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Obsah prezentace

=, Obecné principy signal managementu

>, Monitoring EudraVigilance drziteli rozhodnuti o
registraci
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Dulezité odkazy

=, EU guideline — GVP IX: Signal management

https://www.ema.europa.eu/en/human-requlatory/post-
authorisation/pharmacovigilance/qood-pharmacovigilance-practices

%, Signal management na strankdach EMA:

www.ema.europa.eu/ema/index.jsp ?curl=pages/requlation/general/qgeneral
content 000587.jsp&mid=WC0b01ac0580727d1b

=, EVDAS training for Marketing Authorisation Holders:

www.ema.europd.eu/ema/pages/includes/document/open document.jsp?we
bContentld=WC500219435
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Dulezité odkazy

%, Screening for adverse reactions in EudraVigilance:

https://www.ema.europa.eu/documents/other/screening-adverse-reactions-
eudravigilance en.pdf

- tato guideline nahrazuje starsi guideline Guideline on the use of statistical
signal detection methods in the EV

=, SCOPE work package 5 — Signal management Best Practice guide
www.scopejointaction.eu

= EMA Questions and Answers on Signal Management

http://www.ema.europa.eu/docs/en GB/document library/Other/2013/09/
WC500150743.pdf
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Obecné principy signal managementu
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o, SUKL

Co je to FV signal?

, FV signal je hypotéza o pricinném vztahu meazi
|éCivou latkou a reakci

s, Zcela nova reakce vs. reakce znama (Cetnéjsi
frekvence, vyssi zavaznost)

, Vznik bezpecnostniho signalu neznamena

prokazanou kauzalni souvislost ale pouze podezreni »
nutnost dalsiho hodnoceni
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Signal management process

detekce — validace mmmd konfirmace [mm

LMS (NAPs), EMA (CAPs), LMS/ PRAC Rapp
MAHSs

PRAC

, .. hodnoceni +
analyza + stanoveni priorit g .
doporuceni

CHMP
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1. Detekce signalu

Monitoring
literatury

Narodni Evropska

uroven uroven

Vlastni databaze
NU

EudraVigilance

CDNU : ;
(1x tydng) (a 30 dni, resp. -
214 dni
a 14 dn) EudraVigilance =
CAPs — EMA / PRAC Rapp v soutasné dobé
NAPs — LMS (CZ 69 latek) probiha pilotni

projekt —od 11.2018
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1.Detekce FV signalu

s, Zdroje signalu: spontanni hlaseni, active surveillance,
studie, odborna literatura

~ Metody o[ (o -mmmmmmmdll KValitativni — hodnoceni jednotlivych hlageni

e  Kvantitativni — statistické metody

Kombinace kvalitativnich a kvantitativnich

metod
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Detekce FV signalu — metoda kvalitativni

Casova souvislost

Sila asociace — korelace mezi expozici a poctem
onemocneéni

Konzistence pripadu
Biologicka verohodnost

Zavaznost

Dechallenge/rechallenge (+/-)

Lékové interakce

Konkomitantni faktory

Alternativni priciny — jiné onemocneéni, dalsi léky
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Detekce FV signalu - metody kvantitativni

(statistické)

",V pripadé velkych databazi nelze uplatnovat pouze
kvalitativni hodnoceni

%,V pripadé kvantitativniho hodnoceni se pouzivaji

metody vyuZivajici

Pomeér poctu hlaseni konkrétni reakce po konkrétnim pripravku vici poctu dané

reakce bez souvislosti s pripravkem
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2. Validace signalu

%, Signadl validuje ten, kdo ho detekoval (EMA, NCAs, MAHSs)
%, Cilem je potvrzeni, ze jde skutec¢né o signal

Pocet ptripadu

Pocet pripadi s related MedDRA terms
Kvalita

Konzistence

Biologicky mechanismus
Disproporcionalita

Dechallenge, rechallenge

Jiné zdroje dlikazli (studie, literatura)

© 2018 STATNi USTAV PRO KONTROLU LECIV 15.3.2019



‘ o | Su KL Obecné principy signal managementu

Validace signalu

Validni signal mmdll Predava se ke konfirmaci
uzavira se
Nevalidni signal :

Monitoruje se -
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Detekce a validace signalu MAHs — nasledné
kroky

» Nevalidni signal (closed, monitored) — diskutovany v PSUR

% Validni signal

PredloZeni zmény registrace — do 3 mésicli important risk, do 6 mésicl —
not important , zména musi byt podloZzena védeckymi dlkazy

Hodnoceni v pribéhu PSUSA procedury v pripadé, Ze PSUR bude predlozen
do 6 mésicl od detekce signalu — mélo by byt uvedeno hodnoceni
drzitelem

Standalone signal procedura — v pripadé, Ze neni do 6m PSUR v ramci
PSUSA a je nutné dalsi hodnoceni NCAs
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3. Konfirmace signalu

, Do 30 dnu od validace
— CAP — PRAC Rapp
— Non-CAP — LMS
— Non- CAP bez LMS — konfirmuje ten, kdo signal validoval

», Konfirmace neznamena potvrzeni kauzality !!!

s, Overeni jiz znamych informaci o konkrétnim riziku
(texty, PSURs, signaly hodnocené v minulosti...)

