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VI.A. Introduction

VEAL—SeepeThis Module of GVP addresses the legal requirements detailed in Fitle FHHLE-PX-oef-Directive
2001/83/EC [DIR] and ehapterChapter3-ef FHFLE-H-ef Regulation (EC) No 726/2004 [REG], which are
applicable to competent authorities in Member States, marketing authorisation holders and the Agency
as regards the collection, data management and reperting-submission of individual reports of
suspected adverse reactions (serious and non-serious) associated with medicinal products for human
use authorised in the European Union (EU).

Section VI.B. of this Module highlights the general principles, based on the pharmacovigilance
guidelines E2A, E2B and E2D of the International Council for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use (ICH) (see GVP Annex IV), in relation to the collection, recording
and submission of individual reports of suspected adverse reactions associated with medicinal products
for human use. The definitions and guidance provided in Section VI.A. and the EU specific
requirements presented in Section VI.C. should be followed.

All applicable legal requirements are referenced in the way explained in the GVP Introductory Cover
Note and are usually identifiable by the modal verb “shall”. Guidance for the implementation of legal
requirements is provided using the modal verb “should”.

The guidance provided in this Module does not address the collection, management and submission of
individual reports of events or patterns of use, which do not result in suspected adverse reactions (e.qg.

asymptomatic overdose, abuse, misuse or medication error) and which are not required to be
submitted as individual case safety reports (ICSRs). This information may however need to be
collected and presented in periodic safety update reports for the interpretation of safety data or for the
benefit risk evaluation of medicinal products. With regard to this, the guidance provided in GVP Module

VII applies.
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VI.A.21. Definitions-and-tTerminology

The definitions provided in Articleiele 1_of Directive 2001/83/EC ef Directive2001/83/EC-shall be
applied for the purpose of this Module; of particular relevance are those provided in this Section. Some
general principles presented in the-ICH-E2A and ICH-E2D guidelines-(see GVP Annex IVGVRP-ArnexTV)
should also be adhered to; they are included as well in this Section (see GVP Annex I for all definitions
applicable to GVP).

VI.A.1.1. Adverse reaction, causality

VEA2-1—-Adverse reaction:

_An—adversereactionisaA response to a medicinal product which is noxious and unintended -[DIR Art
1_}—This-includesadversereactions-whicharisefrom+(11)]. Adverse reactions may arise from use of
the product within or outside the terms of the marketing authorisation or from occupational exposure
[DIR Art 101(1)]. Use outside the marketing authorisation includes off-label use, overdose, misuse,
abuse and medication errors.

In accordance with ICH-E2A (see GVP Annex IV), the definition of an adverse reaction implies at least
a reasonable possibility of a causal relationship between a suspected medicinal product and an adverse
eventl~{see- GVR-ArrexD). An adverse reaction, in contrast to an adverse event, is characterised by
the fact that a causal relationship between a medicinal product and an occurrence is suspected. For
regulatory reporting purposes, as detailed in ICH-E2D (see GVP Annex IV), if an event is
spontaneously reported, even if the relationship is unknown or unstated, it meets the definition of an
adverse reaction. Therefore all spontaneous reports notified by healthcare professionals? or
consumers? are considered suspected adverse reactions, since they convey the suspicions of the
primary sources3, unless the reporters specifically state that they believe the events to be unrelated or
that a causal relationship can be excluded.

VI.A.21.12.2: Overdose, off-label use, misuse, abuse, occupational
exposure, medication error, falsified medicinal product

a—O0verdose: This refers to the administration of a quantity of a medicinal product given per
administration or cumulatively, which is above the maximum recommended dose according to the
authorised product information. Clinical judgement should always be applied.

b—Off-label use: This relates to situations where the medicinal product is intentionally used for a

medical purpose not in accordance with the autherisedpreductinfermationterms of the marketing

authorisation.

! An adverse event is defined in ICH-E2D (see GVP Annex IV) as any untoward medical occurrence in a patient
gdministered a medicinal product and which does not necessarily have to have a causal relationship with this treatment.

