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Background

« 1stpublished following the launch of the new EV
system in November 2017. 23 March 2020

EMA/509378/2019

+ Objective:
EudraVigilance Operational Plan

* To outline technical as well as operational .
Milestones 2020 to 2022

activities with anticipated timelines and to
highlight how EV and stakeholders that
interact with the system will be affected.

+ To ensure sustainability of EV in support of T "SEudraVigilance
the EU pharmacovigilance activities and the ]

_ _ VIC 'oﬁngthe
protection of public health. :

fiety ofyMedicines

« The current operational plan covers the period
2020to 2022.
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Topics

= Agency’s identity access
= Human and Veterinary EudraVigilance

= EV Gateway T ——

= Brexit

= Mandatory use of ICH-E2B(R3)

= ISO IDMP standards — A It
= EudraVigilance monitoring by MAHs M Lo e B R

» ICSR data quality review
» C(Clinical trial regulation

= Medical Literature monitoring _ e e

= GVPVI
» EudraVigilance and operation in
pharmacovigilance

* Training and support
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Integration with the Agency’s identity and access
management (IAM2) project

» Integration of the EV Human XCOMP (external

testing system) registration process with the EudraVigilance: how to register
IAM components completed successfully. Table of contents
s Required actions before EudraVigilance registration
> Im provements of the IAM Human compo nents * Registering organisations in production environment
L. . ) s Registering organisations in XCOMP environment and managing the account
and the EudraVigilance Human registration to « Registering individual users

¢ IT vendors and third-party service providers

* Additional EudraVigilance roles: EVDAS and level 2B access
also Comp|eted_ » Training and testing requirements

s Legal framework

¢ Stakeholders and obligations

s Electronic data interchange partners

include the self-management of virtual affiliates

» Revisions of the EV Human registration manual
and online training in line with the updates are

provided on the EudraVigilance training page.
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The integration of the Human and Veterinary EudraVigilance
system component

[ = | EudraVigilance - European database

- | of suspected adverse drug reaction reports

» Messaging components using a
common platform completed.

> adrreports.eu portal upgraded to --

include veterinary ADR reports.
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Gateway for the Electronic Standards for the Transfer of
Regulatory Information (ESTRI)

> Software upgrades as required by the Agency’s IT strategy, in
particular the implementation of the EDIINT recommendations on

the secure transfer of regulatory information which were updated in O ICH
June 2018. )( '

> The Agency has contacted all organisations that are currently still

Electronic Standards (ESTRI)
using AS1 forconnecting to the EV gateway to inform them of The M2 EWG (BectranicSandards for the Tansle of RogugiaiEation - ESTRI: the EZE R (Bctronc Transtisionf

stopping the use of AS1 towards the end of 2020.

> Survey launched on 20th March 2020 for completion by 3rd April
2020, to gatherinformation from our industry end users to inform
future planning of the development of the Gateway forthe ESTRI.
(The EV-EWGwas consulted on the survey).
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Brexit preparations
EUROPEAN COMMISSION EUROPEAN MEDICINES AGENCY

DIRECTCORATE-GENERAL FOR HEALTH
AND FOOD SAFETY

» Technical adaptations to implement the Brussels, 13 March 2020
REV3 - replaces the notice (REV2) dated
relevant changes at the end of the I February 2019 and the Q&A document

(REV4) dated 1 February 2019

transitional period.

NOTICE TO STAKEHOLDERS

> D I SCu SSI onsa bo Ut t h € I m p a Ct Of t h € ‘WITHDRAWAL OF THE UNITED KINGDOM AND EU RULES FOR MEDICINAL PRODUCTS
N o rth ern I re I an d p rOtOCO | . FOR HUMAN USE AND VETERINARY MEDICINAL PRODUCTS

» Communications will be issued.

+ Non-serious adverse events occurring in Northern Ireland have to be reported as if
they have occurred in the EU;

Classifiedas public by the European Medicines Agency
RSB



EUROPEAN MEDICINES AGENCY

Agreement on mandatory use of E2B(R3) in EEA

» Having considered the PRAC recommendation, the EMA
Management Board announces that the use of:

« the ISO Individual Case Safety Report standard as referred to in Article 0
26(2)(a) of the Commission Implementing Regulation (EU) No 520/2012
EUROPEAN MEDICINES AGENCY
and the modalities on how to use this ISO ICSR standard defined in the SCIENCE MEDICINES HEALTH
ICH E2B(R3) documentation, and

EMA Management Board
EMA/561671/2019

« the ISO terminology on pharmaceutical dose forms and routes of
administration referred to in Article 25(1)(f) of Commission Announcement of the EMA Management Board

. . Confirmation of the mandatory use of the ISO Individual Case Report
Implementmg ReQU|atlon (EU) No 520/2012’ standard based on ICH E2B(R3) modalities and related 1SO standard

terminology

» shall become mandatory as of 30 June 2022 in relation to

reporting obligations to EudraVigilance.

