimizaéni opatfeni (RMM) pro kli¢ova rizika:
« Zjisténa rizika (na zakladé klinickych studii):
* Hyperkalémie (zvy$ena hladina drasliku v krvi) 4. Navrhnéte komunikaéni strategii:
+  zévazna, potencialné Zivot ohrozujici . L .
* Jakinformovat zdravotnické pracovniky?
* Bolest hlavy
*  Méné Casté, spise zpocatku &by
* Jakinformovat pacienty?
* Nevime, jak se lék bude chovat u pacienttl se zavaznou rendlni
insuficienci a u déti
5. Jak byste hodnotili efektivitu RMM?
* Omezena ko-preskripce v klinicke studii + Jaké kvantitativni a kvalitativni ukazatele byste sledovali?
* Jaké zdroje dat byste vyuzili?
C2-Internal

Deékuiji

Cilem risk managementu je, aby
* spravny lékaF pfedepsal
e spravny lécivy pfipravek, ktery bude

e spravné vydany

* spravnému a compliantnimu pacientovi
* ve spravné davce a

* spravném case....
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C2-Internal
EMA GVP - Souc 3 d ceni
RS/ guropg.eu/en/n egUalon/po
Module V - Risk Management Systems (Rev. 2)
. 1 Aro0a, J Ul i 2.en.pdf
. Effective date 31/3/2017
Module XV - Safety Communication (Rev. 1)
. 1 uropa, -g00d-p dul f 1_en.pdf
. Effective date 13/10/2017
Module XVI - Risk Minimisation Measures (Rev. 3)
httos WS I " L anis/egulatony adural good-pharm act dul iskominimisation-measures-rev-3_en.pdf
. Effective date 06/08/224
Module XVI A 1 - Risk mini measures for medicinal products with embryo-fetal risks
1 _— m idend ! Jcinal-prod brvg-fetalisks. enodf
. Effective date 29/08/2025
Module XVI Addendum Il - Methods for evaluating effectiveness of risk minimisation measures
. Ditps://waww.ema.euron s/reg £00d: acovigilal c dul hods-evals komini go.pdf
. Effective 06/08/2024
Guidance on the format of the RMP in the EU - in integrated format (Rev. 2)
*  hitps://www.ema.eurona.eu/en/documents/regulatorv-procedural-guideline/g
*  Effective 31/3/2017; PDF, Word; Rev. 2.0.1. 31/10/2018
Annex Il - Templates:
« Direct} e Pr i C ication (DHPC) (Rev.1) - Effective 13/10/2017
* Communication Plan for DHPC - Effective 13/10/2017
Dalsi doporuceni:
*  Guideline on specific adverse reaction follow-up questionnaires: Effective 01/2/2025
httos: ema.europa.eu/en/documents/scientific-guideline/guideline-specific-adverse-reaction-follow-guestionnaires-specific-ar-fug en.ndf-0
* Good practice guide on risk minimisation and prevention of medication errors; Effective 27/11/2015
.//www.ema.europa,eu/en/documents/regulatory-procedural-guideline D e-guide-
C2-Internal
DHPC Direct Healthcare Professional Communication /Informacni dopis pro zdravotnické pracovniky
DUs Drug Utilisation Study
EM Edukaéni materialy
EMA European Medicines Agency / Evropska lékova agentura
EU European Union / Evropska Unie
GVP Guideline on good pharmacovigilance practices
MA Marketing Authorisation
MAH Marketing Authorisation Holder / DrZitel rozhodnuti o registraci
NU Nezédouci Giginek
LP Lécivy pripravek
PASS Post-authorisation Safety Study /Poregistracni studie bezpecnosti
PL Package Leaflet / Pribalova informace pro pacienta
PV Pharmacovigilance / Farmakovigilance
QPPV Qualified Person Responsible for Pharmacovigilance / Kvalifikovana osoba za farmakovigilanci
RMM Opatieni ke snizeni rizika
RMP Risk Management Plan / Plan fizeni rizik
RMS Risk Management System / Systém fizeni rizik
SPC Summary of Product Characteristics / Souhrn tidajd o pfipravku
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https://www.ema.europa.eu/en/human-regulatory/post-authorisation/pharmacovigilance/good-pharmacovigilance-practices
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-good-pharmacovigilance-practices-module-v-risk-management-systems-rev-2_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-good-pharmacovigilance-practices-module-xv-safety-communication-rev-1_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-risk-minimisation-measures-rev-3_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-addendum-i-risk-minimisation-measures-medicinal-products-embryo-fetal-risks_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-addendum-ii-methods-evaluating-effectiveness-risk-minimisation-measures_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guidance-format-risk-management-plan-rmp-eu-integrated-format-rev-201_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-specific-adverse-reaction-follow-questionnaires-specific-ar-fuq_en.pdf-0
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/good-practice-guide-risk-minimisation-and-prevention-medication-errors_en.pdf