3 See VI.A.1.4. for definition of primary source.
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€—Misuse; This refers to situations where the medicinal product is intentionally and inappropriately
used not in accordance with the autherised-preductinformatienterms of the marketing authorisation.

d—Abuse: This corresponds to the persistent or sporadic, intentional excessive use of a medicinal
product, which is accompanied by harmful physical or psychological effects [DIR Art 1}(16)].

e—Occupational exposure: This refers to the exposure to a medicinal product (as-see
definitiondefinred in fBIR-VI.A.1.3. Art1t1H{2}H), as a result of one’s professional or non-professional
occupation. It does not include the exposure to one of the ingredients during the manufacturing
process before the release as finished product.

Medication error: This is an unintended failure in the drug treatment process that leads to, or has the
potential to lead to harm to the patient*.

Falsified medicinal product: This relates to any medicinal product with a false representation of:

e its identity, including its packaging and labelling, its name or its composition as regards any of the
ingredients including excipients and the strength of those ingredients;

e its source, including its manufacturer, its country of manufacturing, its country of origin or its
marketing authorisation holder; or

e -its history, including the records and documents relating to the distribution channels used.

This definition does not include unintentional quality defects and is without prejudice to infringements
of intellectual property rights [DIR Art 1(33)].

VI.A.21.23. Active substance, excipient, Mmedicinal product, Aactive
bst ipient —_—

Active substance: Any substance or mixture of substances intended to be used in the manufacture of
a medicinal product and that, when used in its production, becomes an active ingredient of that
product intended to exert a pharmacological, immunological or metabolic action with a view to
restoring, correcting or modifying physiological functions or to make a medical diagnosis [DIR Art

1(3a)].

Excipient: Any constituent of a medicinal product other than the active substance and the packaging
material [DIR Art 1(3b)]; E.g. colouring matter, preservatives, adjuvant, stabilisers, thickeners,
emulsifiers, flavouring and aromatic substances [DIR Annex I].

Medicinal product: A medicinal product is characterised by any substance or combination of
substances,

e presented as having properties for treating or preventing disease in human beings; or

¢ which may be used in, or administered to human beings either with a view to restoring, correcting
or modifying physiological functions by exerting a pharmacological, immunological or metabolic
action, or to making a medical diagnosis [DIR Art 13:(2)].

* From: Good practice guide on recording, coding, reporting and assessment of medication errors (EMA/762563/2014);
EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/ Medication errors.
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VI.A.21.34. Primary source, healthcare professional and consumer

Fhe-In accordance with ICH-E2B, the primary source of the information era-suspected-adverse
reaction{s)-is the person who reports the facts-_about an individual-case-safetyrepertICSR. Several
primary sources, such as healthcare professionals and/or a-eenrsumerconsumers, may provide
information on the same case. In this situation, all the primary sources’ details, including the
qualifications, should be provided in the easereportICSR;—with_and the “Primary source(s)” section
should be repeated as necessary in line with ICH-E2B{R2) (see G¥P-Annex P/ VI.B.2. for ICSRs
validation based on the primary source identifiability-efreperts).

In accordance with the ICH-E2D (see GVP Annex 1V),

e a healthcare professional is defined as a medically-qualified person such as a physician, dentist,
pharmacist, nurse_, coroner or as otherwise specified by local regulations;

e a consumer is defined as a person who is not a healthcare professional such as a patient, lawyer,
friend, relative of a patient or carer.

> Ref- MEDDEV 2:12-1 rev-8{RefAres(2016)856772 —18/02/2016)
6 See MIC 6 as regardsthe-clectroniereporting-o FHIESRe—in-the-EU-
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Medical-documentationsThe “Primary Source for Regulatory Purposes” is defined in ICH-E2B(R3)” and
is not applicable for the electronic transmissiorsubmission of ICSRs under the ICH-E2B(R2) format.
This data element refers to the person who first reported the facts. In case of multiple primary sources
from different countries, ithis data element identifies the country seuree-effor the ICH-E2B data
element “worldwide unique case gnique-identification number"-by-defiring-the-country-where thecase
oceurred.

Where the patient experienced a suspected adverse reaction in another country than the one of the
primary source, this information should be captured in the ICH-E2B data element “Identification of the
Country Where the Reaction / Event Occurred”, e.g. a male patient from Ireland is reporting
experiencing an anaphylactic reaction with drug X while travelling in Spain, in this instance the primary
source country is Ireland and the occurrence country is Spain. Guidance about the automatic rerouting
of the ICSR to the competent authority of the EU Member State where the reaction occurred is
provided in VI.C.4..