, Konfirmovany signal je predan PRAC
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4. Analyza a prioritizace
5. Hodnoceni
>, Analyza a prioritizace — PRAC
- Pokud je treba dalsi hodnoceni — stanoveni rapportéra

- Casovy rdmec hodnoceni:

- 60 dni pro dodani dat MAH (cumulative review — data ze
spontanniho hlaseni, data ze studii, z literatury + diskuze + zavér
popr. navrh opatreni)

- 60 dni pro hodnoceni PRAC
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Doporuceni PRAC

Zavaznost, riziko pro pacienty, preventabilita, expozice,
nahraditelnost LP, class efect

Dalsi sledovani

Regulacni akce

DalSi monitoring a nasledné

Zmeéna textt (SmPC, PIL,
hodnoceni (napr. v PSUR)

pripadné obal)

Referral, PASS, RMP Rutinni FV
Zména zpusobu vydeje LP

VyjimecCné
pozastaveni/zruseni REG
15.3.2019
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Zavery jednani PRAC

SUKL
http://www.sukl.cz/leciva/doporuceni-prac-k-
farmakovigilancnim-signalum-2016

EMA

http://www.ema.europa.eu/ema/index.jsp ?curl=pages/requlatio
n/document listing/document listing 000375.jsp
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http://www.sukl.cz/leciva/doporuceni-prac-k-farmakovigilancnim-signalum-2016
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000375.jsp

‘ ® | SL’J KL Obecné principy signal managementu

Emerging safety issue

=, Definice: A safety issue considered by a marketing authorisation
holder to require urgent attention by the competent authority
because of the potential major impact on the risk-benefit balance
of the medicinal product and/or on patients’ or public health, and
the potential need for prompt regulatory action and
communication to patients and healthcare professionals

s, Zdroje:
— Studie: probihajici ¢i ukoncené
— Spontanni hlaseni
— Odborna literatura
— Bezpecnostni opatreni provedena mimo EU
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Emerging safety issue

,V pripadé detekce — nutnost do 3 dnl uvédomit EMA
+ NCAs: P-PV-emerging-safety-issue@ema.europa.eu

>, Popis bezpecnostniho problému, dokumentace,
zdroj, navrh reseni

=, EMA+NCAs — zhodnoceni naléhavosti a mozného
dopadu = dalsi reseni
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r_\ , IX. Appendix 1. Figures on the EU signal management
e, SUKL process

Figure IX.2. Motifications and procedural options for emerging safety issues and for signals detected
by marketing authorisation helders based on the continuous menitoring of EudraVigilance data

Mlarketing
authorisation Yes
haolder's signal
management
process =
Further assessment
‘Contirue analysis and taking ko
account otber
available data
{campletion = Day o)

Ireclude in

Signal refuted? Vs —j PELIR

Submit standalone
sigral natification
within 30 days

SIGNAL

v ‘ NOTIFICATION
VARIATION s o e e Sl
{smportant risks) or Lz d
& maonths [non-
imiportant risks)

k.
See Figure X3 |
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Additional monitoring

Tento léCivy pripravek podléha dalsimu sledovani. To umozni rychlé ziskani
novych informaci o bezpe&nosti. Zddame zdravotnické pracovniky, aby
hlasili jakakoli podezreni na nezadouci ucinky. Podrobnosti o hlaseni
nezadoucich ucinkt viz bod 4.8.

Vyssi frekvence monitoringu pri vyhledavani FV signalt (14 dni)

Pro spusténi FV signalu je potfeba mensiho poctu pripadu

Informace o Additional monitoringu na strankdch EMA:

https://www.ema.europa.eu/en/human-requlatory/post-
authorisation/pharmacovigilance/medicines-under-additional-
monitoring/list-medicines-under-additional-monitoring
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MONITORING EUDRAVIGILANCE DRZITELI
ROZHODNUTI O REGISTRACI
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Monitoring EudraVigilance MAHs

