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Overview Module PhV-M3

\
Introduction to this training module

‘ What are the legal basis and benefits for the simplified reporting of suspected adverse reactions?

‘ What are the interim reporting arrangements?

What are the final arrangements for the simplified reporting of suspected adverse reactions?

What are key principles that should be taken into account?

How can I get supporting information?
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Overview Module PhV-M3

\
Introduction to this training module
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Introduction: Context PhV-M3

e Target audience for this training module:

— National Competent Authorities (NCAs) in the European Economic Area (EEA)
— Marketing authorisation holders (MAHS)

— World Health Organisation — Uppsala Monitoring Centre (WHO-UMC)
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Introduction: Learning Objectives

e At the end of module PhV-M3 you should be able to:

— Describe the legal basis and the benefits for the simplification of the
reporting of suspected adverse reactions based on the 2010
pharmacovigilance legislation

— Recognise the current interim arrangements
— Describe the process of simplified reporting of suspected adverse reactions
— Recognise important principles in the context of simplified reporting

— Understand where to obtain supporting information and whom to contact in
case of further questions

Tearning
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|
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Overview Module PhV-M3

What are the legal basis and benefits for the simplified reporting of suspected adverse reactions?

‘\r\
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Session overview: the legal basis and benefits for the
simplified reporting of suspected adverse reactions

In this session you will obtain an understanding of:

e The legal background and benefits for the simplification of reporting of

suspected adverse reactions for medicines authorised in the EU
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Legal Background

e A simplified approach towards the reporting of suspected adverse reactions related
to medicines authorised in the EU was introduced with the 2010 pharmacovigilance
legislation (Articles 107(3) and 107a(4) of Directive 2001/83/EC)

e The simplified adverse reaction reporting will apply six months following the
announcement by the Management Board of the Agency that based on an
independent audit report, the EudraVigilance database has achieved full
functionality (Article 24(2) of Regulation (EC) No 726/2004)

e Ad interim, the adverse reaction reporting is based on the provisions set out in
Article 2(4), Article 2(5) and Article 2(6) of Directive 2010/84/EU and in line with
national legislation and guidance where applicable
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Legal Background
HMA FF‘“‘.’F"“'\gﬁ'tﬁ AGENCY

6 September 2014

EMA/B73136/2011 Rev 1°

Guideline on good pharmacovigilance practices (GVP)
Module VI - Management and reporting of adverse reactions to medicinal
products (Rev 1)

Date for coming Inko effect of first version 2 July 2012

e The reporting obligations are further
detailed in the Guideline on good T — T

Draft Revision 1 adopted by Executive Director 6 June 2013
- - - Released for public consultation 7 June 2013
pharmacovigilance practices: Module VI - o coresation senin o comment) St 01
Revised draft Revision 1 finalised by the Agency in collaboration with Member 16 July 2014

- States
Management and reporting of adverse T —

Date for coming into effect of Rewision 1 16 September 2014

reactions to medicinal products, chapter B e e e

crgeing studies started before that dare ks optianal.

“VI.C.4.1. Interim arrangements” and s e o e o

- Revisions In VLA.Z.1.1. (Causality), VI.A2.4. (Seriousness), VL.B.1.2. (Solicited reports), VLB.3.
(Follow-up of reports), VLE.6.3. (Reports of overdose, abuse, off-label use, misuse, medication error

A\ H n
chapter VI.C.4.2. “Final arrangements s e, VL e s et s

originating from arganised data enllection Systems and other systems);

- Clarifications on the clock start foer the reporting of valid TCSRs In VLB.7.;

- Clarifications on the handling of ICSRs when reported in an official language In VL.C6.2.2.9.;

- of tables Interim applicable to marketing suthorisation
hoiders in VLAPp.3.1.1.;

- Correetion in VI.C.2.2.9. (Period during 3 pubslic health emergency).
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The interim reporting obligations
are further detailed in the
document Reporting
requirements of Individual Case
Safety Reports (ICSRs)
applicable to marketing
authorisation holders during the
interim period
(EMA/411742/2015 Rev. 9)
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Benefits

e Simultaneously receive, access and share pharmacovigilance information for
medicinal products for human use authorised in the EU by means of EudraVigilance

e EudraVigilance serves as single point of submission of reports of suspected adverse
reactions by marketing authorisation holders

e Same rules on suspected adverse reaction recording and reporting for medicinal
products independent of the authorisation procedure of the medicinal product

e Harmonised format and standard for ICSR reporting in the EEA (including business
rules)

e Reduced efforts in data management
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Session overview: the legal basis and benefits for the
simplified reporting of suspected adverse reactions

In this session you obtained an understanding of:

e The legal background and benefits for the simplification of reporting of

suspected adverse reactions for medicines authorised in the EU
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Overview Module PhV-M3

N

What are the interim reporting arrangements?