» EU Individual Case Safety Report (ICSR) Implementation Guide
currently under revision.

7
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ISO IDMP standards (Cont)

» RMS and OMS went live in June 2017. Any requests for SPOR data management services

new or updated referentials or organisations have now to

BETAN,

s .
be pre-registered via the Agency’s SPOR portal. © substance Management Services (SMs)

DI
RLLTN

O Product Management Services (PMS)
» Further integration steps of RMS and OMS and the

XEVMPD are planned to be implemented as part of the PMS
project. d Referentials Management Services (RMS)

&[’P"Is":’c
Organisation Management Services (OMS)

« The submission process of XEVPRMs will remain unaffected
although it will no longer be possible to create proposed terms
and create/update organisations via XEVPRM.
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EUROPEAN MEDICINES AGENCY

ISO IDMP standards (Cont)

> SMS Phase 1 went live in June SPOR data management services
2019. Substances are no longer © substance Management Services (SMs)
registered in the XEVMPD, instead, @ Product Management Services (PMS)
they are being registered in SMS and © organisation Management services (0MS)
then synchronised with the XEVMPD D) Referentials Management services (Ri1s)

through a feedback loop.

Classifiedas public by the European Medicines Agency
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ISO IDMP standards (Cont)

> As future steps, EMA plans to further deliver SMS and PMS SPOR data management services
releases to support EU-wide regulatory activities building

ALl
) @ Substance Management Services (SMS)
upon the data foundations of RMS and OMS.

@ Product Management Services (PMS)
» As regards ICSR submissions, EudraVigilance and EVDAS, s,
Organisation Management Services (OMS)
the main impact expected in relation to the implementation
of the ISO IDMP standards during 2020 to 2022 will refer to
the implementation of the ISO IDMP standard 11239 on

pharmaceutical dose form, units of presentation and routes

e
O Referentials Management Services (RMS)

of administration.

10
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EudraVigilance Monitoring and signal management

» In Dec 2019, EMA and the Commission agreed to extend the
pilot until the end of 2021 to generate more robust data, after

reviewing the experience gained in the first year of the pilot.

> In April 2020, a new availability of eRMRs was launched in the
EVDAS MAHs’ Dashboard to increase the quality of the data

and minimise the number of technical issues.
» The MAHs EVDAS Manual was updated to reflect the changes.

» Currently reviewing the possibility to increase the number of

users per MAH from 5 to 10.

11

20 April 2020
EMA/167839/2016

EudraVigilance User Manual
Marketing Authorisation Holders - EudraVigilance access via the
EudraVigilance Data Analysis System

electronic Reaction Monitoring Reports, Line Listings and Active Substance
Grouping reports

Version 2

Classifiedas public by the European Medicines Agency
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EudraVigilance and ICSR data quality review

» Detailed guide regarding the EV data management activities by the EMA - published

in January 2020 - currently under revision to update Section 8 ‘Roles and

responsibilities of different stakeholders’. G‘t‘::?n'}‘:fg&
Access to EV
d.
> A monthly publication of spreadsheets providing information on nullified ICSRs and E::M Testing
+ 12408
master cases with associated duplicates to facilitate case reconciliation by NCAs and - Admeports.eu
MAHSs is planned to start in Q4 2020. B
h:e[gécl:':' Business
reclassification rules
» The monthly provision of compliance reports for the purpose of the monitoring of
ICSR submission time frames to all EudraVigilance registered organisations is
i XEVMPD Data quality
planned to start in the first half of 2021. & compliance
Duplicate
detection

> The ICSR data quality review activities will be continued. A new tender for an EMA

service provider will conclude in 2020 and the activity will continue uninterrupted.

12
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Clinical Trial Regulation
01 . -

Simplifies the safety reporting by sponsors by facilitating the

Pupmesen e H {IGHLIG HTS

* Annual Safety Reports (ASRs) directly to the ASR EudraVigilance T e T i e e L o S Bl G
Module in the European Clinical Trials Information System (CTIS).