Od 22.2. 2018 — pilotni projekt

Monitoring EudraVigilance MAHs pro vybrané IécCivé latky

V pripadeé detekce vyrozumeéni EMA, NCAs

Pavodni plan — 1 rok, nyni prodlouzeni

Ostatni MAHs — moznost monitoringu EV, nikoliv vsak povinnost

Podpora od EMA - e-learning, face-to-face training, webinars and
information days:

https://www.ema.europa.eu/en/human-requlatory/research-
development/pharmacovigilance/eudravigilance/eudravigilance-
training-support

QNONONONONG
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EVDAS - pristup

=, QPPV/ deputy QPPV nominuji zameéstnance, ktefi budou
zaregistrovani do EV a budou mit pristup do EVDAS

", Pristup do EVDAS je na urovni |éCivé latky obsazené v
registrovaném pripravku, ktera je zakdodovana jako
suspect/interacting

=, MAHs maiji pristup do vSech typu hlaseni — spontanni,
hlaseni ze studii, other, typ hlaseni neni znamy

© 2018 STATN[ USTAV PRO KONTROLU LECIV 15.3.2019
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Pristup do EVDAS

=, Pristup z uvodni stranky EV:
https://www.ema.europa.eu/en/human-

requlatory/research-
development/pharmacovigilance/eudravigilance -

kliknout na policko EudraVigilance production

=, Pristup prfimo z uvodni stranky EVDAS:

https://bi.ema.europa.eu/analytics/saw.dll?Dashboard&Po
rtalPath=%2Fshared%2FMAH
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EVDAS

, Po prihlaseni do EVDAS — radek s moznostmi vystupu
— eRMR: electronic Reaction Monitoring Report
— Line listing report
— Active substance grouping

© 2018 STATN[ USTAV PRO KONTROLU LECIV 15.3.2019
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Active substance grouping

, Pro detekci signall se pouziva tzv. active substance
high level — nazev vytvoreny z riznych nazvu active
substance (napf. z ruznych soli)

V policku “Active substance grouping” report je
mozné dohledat, které konkrétni latky jsou obsazeny
v ,,Active substance high level”

© 2018 STATN[ USTAV PRO KONTROLU LECIV 15.3.2019
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ﬁghttps:,.-",.-"www.ema.europa.eu,.-"documents,.-"presentation,.-"presentation—evdas—training—marketing—authoris - Internet Explorer
@@ - IQ https: v, ema, Dj ﬁ +4| ™=, Staknidstay pro kontrolu gy | (= ema.europa.eu x u Signal management | European ... | | )LTU\ ‘T_A_'.' £53

e ‘-TI WHOCC - ATC-DDD Index € | Sciencelirect Publication .., = m Mavrhovang weby = E Prekladat Google 2 |novéCOND & | Domovska stranka Oracle BIEE

Active substance grouping \J

EUROPEAN MEDICINES AGENCY

» To run the active substance grouping report, select an active substance and
click on the active hyperlink ‘active substance grouping’ at the bottom of the
report.

Welcome \' electronic Reaction Monitoring Report - eRMR \‘{ Line listing © Active substance grouping

Data up to and including 18-10-2016

Report Description
This reports shows the Active substances that are grouped under the selected Active substance (high level).

* Select the Active Substance (High Level) GEMCITABINE =

Clear all prompts

Click on link to run report
Active substance grouping

65 EV-M5b - EVDAS training for Marketing

4 & J|Ee o m|

=
22134
A [I—_L? E 5.2.2019 =

Odkazy J (] |

M
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Active substance grouping

A https:/ /www.ema.europa.eu/documents /presentation,/presentation-evdas-training-marketing-authoris - Internet Explorer

@@ < [ netpssiivmnnrmma. 0 = | B |[+2| [ Statni tistaw pro kontrolu g | & ema.europa.eu

x | B sional mansgement | Europsan .. | I AT

S [ WHOCE - ATEDOD Index 2 | Sciencebirect Publication .. = [ Mavrhovane weby - B Prekladad Google & | novaDHU 2| Domovska strénka Oracle BIEE

2

ELIROPEAN MEDICINES AGENCY

Other examples of the active substance grouping report

» By running the active substance
grouping report, MAHs of valproate
semisodium will know that ‘valproic
acid’ is the active substance high
level they should use to retrieve the
data from EVDAS

67 EV-M5b - EVDAS training for Marketing Authorisation Holders

ol | B & |50 o] W B[R]

© 2018 STATN[ USTAV PRO KONTROLU LECIV

Active substance grouping
Data up to and including 18-10-2016 =
Time run: 19/10/2016 14:23:12

i ]
Active Substance (High Level) Active Substance

SODIUM VALPROATE
VALPROATE BISMUTH
VALPROATE MAGNESIUM
VALPROATE PIVOXIL
VALPROIC ACID
VALPROIC ACID, SODIUM VALPROATE
VALPROMIDE