' -
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Session overview: interim reporting arrangements

In this session you will obtain an understanding of:

e The current interim reporting arrangements of suspected adverse reactions

related to medicines
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NCAs - interim reporting arrangements (1a)

 NCAs ensure that all serious ICSRs that occur in their territory and
that are reported to them, including those received from marketing
authorisation holders, are made available to EudraVigilance within

15 days of the notification of suspected serious adverse reactions

Reference: Article 2(4), Article 2(5) and Article 2(6) of Directive 2010/84/EU
GVP Module VI, chapter VI.C.4.1. Interim arrangements
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NCAs - Interim reporting arrangements (1a)
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NCAs - interim reporting arrangements (2a)

e Competent authorities in Member States make available, to the
marketing authorisation holders of the suspected medicinal products,

all serious ICSRs reported directly to them

Reference: Article 2(4), Article 2(5) and Article 2(6) of Directive 2010/84/EU
GVP Module VI, chapter VI.C.4.1. Interim arrangements
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NCAs - interim reporting arrangements (2a) W
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NCAs - interim reporting arrangements (3a)

e NCAs make reports of suspected adverse reactions that occur in
their territory and that are reported to them to the WHO UMC
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NCAs - interim reporting arrangements (3a)
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MAHSs - interim reporting arrangements (4a)

e MAHSs report all serious ICSRs that occur in the EU to the competent
authority of the Member State on whose territory the suspected
adverse reactions occurred, within 15 days of the day on which the
holder concerned gained knowledge

e If required by Member States, marketing authorisation holders
report all non-serious ICSRs that occur in the EU to the competent
authority of the Member State on whose territory the suspected
adverse reactions occurred

Reference: Article 2(4), Article 2(5) and Article 2(6) of Directive 2010/84/EU
GVP Module VI, chapter VI.C.4.1. Interim arrangements
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MAHSs - interim reporting arrangements (4a)
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MAHSs - interim reporting arrangements (4b)

e MAHSs to report to the EudraVigilance database all serious ICSRs
that occur outside the EU, including those received from competent
authorities, within 15 days of the day on which the holder
concerned gained knowledge

e Note: if required by Member States, those reports shall also be
submitted to the competent authorities in the Member States in
which the medicinal product is authorised

Reference: Article 2(4), Article 2(5) and Article 2(6) of Directive 2010/84/EU
GVP Module VI, chapter VI.C.4.1. Interim arrangements
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MAHSs interim reporting arrangements (5a)

e For medicinal products containing the active substances referred to in the
list of publications monitored by the Agency pursuant to Article 27 of
Regulation (EC) No 726/2004, marketing authorisation holders shall not be
required to report to the EudraVigilance database the suspected adverse
reactions recorded in the listed medical literature, but they shall monitor all
other medical literature and report any suspected adverse reactions.

e Unless otherwise specified by national legislation and guidance, concerned
marketing-authorisation holders should not submit the ICSRs resulting from
the medical literature monitoring service to the concerned national
competent authorities in the EEA.

Reference: Article 27 of Regulation 726/2004
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MAHSs interim reporting arrangements (5b)
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Session overview: interim reporting arrangements

In this session you obtained an understanding of:

« The current interim reporting arrangements of suspected adverse reactions

related to medicines
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Overview Module PhV-M3
\

, A

What are the final arrangements for the simplified reporting of suspected adverse reactions?
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Session overview: final reporting arrangements

In this session you will obtain an understanding of:

e The simplified reporting arrangements of suspected adverse reactions related to
medicines

Note: simplified reporting applies to all EEA Member States, including Iceland,
Liechtenstein and Norway.

29 Preparing for the simplified reporting of suspected adverse reactions in the EU



EUROPEAN MEDICINES AGENCY

NCAs final reporting arrangements (1a)

e Within 15 days following the receipt of reports of serious suspected
adverse reactions, Member States need to submit the reports
electronically to EudraVigilance

e Within 90 days from the receipt of reports of non-serious suspected
adverse reactions, Member States need to submit the reports
electronically to EudraVigilance

e Marketing authorisation holders have to access those reports
through EudraVigilance

Reference: Article 107(4) of Directive 2001/83/EC
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NCAs final reporting arrangements (1a contd)

e Member States shall ensure that reports of suspected adverse
reactions arising from an error associated with the use of a
medicinal product that are brought to their attention are made
available to EudraVigilance.....

Reference: Article 107(5) of Directive 2001/83/EC
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WHO-UMC final reporting arrangements (2a)

e The Agency has to make available promptly all suspected adverse

reaction reports occurring in the Union to the World Health
Organisation.