VI.A.1.35. Medical confirmation

A consumer may provide medical documentations (e.g. laboratory or other test data) previded-bya
eoensumer-that suppertsupports the occurrence of thea suspected adverse reaction; er-and which
indieateindicates that an identifiable healthcare professional suspects a reasenable-pessibility-ef-causal
relationship between a medicinal product and the reported adverse eventreaction;—are-sufficientte

prefessionaland-bereported-accordingly-. Similarly, if-a report ismay be submitted-notified by a
medically qualified patient, friend, relative or carer of the patient-erearer. In these situations, the ease
sheuldalse-bereported information is considered asa-spontaresusrepertmedically confirmed-by—=a
healtheareprofessionalt.

In the same way, where one or more suspected adverse reactions initially reported by a consumer
isare subsequently confirmed by a healthcare prefessienat-professionalercontains-medicat
doeuwmentation-thatsuppo he-eceurrence-of a—suspectedadversereaction, the easeICSR should be
considered medically confirmed. It should be updated at case level in line with ICH-E2B(R2), or at
adverse reaction level in accordance with ICH-E2B(R3) for each subsequently medically confirmed
suspected adverse reaction.

VI.A.21.46. Seriousness

As described in ICH-E2A (see GVP Annex IV), a serious adverse reaction corresponds to any untoward
medical occurrence that at any dose results in death, is life-threatening, requires inpatient
hospitalisation or prolongation of existing hospitalisation, results in persistent or significant disability or
incapacity, or is a congenital anomaly/birth defect.

The characteristics/consequences should be considered at the time of the reaction to determine the
seriousness-efa-€ase. For example, life-threatening refers to a reaction in which the patient was at risk
of death at the time of the reaction; it does not refer to a reaction that hypothetically might have
caused death if more severe.

7 ICH Implementation Guide for Electronic Transmission of Individual Case Safety Reports (ICSRs) E2B(R3) Data Elements
and Message Specification (Accessible at http://estri.ich.org/e2br3/index.htm)
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Medical judgement should be exercised in deciding whether other situations should be considered as
serious—+reactions. Some medical events may jeopardise the patient or may require an intervention to
prevent one of the above characteristics/consequences. Such important medical events should be
considered as-serious®. The EudraVigilance Expert Working Group has co-ordinated the development of
an important medical event (IME) terms list based on the Medical Dictionary for Regulatory Activities
(MedDRA) (see GVP Annex IV). This IME list aims to facilitate the classification of suspected adverse
reactions, the analysis of aggregated data and the assessment of the-individual-case-safetyreperts
{ICSRs?} in the framework of the day-to-day pharmacovigilance activities. The IME list is intended for
guidance purposes only and is available on the Agency the-EudraVigianee-web-site® to stakeholders
who wish to use it for their pharmacovigilance activities. It is regularly updated in line with the latest
version of MedDRA.

Where one or more serious suspected adverse reactions are reported in an ICSR, the information on
the seriousness should be documented at case level in line with ICH-E2B(R2) or for each reperted
suspected adverse reaction in accordance with ICH-E2B(R3), depending on the ICH-E2B format used
for the ICSR electronic submission.

VI.A.21.57. Individual case safety report (ICSR)

This refers to the format and content for the submission of an individual report reperting-of ene-er
several-suspected adverse reactions in relation to a medicinal product that occur in a single patient at
a specific point of time-_[IR Art 27]. A valid ICSR should include at least one identifiable reporter, one
single identifiable patient, at least one suspect adverse reaction, and at least one suspect medicinal
product_(see VI.B.2. for ICSRs validation).

VI.A.21.68 NnullfFlavors

The NnullFflavors are a collection of codes specifying why a valid value is not present in an ICSR. They
are available with the ICH-E2B(R3) format and not with ICH-E2B(R2). Theyis refers to instances,
where for example a proper value is applicable, but not known (e.g. age of the patient is unknown:
code UNK), or where the valde-isasked-ie—information is available to a sender of an ICSR but it is
masked because it cannot be provided due to security, privacy or other reasons (e.g. date of birth of
the patient cannot be shared due to local data protection laws: code MSK). ICH-E2B(R3) IESR-uses the
nullFlavorNulflaveur code sets from the HL7 Messaging Standard primarily to classify the set of source
data situations that may give rise to a missing value. For examples how a nullFlavorNuliflavers can be
used to code values in the ICSR, refer to ehapter3-3-6-—ofthe ICH Implementation Guide for Electronic
Transmission of Individual Case Safety Reports (ICSRs) E2B(R3) Data Elements and Message
Specification-Version-5-01—12 April- 2613'%, Additional EU guidance on the use of the
nullFlavorNuHflaver in some specific situations is also provided in ehapterI-C:3-7—efthe EU Individual
Case Safety Report (ICSR) Implementation Guide!?.