Welcome to CTIS

*+  SUSARs sent directly to the EV Clinical Trial Module (EVCTM), from T St o e o e

"Welcome to the first adition of CTIS Highlights, the newslatter for
the Clinical Trials Information System (CTIS) Programme. It is an
exciting time for the system as we progress to the audit and then
to Go-Live. Future editions will give insight into the functionality

In this context, functionalities that facilitate the forwarding of SUSARs i s e st e ermtin o the oot of

where these reports are forwarded to the Member States concerned.

CTIS Overview clinical trals information. CTIS wil centralise

the submission process for cinical tial
applications and the assessment and

by Member States in a single
unique platform.

It wlll facilitate day«a day business

from EVCTM to the Member States concerned have already been put in

place so they can be “switched on” when the regulation becomes

nthe conduct, supervision
oy sces of Member States and sponsors of
::d fegonng ;‘f mn;‘:n el it thitioghos the Wecpda 4
Eeon i H). P gl cinical trial harmonising submission and
o e maintenance of tial appiications,

applicable.

supervision processes for diinical
trials throughout the EU via CTIS. Artides 80
and 81 assign the European Medicines promating patient safety and transparency.
Agency (EMA) to set up and maintain the More information..

information in collaboration with the

The CTIS user community will consist of

Marmber Scstes 2nd ‘T E"L“:e;e clinical trisls sponsors including scademia,
Comestssion. CTIS v ommercial and non-commercial

implementation of the Regulation. organisations, marketing authorisation

assessment and supervision of trials and

- It is proposed to fix the Go-Live date of CTIS to December 2021,
which means the Clinical Trial Regulation would also enterin

CTIS will be the single-entry point for applicants, Member States’ national
submitting, assessing, authorising, competent authorities and ethics
| trial committees, the EMA, the European

Commission and the general public. Except

devels for the general public, all users will access
collaboration and communication tools, the CTIS functionalities via the two restri

application at that time. et Vi e o . T

13
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Clinical Trial Regulation (cont)

» Revision of a number of documents in Eudralex

Volume 10.

> New documents were prepared to cover new aspects

introduced by the same Regulation.

» Until the Clinical Trial Regulation becomes applicable,
sponsors should follow the documents relevant to the

Clinical Trials Directive.

> Reference is made to the "Questions & Answers"
Document on the Clinical Trial Regulation,

routinely being updated and for which a publication is

which

planned for in a staggered approach.

14

EudraLex - Volume 10 - Clinical trials guidelines

Volume 10 of the publication “The rules governing medicinal produsts in the European Union” contins guidance documents
applying to clinical trials.

A rumber ofdocuments i Volume 10 e being revise and updated o bring hem in inewith he ohanges required by the Cical Triss
Regulztion (EL} Mo 5372 s were prapared to cover new aspects introduced by the same Regulation

cive 2001/20EC (i.e. the curent
No 5362014, these documents will bE

In order fo make a distinction between documents appli clinical trials authorised w
nts relevant to clinical trials authorised under Regulation {
the Eudralex Volume 10 website.

hould follow the documents relevant to th

scable sponsors | mical Trials Direciive.

During the ransitional period, which wil
documents will apply accosdingly and s
conducted

for a period of 3 years starting from when th
uld b referred to respactively according to the lag

iation becomes appiicable, both sais of
slation under which the Clinical tial is

Atthe end of the transitional period all clinical trials shall be conducted under the Regulation and should fallow only the set of documents
applicable to the Regulato

mnougn itis not mandatory, stakeholders are encouraged i take alreary into consideration a number of aspects that are outined in the
new or updated documents p d to pply them to those clinical trils
of the Diractive.

Browse the theme.

© Set of documents applicable to clinical frials that will be authorised under Regulation EU No 5382014, once it becomes applicable

# Set of documents applicable to clinical trials that will be authorised under Regulation EU
No 536/2014, once it becomes applicable
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EUROPE’S BEATING CANCER PLAN
LET'S STRIVE FOR MORE

#EUCancerPlan

e-newsletter

Fri, 072472020

EU strengthens measures fer sheri-tern

Latest updates

Evaluation of orphan & paediatric medicines
aned 11 Auguet 3020

Summary - Stakeholders workshop of 14143 July
2020 -

Draft - Questions and Answers Document -
Regulafion (EU) 52672014 — Version 2.4 [July
2020) -
Released 23 uty 2020



https://ec.europa.eu/health/documents/eudralex/vol-10_en#fragment1
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Medical Literature Monitoring (MLM) service