Reference: Article 28c(1) of Regulation 726/2004

33 Preparing for the simplified reporting of suspected adverse reactions in the EU



.| suspected adverse

Q[" Reports of

reactions for
medicines (ICSR)

@i Reports of

| suspected adverse

reactions for
medicines (ICSR)

. Q; Reports of

suspected adverse

EudraVigilance rea.c:tlons for
= medicines (ICSR)
o O—[ﬂi

(1] = Reports of
. | suspected adverse
reactions for
medicines (ICSR)
NCAs in Member
States
=

a_

WHO UMC

WHO-UMC final reporting arrangements (2a)

34

h 4

Preparing for the simplified reporting of suspected adverse reactions in the EU

v

EUROPEAN MED

NES AGENCY




EUROPEAN MEDICINES AGENCY

MAHSs final reporting arrangements (3a)

e Marketing authorisation holders need to submit electronically to
EudraVigilance information on all serious suspected adverse
reactions that occur in the Union and in third countries within 15
days following the day on which the marketing authorisation holder
concerned gained knowledge of the event.

e Marketing authorisation holders need to submit electronically to
EudraVigilance information on all non-serious suspected adverse
reactions that occur in the Union, within 90 days following the day
on which the marketing authorisation holder concerned gained
knowledge of the event.

Reference: Article 107(3) of Directive 2001/83/EC
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MAHSs final reporting arrangements (4a)

e For medicinal products containing the active substances referred to
in the list of publications monitored by the Agency pursuant to
Article 27 of Regulation (EC) No 726/2004, marketing authorisation
holders shall not be required to report to the EudraVigilance
database the suspected adverse reactions recorded in the listed
medical literature, but they shall monitor all other medical literature
and report any suspected adverse reactions.

Reference: Article 27 of Regulation 726/2004
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Session overview: final reporting arrangements

In this session you obtained an understanding of:

e The simplified reporting arrangements of suspected adverse reactions related to

medicines
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Overview Module PhV-M3

N

What are key principles that should be taken into account?
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Session overview: key principles that should be taken
into account

In this session you will obtain an understanding of:

e Some of the key principles that should be taken into account when moving to

the simplified reporting
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Key principles to be taken into account (1)

As part of the simplified adverse reaction reporting the following key principles
should be taken into account:

« EudraVigilance should be based on the highest internationally recognised data quality
standards, which requires NCAs and MAHs to adhere to the:

— electronic reporting requirements as defined in EU legislation

— concepts of data structuring, coding and reporting in line with EU legislation, guidelines,
standards and principles referred to in GVP Module VI, chapter VI.C.6.2.2.1

o This is a pre-requisite to maintain a properly functioning EudraVigilance database
intended to fully support the protection of public health.
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Key principles to be taken into account (2)

« The Agency in collaboration with stakeholders that submit ICSRs to EudraVigilance, are

jointly responsible to contribute to the quality and integrity of the data as defined in
legislation:

- The Agency shall, in collaboration with the stakeholder that submitted an ICSR to the
EudraVigilance database, be responsible for operating procedures that ensure the highest
quality and full integrity of the information collected in the EudraVigilance database [REG Art
24(3)]. This includes as well the monitoring of use of the terminologies referred to in chapter
IV of the Commission Implementing Regulation (EU) No 520/2012 [IR Art 25(3)]

- Specific quality system procedures and processes shall be in place in order to ensure the
submission of accurate and verifiable data on serious and non-serious suspected adverse
reactions to the EudraVigilance database within the 15 or 90-day time frame [IR Art 11 (1)
()]
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Key principles to be taken into account (3)

« The Agency in collaboration with stakeholders that submit ICSRs to EudraVigilance, are
jointly responsible to contribute to the quality and integrity of the data as defined in
legislation:

- Specific quality system procedures and processes shall be in place in order to ensure the
quality, integrity and completeness of the information submitted on the risks of medicinal
products, including processes to avoid duplicate submissions [IR Art 11 (1) (d)]

- Marketing authorisation holders shall collaborate with the Agency and the Member States in
the detection of duplicates of suspected adverse reaction reports [DIR Art 107(5)]

- Member States shall collaborate with the Agency and the marketing authorisation holders in
the detection of duplicates of suspected adverse reaction reports [DIR Art 107a (3)]

o Details are provided in GVP Module VI, chapter VI.C.6.2.4.
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Key principles to be taken into account (4)

« MAHs and NCAs should have in place an audit system, which ensures the highest quality
of the ICSRs transmitted electronically to EudraVigilance within the correct time frames,
and which enables the detection and management of duplicate ICSRs in their system.