8 Examples are provided in section II.B of ICH-E2A (see GVP Annex IV).

° EMA website: Home/Human regulatory/Post-authorisation/Pharmacovigilance/EudraVigilance/System overview

10 Accessible at http://estri.ich.org/e2br3/index.htm

11 Ref. EMA/51938/2013FEMA/51938/2013; EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/
EudraVigilance/ Electronic reporting-—4-Becember2614.
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VI.B. Structures and processes

VI.B.1. Collection of reports

Competent authorities and marketing authorisation holders should take appropriate measures-in-erder
to collect and collate all reports of suspected adverse reactions associated with medicinal products for
human use originating from unsolicited or solicited sources.

For this purpose, a pharmacovigilance system should be developed to allow the acquisition of sufficient
information for the scientific evaluation of those reports.

The system should be designed so that it helps to ensure that the collected reports are authentic,
legible, accurate, consistent, verifiable and as complete as possible for their clinical assessment.

All notifications that contain pharmacovigilance data should be recorded and archived in compliance
with the applicable data protection requirements (see ¥MEE6-2-2-8VI.C.6.2.2.10. for guidance on the

processing of personal data in the EUferEU+requirements).

The system should also be structured in a way that allows for reports of suspected adverse reactions to
be validated (see VI.B.2. for ICSRs validation) in a timely manner and exchanged between competent
authorities and marketing authorisation holders within the legal reperting-submission time frame (see
VI.B.7.1. for ICSRs time frames submission).

In accordance with the ICH-E2D (see GVP Annex IV), two types of safety reports are distinguished in
the post-authorisation phase;—: reports originating from unsolicited sources and those reported as
solicited.

VI.B.1.1. Unsolicited reports
VI.B.1.1.1. Spontaneous reports

A spontaneous report is an unsolicited communication by a healthcare professional, or consumer to a
competent authority, marketing authorisation holder or other organisation (e.g. Regieral-regional
Pharmacovigitance-pharmacovigilance Centrecentre, Peisen-poison Centrel-control Centrecentre) that
describes one or more suspected adverse reactions in a patient who was given one or more medicinal
products-and-that. It does not derive from a study or any organised data collection systems-where
adverse-eventsreportingisactively seught, as defined in VI.B.1.2.. InthisaspeetWith regard to this,

the following situations should also be considered as spontaneous reports:

e Stimulated-stimulated reporting that occurs consequent to a direct healthcare professional
communication (see MeduteX¥);GVP Module XV), publication in the press, questioning of
healthcare professionals by company representatives, communication from patients’ organisations

to their members, or class action lawsuitssheuld-beconsidered-spontancous+reports:;
e Unselieited-unsolicited consumer adverse reactions reports sheuld-be-handledasspontaneous

reports-irrespective of any subsequent “medical confirmation”—;
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e Rreports of suspected adverse reactions, which are not related to any organised data collection

systems and (i) which are notified through medical enquiry/product information services or (ii)
which are consequent of the distribution of information or educational materials;

e unsolicited reports of suspected adverse reactions collected from the internet or digital media (see
VI.B.1.1.4. for guidance on ICSRs management from the internet or digital media);

e anindividual c€ases notified by different reporters, referringto-the-same patientand-same
suspectedadversereaction,—and at least one notification is done iranunselicited
mannerspontaneously;

«Rreports of suspected adverse reactions eriginating-from non-interventional post-authorisation
studies and-related to specified adverse events for which the protocol does not require atheir
systematic collection (see VI.C.1.2.1.1. for EU guidance on this type of non-interventional post-
authorisation studies, and VI.6.2.3.7 Subsection 2 for EU guidance on the electronic submission of

these ICSRs);

e Rreports of suspected adverse reactions eriginating-from compassionate use or named patient use
conducted in a-countryies where the aetivesystematic collection of adverse events eeeurring-in
these programmes is not required (see VI.C.1.2.2. for EU guidance on compassionate use or
named patient use, and -VI1.6.2.3.7 Subsection 2 for EU guidance on the electronic submission of

these ICSRS).