» In June 2020, EMA added nine additional active substances
which are being investigated as potential treatments for
COVID-19, and for which there are multiple MAHSs. Medical literature monitoring

Table of contents

» COVID-19-related search terms were added to the regular

* Substances and medical literature covered by EMA's service
« Marketing authorisation holders' monitoring and reporting requirements

|itel’atu re sea I’Ch es fO rs iX aCt ive Ssu bStance g rou pS * Business processes for individual case safety reports from EMA’s service
» Guidance
(azithromycin, ciclosporin, dexamethasone, hydrocortisone, « Training and support

The European Medicines Agency (EMA) is responsible for monitoring a number of substances
and selected medical literature, to help identify suspected adverse reactions to medicines

ribavirin and prednisolone) that were already included in the

authorised in the European Union (EU). EMA also enters relevant information into the

serVice. EudraVigilance database.

» COVID-19-related literature searches started on 1stJune 2020
in EMBASE, and on 1stJuly 2020 in EBSCO.

» New tenderfor an EMA service provider to be launched in
2020.

15
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GVP Module VI (revision 3)

» 0On 20 November 2019, the Assembly of the International Council
for Harmonisation of Technical Requirements for Pharmaceuticals
for Human Use (ICH) endorsed the "Concept Paper Post Approval

Safety Data Management: Definition and Standards for Expedited H MA EUROPEAN MEDICINES AGENCY

Heads of Medicines Agencies SCIENCE MEDICINES HEALTH

Reporting E2D (Revision 1)”.

28 July 2017
EMA/873138/2011 Rev 2*

> Tak|ng intO account that the reViSion Ofthe E2D guideline W|” Guideline on good pharmacov]g”ance pract]ces (GVP)

Module VI - Collection, management and submission of reports of suspected

impact on the provisions set out in the Guideline on good adverse reactions to medicinal products (Rev 2)

pharmacovigilance practices (GVP) - Module VI - Collection,
management and submission of reports of suspected adverse
reactions to medicinal products (Rev. 2), a revision of GVP Module
VI will be scheduled following adoption of the harmonised ICH

E2D(R1) guideline (step 4 of the ICH process)

16
Classifiedas public by the European Medicines Agency
RSB



EUROPEAN MEDICINES AGENCY

EudraVigilance and operation of pharmacovigilance

> In the context of the operation of EV, technical and procedural aspects

are raised by NCAs, MAHs and sponsors of clinical trials, which require R EMA

MB
further discussion and clarification to ensure a coordinated approach

across the EEA.
EU Telematics

» The pharmacovigilance governance in the EEA provides a forum to discuss

and address emerging issues. EU Network
PhV Oversight Group

» The Pharmacovigilance Business Team which is composed of

pharmacovigilance experts of NCAs and the EMA is meeting on a regular
Focus implementation
and operations
Pharmacovigilance
Business Team

) Focus operations
basis. PRAC + (CMDh, CHMP, -
CAT)

\J

> Guidance and communications will be issued as needed.

Stakeholders
engagement (e.g.
EV-EWG)

17
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EudraVigilance Expert Working Group

» Includes members from the NCAs and representatives of

Industry associations.

> During the EMA BCP for relocation the meetings were

significantly reduced.

> Members were consulted via written procedure on different

issues.
> Virtual meetings were restarted 22" October 2020.
» The updated work-programme and new membership list will

be published by end of 2020.

18

PDCO Working parties and other groups

EudraVigilance Expert Working Group

The EudraVigilance Expert Working Group (EV-EWG) advises the pharmacovigilance
governance structure of the European Union (EU) regulatory network on aspects of the

EudraVigilance system.

EV-EWG meetings take place at the European Medicines Agency's (EMA) offices. The Agency also
provides secretariat support for the group.

