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Prehlad 2UKIE

‘ Databaza EudraVigilance a jej komponenty
‘ Nové pravidla v procese zasielania hlaseni
‘ Pristupova politika pre pouzivatelov

‘ Zmeny vo formate E2B(R3)
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EudraVigilance SUKL

 EU databaza hlaseni podozreni na neZiaduce tcinky liekov
(NUL) pouZivana Eurdpskou agenturou pre lieky (EMA) a
narodnymi liekovymi agenturami (NCA) na monitorovanie
bezpeclnosti
— vsetkych registrovanych liekov v EU
— liekov v klinickom skugani, ktoré sa vykonava v EU

« délezity zdroj informacii — hlasenia NUL su zakladom pre
monitorovanie bezpecnosti liekov a farmakovigilancné
procedury (signaly, PSURYy, referaly...)

e od roku 2002 obsahuje viac ako 12 milionov hlaseni
e jedna z najvacsich farmakovigilancnych databaz na svete
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Zdroj: 2017 Annual Report on EudraVigilance for the European Parliament, the Council and the Commission publikovany na stranke EMA 15.3.2018
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omprent ————————— Juon

EudraVigilance Gateway elektronicky prenos

EudraVigilance Post-Authorisation Module zber a zhromaZzdovanie ICSR (Individual Case

(EVPM) Safety Reports)

EudraVigilance Clinical Trial Module zber a zhromazdovanie SUSAR (Suspected

(EVCTM) Unexpected Serious Adverse Reactions)

EVWEB wel?ove roz!'\ranlveldo E,VPM a EVCTM pre
registrovanych uzivatelov

eXtended EudraVigilance Medicinal slovnik liekov a lieCiv podla Article 57

Product Dictionary (XEVMPD) (povinnost MAH aktualizovat tdaje up-to-date)

EudraVigilance Data Warehouse and

Analysis System (EVDAS) analyzy, detekcia signalov

Portal adrreports.eu vystup na webe — hladanie a prezeranie dat



EudraVigilance system components

EudraVigilance WEB reporting application Key

slss I Data collection
_ Data management
I Data analysis
B standard terminology
BN security management

ICSR
creation

ICSR
submission

NCA ICSR
rerouting

MAH ICSR
download (*EVPM)

EudraVigilance database EudraVigilance data

- management system Extraction, .
EudraVigilance EVDBMS transformation WarEhDU::s:::-lanalysm

gateway and loading EVDAS

EV gateway EudraVigilance post- process
authorisation module (EVPM) ETL Data

European database of
suspected adverse drug

reaction reports
Adrreports.eu

EudraVigilance clinical trials
module (EVCTM)

analysis

Duplicate
detection

Recoding

MedDRA and standard terminology
Medicinal products (Art 57 database/XEVMPD)

EV organisation and user management

o © 2016 European Medicines Agency



Novd EudraVigilance (EV) SUKL®

* vyplynula z novych poziadaviek danych legislativou novely zakona €. 244/ 2012
Z.z., ktorym sa meni a doplna zakon ¢. 362/2011 Z. z. o liekoch a ZP
(Smernica EP a Rady ¢. 2010/84/EU a Nariadenie EP a Rady ¢. 1235/2010)
e platiod 22. novembra 2017
e ciel
> zjednodusenie systému hlasenia NUL do EV

» zlepSenie ndstrojov na detekciu signalov a na analyzu
tychto udajov

» zlepsSenie kvality a Uplnosti Udajov
» nastavenie pristupov do EV pre drzitelov (MAH)

> pquiivanie medzinarodnych standardov pre format hlaseni
NUL (ISO/ ICH ICSR (R2) a (R3) format)
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Nova EudraVigilance (EV)

> zjednodudenie systému hlasenia NUL do EV
* tyka sa EMA, NCA, MAH, CT sponzor
» centralizovany reporting — vSetky hlasenia sa zasielaju len do EV
* MAH neposiela hlasenia NCA

* NCA neposiela hlasenia MAH, nepreposiela hlasenia od MAH
do EV

* NCA neposiela hlasenia do WHO
* nie je potrebné zasielat vyplneny formuldr pre detailné udaje
drZitela/ sponzora pre elektronické hldsenie ICSRs

* literarne ¢lanky sa viac neposielaju e-mailom NCA
* hlasenia zavazné (do 15 dni) i nezavainé (do 90 dni)