The repertinrg-modalities for the submission of spontaneous reports of suspected adverse reactions and
the applicable time frames fer-spentaneous+eports-are described in VI.B.7. and VI.B.8..

VI.B.1.1.2. Literature reports

The seientificand-medicalHiteraturemedical literature is a significant source of information for the
monitoring of the safety profile and of the risk-benefit balance of medicinal products, particularly in
relation to the detection of new safety signals or emerging safety issues. Marketing authorisation
holders are therefore expected to maintain awareness of possible publications through a systematic
literature review of widely used reference databases (e.g. Medline, Excerpta Medica or Embase) no less
frequently than once a week. The marketing authorisation holder should ensure that the literature
review includes the use of reference databases that contain the largest reference of articles in relation
to the medicinal product properties'?. In addition, marketing authorisation holders should have
procedures in place to monitor scientific and medical publications in local journals in countries where
medicinal products have a marketing authorisation, and to bring them to the attention of the company
safety department as appropriate.

Reports of suspected adverse reactions from the seientific-and-medical-iteraturemedical literature,
including relevant published abstracts from meetings and draft manuscripts, should be reviewed and
assessed by marketing authorisation holders to identify and record ICSRs-eriginating-from-spontaneous
If multiple medicinal products are mentioned in the publication, only those which are identified by the
publication's author(s) as having at least a possible causal relationship with the suspected adverse
reaction should be considered for literature review by the concerned marketing authorisation holder(s).

12 See VI.-Appendix-App.2: for-the detailed guidance on the monitoring of the medical and-seientific-literature.
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Valid ICSRs should be repertedsubmitted aeeerdirg-tein accordance with the time frames and
modalities detailed in VI.B.7. and VI.B.8..

One case should be created for each single identifiable patient-identifiable based-erin line with the
characteristics provided in VI.B.2.z=. Relevant medical information should be previded-recorded and the
first publication author{s) (or the corresponding author, if designated) should be considered as the
primary source{s}_of information—as-well-as-theprimary-sourceforregulatory-purposesintine-with
ICH-E2B(R3)}{see-MI-A-2:3+). Details about t¥he co-authors sheutddo not need to be

refleeteddocumented -amongaspartof the primary sources of information.

EU speeifie-requirements, as—regardsconcerning the medieinal-preduetsactive substances and the
scientific and medical publications;whieh-are not monitored by the Agency and for which valid ICSRs

shall be repertedsubmitted to the EudraVigilance database by marketing authorisation holders, are
provided in VI.C.2.2.3.1.. Exclusion criteria in relation to the submission in the EU of ICSRs published
in the literature are also detailed in VI.C.2.2.3.2..

VI.B.1.1.3. Reports from ether-non-medical sources-fe-g—general-news-er-other-media)

If a marketing authorisation holder becomes aware of a report of suspected adverse reactions
originating from a non-medical source, for example the lay press or other media, it should be handled
managed as a spontaneous report. Every attempt should be made to follow-up the case to obtain the
minimum information that constitutes a valid ICSR. With regard to the submission of those ICSRs, Fthe
same reperting-modalities and time frames should be applied as for other spontaneous reports.

VI.B.1.1.4. Information on suspected adverse reactions from the internet or digital media

Marketingln line with ICH-E2D (see GVP Annex IV), marketing authorisation holders should regularly
screen_the internet or digital media®® under their management or responsibility, for potential reports of
suspected adverse reactions. athisWith respect to this-aspeet, a digital mediuma _is considered to be
company sponsored if it is owned, paid for and/or controlled by the marketing authorisation holder!4,
The frequency of the screening should allow for potential valid ICSRs to be repertedsubmitted to the
competent authorities within the appropriate_regulatory repertirg-submission time_frames based on the
date the information was posted on the internet site/digital medium. Marketing authorisation holders
may also consider utilising their websites to facilitate the collection of reports of suspected adverse
reactions (see VI.C.2.2.1. for marketing authorisation holders’ responsibilities in the EU on
spontaneous reports).

If a marketing authorisation holder becomes aware of a report of suspected adverse reaction described
in any non-company sponsored digital medium, the report should be assessed to determine whether it
qualifies for repertinrgsubmission as ICSR.