« Those transmitted ICSRs should be complete, entire and undiminished in their structure,
format and content.

« For the purpose of a systematic approach towards quality in accordance with the quality
cycle as outlined in GVP Module I, managerial staff (i.e. staff with management
responsibilities) in any organisation should be responsible for ensuring that adequate
resources are available and that training is provided.

0 Details are provided in GVP Module VI, chapter VI.C.6.2.4.
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Key principles to be taken into account (5)

Follow-up information

« EudraVigilance will provide access to initial reports as well as follow-up reports to
marketing authorisation holders from the time when the simplified reporting will
become applicable - this in accordance with the EudraVigilance Access Policy
(revision 2)

« There is no need for marketing authorisation holders to contact NCAs in EEA
Member States to check if new information on the case is available/was obtained,;
any new case information will be reported by NCAs to EudraVigilance, where the
information is accessible to the marketing authorisation holders for the medicinal
products for which they hold a marketing authorisation in the EU
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Session overview: key principles that should be taken
into account

In this session you obtained an understanding of:

e Some of the key principles that should be taken into account when moving to

the simplified reporting
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Overview Module PhV-M3

N

How can I get supporting information?
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Where can I get support if needed?

Pharmacovigilance operations

e Send a question to EMA (accessible from the EMA homepage)

An agency of the European Union
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Reference Documents (1)

Reference
Regulation 726/2004

Directive 2001/83/EC

Commission
Implementing
Regulation 520/2012

Document title

Regulation (EC) No 726/2004 of the European Parliament and of the Council
of 31 March 2004 laying down Community procedures for the authorisation
and supervision of medicinal products for human and veterinary use and
establishing a European Medicines Agency (Consolidated version:
05/06/2013)

Directive 2001/83/EC of the European Parliament and of the Council of 6
November 2001 on the Community code relating to medicinal products for
human use (Consolidated version: 16/11/2012)

COMMISSION IMPLEMENTING REGULATION (EU) No 520/2012

of 19 June 2012 on the performance of pharmacovigilance activities provided
for in Regulation (EC) No 726/2004 of the European Parliament and of the
Council and Directive 2001/83/EC of the European Parliament and of the
Council
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Reference Documents (2)

Reference Document title

EMA/411742/2015 Reporting requirements of Individual Case Safety Reports
Rev. 9 (ICSRs) applicable to marketing authorisation holders

29 June 2015 during the interim period

EMA/873138/2011 Guideline on good pharmacovigilance practices: Module VI
Rev 1* - Management and reporting of adverse reactions to
medicinal products

EMA/827661/2011 Guideline on good pharmacovigilance practices (GVP)
Module IX - Signhal management
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Overview Module PhV-M3

\
Introduction to this training module

‘ What are the legal basis and benefits for the simplified reporting of suspected adverse reactions?
‘ What are the interim reporting arrangements?
What are the final arrangements for the simplified reporting of suspected adverse reactions?

What are key principles that should be taken into account?

How can I get supporting information?

¢
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Summary of PhV-M3

We are now at the end of the training module PhV-M3, which allows you to:

— Describe the legal basis and the benefits for the simplification of the
reporting of suspected adverse reactions based on the 2010
pharmacovigilance legislation

— Recognise the current interim arrangements
— Describe the process of simplified reporting of suspected adverse reactions
— Recognise important principles in the context of simplified reporting

— Understand where to obtain supporting information and whom to contact in
case of further questions -
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Feedback

« Please provide us with feedback on this E-learning module and any attendant
guidance documents you have viewed by taking the EMA training survey.

« The survey is accessible via this link.

¥ Save a backup on your local computer (disable if you are using a public/shared computer)

O wiomsvupgpras acmer
EudraVigilance training feedback survey

Views
Fields marked with * are mandatory

Standard Accessibility Mode

Disclaimer Languages
Th nis r i questionnaires created using the v sol [EN] English *

ly a recommendation or endorsem

Useful links
EudraVigilance training page
F’ages Training Feedback
Contact

European Medicines Agency service
desk

Training Details

Download PDF version
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Acronyms (1)

Acronym Description

EEA European Economic Area

EU European Union

EV EudraVigilance

GVP Guidelines on good pharmacovigilance practices
ICSR Individual Case Safety Reports
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Acronyms (2)

Acronym Description

MAH Marketing authorisation holder

MedDRA Medical Dictionary for Regulatory Activities

NCA National competent authority

PhV Pharmacovigilance

WHO UMC World Health Organisation Uppsala Monitoring
Centre
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Thank you for your attention

Further information

European Medicines Agency
30 Churchill Place e Canary Wharf ¢ London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

Follow us on % @EMA_News