Betum - Refresh - Print - Export

. Zai1
JodkazyJ CS| 2 Iy = 2 522009 2

15.3.2019
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eRMR - electronic Reaction Monitoring Report

, Pristup pres volbu eRMR na listé

», Obsahuji data pro detekci signalt v dané referencni
periodeé pro active substance high level

, Referencni perioda — definovana zacatkem a koncem
sledovaciho obdobi
— Fixni referen¢ni perioda — 6 mésicu

— Ad-hoc referencni perioda — max 3 meésice + 2 tydny (105
dni)
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eRMR - electronic Reaction Monitoring Report

, Active substance high level

=, MedDRA reaction term

— Pro stahnuti vSech ICSR zadame NONE
— Je mozna volba konkrétnich PT, HLT, HLGT, SOC ¢i SMQ,

%, Click on run report

© 2018 STATN[ USTAV PRO KONTROLU LECIV 15.3.2019
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eRMR - electronic Reaction Monitoring Report

£Ehttps:/ /www.ema.europa.eu/documents/presentation/presentation-evdas-training-marketing-authoris - Internet Explorer

& = & rpsiiom e 0| 5 ¢s | %] st stay pro konrolulédie | (& ema curopa.eu » | Il signal menagement | European... || AN

<t [ wHoce - ATC-ODD Index 2 | Sciencebirect Publication .. = [ Mawrhovans weby = G Prelladat Google 2 | novaCOMY 2 | Domovska strénka Oracle BIEE

EVDAS terminology — Prompts e

MEDICINE

= Prompts are objects that enable users to select the conditions to be included in a report

» The following figure shows the prompts included in a report:

Wekome  electronic Reaction Monitoring Report - sRMR . Line listing | Active substance grouping

Dita up to and including 18-10-2016

C electronic Reaction Monitaring Repart — ad-hor reference period (max three manths) ;)

Repaort Description
This report supperts the Active substance / Reaction analysis for the Active substance selected by the user.

* Select the Active Substance (High Level) | et | =
* Reference period — Enter a Start Date {only values within 3 months and two wesks in the past are possible) == 19/00/2016 =
* End Date <= 18/10/2016 -

MedDRA Reaction Terms (8 none
MedDRA reaction PT
MedDRA reaction HLT
MedDRA reaction HLGT
MedDRA reaction SOC
MedDRA SMQ Level 1 Bioad
MedDRA SMQ Level 1 Namow

Clear all prompts

45 EV-M5b - EVDAS training for Marketing

R = g A T =
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Line listing report

, Pristup pres volbu line listing na liste
s, Zadavané udaje

— Active substance high level

— MedDRA term — none, SOC, HLGT, HLT, PT
, Run report

. Line listings jsou dostupné i primo ze stazeného
eRMR

© 2018 STATN[ USTAV PRO KONTROLU LECIV 15.3.2019



‘ ® | SU KL Monitoring EudraVigilance

Jak vyhledavat signaly - ROR

=, eRMR —line listings — ICSR
%, Detekce signalll v EVDAS zaloZena na disproporcionalité

=, Disproporcionalita — pomér poctu pripadu konkrétni
reakce po aplikaci konkrétniho pripravku vici poctu
pripadl dané reakce, ktera s pripravkem nesouvisela

=, Predpoklad — pri kauzalni souvislosti pocet pripadu
poroste

=, Metoda pouzivana v EVDAS: ROR (Reporting Odds Ratio)
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FV signal v EudraVigilance — obecna populace

Spodni hranice 95% Cl ROR je vétsSi nez 1

3 pripady u lécivych latek v additional monitoring, u ostatnich lécivych latek 5 pripad(

Reakce patri do IME listu (Important Medical Event) — vytvoreny EudraVigilance
Expert Working Group
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FV signal v EV — Pediatricka populace

Spodni hranice 95% Cl ROR je vétsi nez 1

Spodni hranice 95% Cl relativniho pediatrického ROR je vétsi nez 1 (relat. Pediatrické
ROR = ROR paed/ ROR rest

additional monitoring - 2 pripady, ostatni |éCivé latky 3 pripady

Reakce patfi do IME listu (Important Medical Event) — vytvoreny EudraVigilance Expert
Working Group
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FV signal v EV — geriatricka populace

Spodni hranice 95% CI ROR je vétsi nez 1

Spodni hranice 95% Cl relativniho geriatrického ROR je vétsi nez 1 (relat. geriatrické
ROR = ROR geriatr/ ROR rest

3 pripady u lécivych latek v additional monitoring, u ostatnich lécivych latek 5 pripadd

Reakce patri do IME listu (Important Medical Event) — vytvoreny EudraVigilance Expert
Working Group
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Dékuji 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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