* tzv. re-routing — automatické preposielanie hlaseni z EV do WHO a
NCA



Schéma zasielania hlaseni NUL platnd do 22.11.2017 SUKLO

— * spontanne hlasenia
[ ]

literarne kazuistiky

_ O hlasenia zo studie

* SUSAR z klinického skusania

N &
* spontanne hlasenia SU KL

EudraVigilance

analyzy

EVDAS



Schéma zasielania hlaseni NUL platnd od 22.11.2017 SUKLO
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Schéma zasielania hlaseni NUL platnd od 22.11.2017 SUKLO

* spontanne hlasenia
N
. L * literarne kazuistiky
Y RSl E SU KL * hlasenia zo Studie
* SUSAR z klinického skusania
tzv. re-routing —

hlésenia od MAH EudraVigilance

preposielané
z EudraVigilance
narodnym autoritam

analyzy

EVDAS
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EUROPEAN MEDICINES AGENCY EudraVigilance high level plan
SCIENCE MEDICINES HEALTH

/ Changes to legislation of: y Results In changes to:

= Post-authorisation - EudraVigilance system

- - Reporting of ICSRs and
- Clinical trials SUSARS

»

\\

Stakeholders to develop
individual internal detailed
plans to manage the
changes.

Change Management
Plan to detail IT &
business changes which
affect EMA, NCAs, MAHS
and Clinical Trials
Sponsors

F

High level plan of changes

Post IS0 IDMP
Implementation

6-17 February 2017 26 June 2017

ol *

4 October 2017 22 November 2017

Q1 2018
‘ New EV system launched . .
EudraVigilance Mew EudraVigilance TEST EV/EVDAS system r I
Audit environment (XCOMP) released go live plan EV start accepting R3 post go-live EV stop
format messages maintenance accepting R2
‘ release format messages
22 May 2017 Implement ICSR
‘ 6 months post announcement of successful audit routing changes
b
-
Announcementof .
successful Implement EV
EudraVigilance Access Policy
Audit ’
Implement new
EVDAS/eRMR

\_ functionalities
© European Medicines Agency 2017




Novd EudraVigilance (EV) SUKL®

» ziadost o nasledné doplnenie k hlaseniu (follow-up)

» len v opodstatnenych pripadoch uvedenych v GVP Mod. VI.

rev. 2.:
» doblezité dodatocné informacie su potrebné na hodnotenie pripadov

alebo ich zosuladenie

* je potrebné objasnit nekonzistentné Gdaje

* je potrebné ziskat dalSie informacie v suvislosti s validaciou signalu,
vyhodnotenim bezpecnostného problému, hodnotenim PSUR alebo v

RMP

> e-mailom na adresu neziaduce.ucinky@sukl.sk s uvedenim
ID hlasenia a jednotlivymi otazkami



mailto:neziaduce.ucinky@sukl.sk
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Prlstupova pOhtlka EV (EudraVigilance Access Polic;s/)UKL

* pristup je definovany na zaklade zaujmov a potrieb
zainteresovanych stran (Stakeholder Group) vyplyvajuci z
dodrziavania pravnych predpisov EU a predpisov o ochrane
osobnych udajov

e definuje
— 6 skupin uzivatel'ov, ktori maju pristup do vybranych
komponentov EV (Stakeholder Group | — Vi)

— 5 arovni pristupu (Level 1, 2A-C, 3) na zaklade mnozstva
udajov z hlaseni, ktoré su im k dispozicii

 referencie:

European Medicines Agency policy on access to EudraVigilance data for
medicinal products for human use (EudraVigilance Access Policy)



Stakeholder Group | NCA, EC, EMA
Stakeholder Group Il zdravotnicki pracovnici, verejnost
Stakeholder Group Il MAH
Stakeholder Group IV akadémia
Stakeholder Group V WHO — Uppsala Monitoring Centre
Stakeholder Group VI NCA tretich krajin
(Uroveipriswpu  [Opis  (1<2C<2A<28<3)
Level 1 verejné udaje z hlaseni
Level 2A rozSirené udaje z hlaseni
Level 2B rozSirené udaje z hlaseni vratane opisu pripadu
Level 2C rozSirené udaje z hlaseni
Level 3 vsetky udaje z hlaseni
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Pristupova politika EV — podla skupiny