Mandate

The working group's mandate includes:

» developing policies and business requirements, drafting guidance and co-ordinating aspects related
to implementing, operating and accessing EudraVigilance;

» co-ordinating personal data protection activities in relation to pharmacovigilance in accordance with
EU data protection legislation;

» providing input into the international standardisation work in pharmacovigilance and facilitating a
harmonised implementation in the EU and at international level, including support for the
maintenance of the EU [x] important medical events list ;

Classifiedas public by the European Medicines Agency
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Tralnlng and Support Il VIRTUAL EVENT

» Face-to-face training courses on the enhanced EV Mandatory use of ISO/ICH E2B(R3)

Individual Case Safety Reporting in
5y5tem were cancelled. the EU: Hands-on Training Course

using the EudraVigilance System

» Replaced by virtual events, calendar published

The European Medicines Agency (EMA) launched the enhanced EudraVigilance system in November 2017,
which supports reporting and analysis of suspected adverse reactions originating from clinical trials and the

from Sep to Dec 2020. overview )‘ 5 \\ ¢
/ \) s

- - post-authorisation phase of medicinal products. Based on a Pharmacovigilance Risk Assessment Committee
> EV DAS t ra In In g fO r M e m be r Sta te S S C h e d U Ie d fo r (PRAC) recommendation, the EMA Management Board? confirmed and announced the mandatory use of the ISO
Individual Case Safety Report (ICSR) standard based on the ICH E2B(R3)' modalities as of 30 June 2022 for all
. reporting to EudraVigilance. Furthermore, the ISO standard terminology for pharmaceutical forms and route of
N O V 2 O 2 0 a IS 0 V I rt u a "y . administration will also become mandatory at the same time. The use of the ICH E2B (R2) format will therefore be

phased out.

COURSE DATES AND TIME:

Q Course #20511:
07-11 September 2020, 14:00 - 18:30 CET

O Course #20512:

The training course includes a knowledge evaluation for which participants, who pass the evaluation, will receive a 2B360 =02 Ot 2020: UO00 13 30 CE

- . . notification from the EMA. Organisations, which aim to use EudraVigilance web application (EVWEB) to start the

> S u p po rt W e b I n a rs h a V e be e n d IS C O nt I n u e d . electronic reporting of ICSRs to EudraVigilance for the first time, need to provide such notification for at least one
user to be able to successfully register with the EudraVigilance production environment. For more information on
the registration process, please consult the EMA website.

> The e'learning modules remain available. LEARNING OBJECTIVES

By the end of this training course, participants should be able to:

= Apply the ISOACH E2B(R3) format and rules to safety reporting based on practical examples for initial
spontaneous and follow-up reports, amendment and nullification reports, literature and parent-child cases, and
reports from interventional and non-interventional studies

Q Course #20514:
12-16 October 2020, 14:00 - 18:30 CET

O Course #20516:
19-23 October 2020, 14:00 - 18:30 CET

O Course #20518:
16-20 November 2020, 09:00 - 13:30 CET

O Course #20500:
23-27 November 2020, 14:00 - 18:30 CET

Q Course #20521:
07-11 December 2020, 14:00 - 18:30 CET

sensenNsenNecucenoaneaBeRNDONDER

« Understand how to use EVWEB to create, send and access ICSRs and acknowledgments

19
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Training and support
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PROGRAMME COMMITTEE

Paolo Alcini

Head of Data Standardisation and Analytics
Service, European Medicines Agency, EU

Georgy Genov

Head of Pharmacovigilance, European Medicines
Agency, EU

Anja van Haren

EudraVigilance Coordinator, Medicines Evaluation
Board (MEB), the Netherlands

I VIRTUAL EVENT

EMA EudraVigilance
Information Day

02 December 2020
13:30 - 17:30 CET | Virtual Event

OVERVIEW

This Information Day will provide an update of some key elements and activities that
will impact EudraVigilance and its stakeholders in the coming years. The objective is to
outline technical and operational activities with anticipated timelines and to highlight
how the database and the users that interact with the system will be affected.

Based on a Pharmacovigilance Risk Assessment Committee (PRAC) recommendation,
the EMA Management Board confirmed and announced the mandatory use of the ISO
Individual Case Safety Report standard (ISO 27953-2:2011) based on the ICH E2B(R3)
modalities as of 30 June 2022 for all reporting to EudraVigilance. Furthermore, the ISO
terminology on pharmaceutical dose forms and routes of administration, (IS0 11239:2012),
will also become mandatory at the same time. Guidance on the necessary technical
adaptation and implications including updates of the guidelines will be highlighted.

The quality of the ICSRs and the implications on the data analysis will be discussed,
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Any questions?

Official address Domenico Scarlattilaan 6 « 1083 HS Amsterdam « The Netherlands
Address for visits and deliveries Refer to www.ema.europa.eu/how-to-find-us
Send us a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000

Follow us on %W @EMA_News
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