Skupina Zahrnuje Uroven pristupu
| NCA, EC, EMA Level 3

1 zdravotnicki pracovnici, verejnost Level 1

11 MAH Level 1, 2A, 2B, 3
\Y; akadémia Level 1, 2A

V WHO — Uppsala Monitoring Centre | Level 1, 2C

VI NCA tretich krajin Level 1, 2C




Pristupova politika EV — podla pristupu SU<*

Uroven : :
, Opis (1<2C<2A<2B<3) Skupina
pristupu
Level 1 verejné Udaje z hldseni 1, 1, 1V, V, VI
Level 2A rozsirené Udaje z hlaseni 1, IV
rozSirené udaje z hlaseni vratane
Level 2B opisu pripadu 1l
Level 2C rozsirené Udaje z hldseni V, VI
Level 3 vietky Udaje z hlaseni |, 1
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Table 3. Overview of number of ICH E2B(R3) ICSR data elements accessible by stakeholder group (excl. batch wrapper and message header)

ICH E2B(R3) ICSR Implementation Guide Stakeholder | Stakeholder | Stakeholder | Stakeholder | Stakeholder | Stakeholder

ICSR ti
sections Group I Group II-VI Group Group III Group III Group

III & IV V &Vi
C.1 Identification of the case safety report 20 20 3 18 18 20 16
C.2.r Primary source(s) of information 15 15 4 4 4 15 4
C.3 Information on sender of case safety 16 16 3 3 3 16 3
information
C.4.r Literature reference(s) 2 2 1 1 1 2 1
C.5 Study identification 6 6 4 5 5 6 5
D. Patient characteristics 96 96 4 87 87 96 16
E.i Reaction(s)/event(s) 21 21 11 21 21 21 18
F.r Results of tests and procedures relevant 13 13 0 13 13 13 0
to the investigation of the Patient
G.k Drug(s) information 76 76 23 72 72 76 71
H. Narrative case summary and further 7 7 0 4 7 7 0
information
Grand Total 272 272 53 228 230 272 134

Zdroj: EMA policy on access to EudraVigilance data for medicinal products for human use (EudraVigilance Access Policy) publikovany na stranke EMA 16.12.2017



Skupina Il = MAH — pristupy

SUKLO

e EU QPPV
® vymenovany zastupca
®* nominovani uzivatelia — zaregistrovani v EV

e EU QPPV, vymenovany zastupca, nominovani uzivatelia
e formalna Ziadost + potvrdenie o ml¢anlivosti

e signaly, PSURy

e plny pristup
Medical literature monitoring (MLM)




Skupina Ill - MAH — zobrazené udaje -

e liecCivd/ lieky registrované v EEA

pristup k 53 poliam

e lieCiva/ lieky registrované v EEA, pre ktoré je

drzitelom
pristup k 228/230 poliam

e MLM reporting v zavislosti od informacii

Level 3 [mrgs

pristup k 272 poliam




Zmeny vo formate E2B(R3) SUKLS

 referencie:

— QGuideline on GVP Module VI rev. 2 — Collection, management and
submission of reports of suspected adverse reactions to medicinal
products

— Implementation Guide for Electronic Transmission of Individual Case
Safety Reports (ICSRs): E2B(R3) Data Elements and Message
Specification

— EU Individual Case Safety Report (ICSR) Implementation Guide

— priebezne aktualizovany dokument Questions and Answers dostupny
na webovej stranke EMA

— webinare, e-learning, face-to-face tréningy

— Aktualizacia pokynov tykajucich sa zasielania hldseni podozreni na
neZiaduce ucinky liekov dostupny na SUKL stranke zo dfia 02.03.2018
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Zmeny vo formate E2B(R3) SUKL
v" zmena Struktury * zZmena procesu:
v" obsahové zmeny — idedlne je zasielat v E2B(R3)

— zasielat v E2B(R2) je stale mozné, avsak

— odstranenie poli o T
*  MAH musi byt schopny prijat hlasenie

— pridanie novych poli v E2B(R3)
—  7Zmena povinn{/ch/ * konverziu v EV z R2 na R3 vykondava EMA
nepovinnych poli
v  pre MAH sa odporuca zmena
v funkéné P P

formatu na E2B(R3):

— vyuzivat novu Strukturu a zasielat

hlasenia podla aktualneho GVP Mod.
— opakovatelné sekcie VI. rev. 2

— pocet znakov
jednotlivych poli

— zmeny kodov — databaza nemodze stracat informacie

z E2B(R3) poloziek v hlaseni




Zmeny vo formate E2B(R3) SUKLS

( The ICH ICSR )

CA

o D
Identification of the Case Safety Report

1...1 1...1 Patient characteristics

@
C.2r > O ® < E.i
Primary source(s) of information 1 n 1...n Reaction(s) / Event(s)
c3 F.r
Information on Sender of Case Safety o O—< Results of tests and procedures relevant
Report 1...1 0..n to the Investigation of the Patient
Cdr } O ® < G.k
Literature Reference(s) 0..n 1...n Drug(s) Information
C.5 A
e >—C @ Narrative Case Summary and Further
Study Identification 0...n 1...1 Information

Zdroj: EMA policy on access to EudraVigilance data for medicinal products for human use (EudraVigilance Access Policy) publikovany na stranke EMA 16.12.2017



Zmeny vo formate E2B(R3) SUKLS

1. pripéjanie prl'Ioh (Attachments) — vo forméte jpeg, PDF, DICOM, txt
 prilozené dokumenty (C.1.6.1.r.2) — spravy z hospitalizacie, obrazky...
e literarny ¢lanok (C.4.r.2) — originalny clanok, képia prekladu (ak je
k dispozicii)
v pripade linked report sa pripaja ¢lanok len do prvého hlasenia

2. pouzivanie lokalneho jazyka v Casti reakcia a opis pripadu

Reaction/Event as Reported by the Primary Source in Native
Language (E.i.1.1a)

Case Summary and Reportes’s Comments in Native Language (H.5.r)

« MAH - anglictina + reakcia/ opis pripadu v SK jazyku (ak je k
dispozicii)



Zmeny vo formate E2B(R3) SUKLS

3. zhodnotenie kauzality (Causality Assessment G.k.9.i)

* povinné (mandatory) u SUSAR — aspon 1 metdda hodnotenia, zvlast
pre kazdu reakciu/ udalost metdédou binarneho rozhodovania
(related/ not related)

* volitelné (optional) u hlaseni NUL

4. pridanie charakteristiky lieku (Characterisation of Drug Role G.k.1)

 okrem Suspect, Interacting, Concomitant pridané Drug not
Administered

*  pouzitie:
» v Specifickych pripadoch SUSAR
 medication error - v pripade, Ze liek nebol podany, ale predpisany



Zmeny vo formate E2B(R3) SUKLS

5. Cislo sarze (Batch/ Lot Number G.k.4.r.7)
 povinné pre podozrivy a interagujuci (biologicky) liek
*  moznost pouZit nullFlavor

6. pouzivanie nullFlavor (priznaky) v specifickych poliach
* naanonymizovanie udajov — priezvisko odosielatela MSK
 dobvod prazdneho (povinného) pola — Cislo Sarze UNK, ASKU

NI No Information ASKU Asked but Unknown
MSK Masked NASK Not Asked

UNK Unknown NINF Negative Infinity
NA Not applicable PINF Positive Infinity




Zmeny vo formate E2B(R3) SUKLS

7. DOI (Digital Object Identifier) v literarnej citacii (Literature
reference C.4.r.1) vo 'Vancouver style'

8. presun informacii z urovne hlasenia na uroven reakcie
e zavainost (Seriousness criteria E.i.3.2)
e  krajina vyskytu reakcie (Country of occurrence E.i.9)
 medicinske potvrdenie (Medical confirmation by HCP E.i.8)

9. doplnenie/ Gprava (Amendment C.1.11)
 len malé zmeny, preklepy, korekcie
* nejednasa o follow-up !



Zmeny vo formate E2B(R3) SUKLS

10. pridané polia/ kody
* patient age group — foetus

 additional drug information — conuterfeit, overdose, misuse, abuse,
medication error, occupational exposure, off label use...

 device component

family history — dedicné ochorenia

* free text — polia ako bolo hldsené (indikacia, pri¢ina Umrtia...)
 vysledky testov — opis, hodnota, nestrukturne data

11. zmena poli
e  povinné vs. nepovinné
 davkovanie lieku — odstranena separdtna davka
 rechallenge — rozSirenie moznosti
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'Take home message' SLE

e zabezpecenie systému farmakovigilancie podla aktualnych
poziadaviek

* implementovanie zmien formatu E2B(R2) na E2B(R3),
pripadne konverzia medzi jednotlivymi formatmi

co najrychlejsi prechod na format E2B(R3)
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Dakujem za pozornost.

miroslava.gocova@sukl.sk
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PouZité skratky SOl

EV EudraVigilance

EEA European Economic Area

EC European Commission

CT Clinical Trial

GVP Good Pharmacovigilance Practices

ICH International Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use

ICSR Individual Case Safety Reports

ISO International Organization for Standardization

MAH Marketing authorisation holder
MLM Medical literature monitoring
NCA National competent authority
PSUR Periodic safety update reports

SUSAR  Suspected Unexpected Serious Adverse Reactions