Unsolicited cases of suspected adverse reactions from the internet or digital media should be handled
as spontaneous reports. The same reperting-submission time frames as for spontaneous reports should
be applied (see MEB-#VI.B.7.1. for ICSRs time frames submission).

In relation to cases from the internet or digital media, the identifiability of the reporter refers to the

possibility of verification of the existence of a real person; thatisitis-poessibleto—verify-thecontact
details-of-thereperter{based on the information available e.g.; an email address under a valid format

13 Although not exhaustive, the following list should be considered as digital media: web site, web page, blog, vlog, social
network, internet forum, chat room, health portal.

4 A donation (financial or otherwise) to an organisation/site by a marketing authorisation holder does not constitute
ownership, provided that the marketing authorisation holder does not control the final content of the site.
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has been provided_(see VI.B.2. for easeICSRs validation). If the country of the primary source is
missing, the country where the information was received, or where the review took place, should be

used as the primary source country.
VI.B.1.2. Solicited reports

As defined in ICH-E2D (see GVP Annex IVEVP-AnrextVY), solicited reports of suspected adverse
reactions are those derived from organised data collection systems, which include clinical trials, non-
interventional studies, registries, post-approval named patient use programmes, other patient support
and disease management programmes, surveys of patients or healthcare previdersprofessionals,
compassionate use or name patient use, or information gathering on efficacy or patient compliance.

Reports of suspected adverse reactions obtained from any of these data collection systems should not
be considered spontaneous. This is with the exception of:

e reports of suspected adverse reactions irrelationte-these-adverse-events-from non-interventional
post-authorisation studies related to specified adverse events for which the protocol efren-

interventionat-pest-autherisation-studiesprovides-differently-and-does not require their systematic

collection (see VI.C.1.2.1.1. for EU guidance on this type of non-interventional post-authorisation
studies, and VI.6.2.3.7 Subsection 2 for EU guidance on the electronic submission of these ICSRs),

e reports of suspected adverse reactions erigirating-from compassionate use or named patient use
conducted in countries Member-States-where the systematic aetive-collection of adverse events
eceurring-in these programmes is not required (see VI.C.1.2.2. for EU guidance on compassionate
use or named patient use, and VI.6.2.3.7 Subsection 2 for EU guidance on the electronic
submission of these ICSRs).

For-the purpese-of safetyreportingWith regard to the submission as ICSRs, solicited reports should be

classified as study reports. They;—and should have an appropriate causality assessment; to consider
whether they refer to suspected adverse reactions and therefore meet the_minimum validation criteria
(see VI.B.2. for ICSRs validation)ferreperting._Valid easesICSRs ef-suspected-adversereactions-should
be sertsubmitted aeeerdingtein line with the time frames and modalities detailed in VI.B.7. and
VI.B.8..

General reperting+atesfoerprinciples concerning the management of reports of suspected adverse
reactions occurring in organised data collection systems conducted in the EU under the scope of
Directive2001/83/ECDirective 2001/83/EC, Regulation (EC) No 726/2004 Regulatier{ECS)Ne
726/26084-or Directive 2001/20/EC; are presented in VI.C.1.. Guidance on the management of solicited
reports inthe-EY-by marketing authorisation holders in the EU is provided in VI.C.2.2.2..

VI.B.2. Validation of reports

Only valid ICSRs qualify for repertingsubmission. In accordance with ICH-E2D (see GVP Annex IV), aAll
reports of suspected adverse reactions should therefere-be validated before reperting-submitting them
to the competent authorities to make sure that the minimum criteria fer+eperting-are included in the

reports{seeICH-E2D{see}}.

Frese-Four minimum criteria are required for ICSRs validation:
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a. one or more identifiable*> reporter (primary-souree);see MEA2:3-VI.A.1.4. for primary source

definition), characterised by- parameters such as a-qualification_(e.g. physician, pharmacist, other
healthcare professional, lawyer, consumer or other non-healthcare professional)-, name, initials, or
address (e.g. reporter’s organisation, department, street, city, state or province, postcode, country,
email, phone number). Local data protection laws might apply.

In line with ICH-E2D, the term ‘identifiable’ indicates that the organisation notified about the case
has sufficient evidence of the existence of the person who reports the facts based on the available
information. In addition, in accordance with ICH E2B, an ICSR is not valid for submission unless
information concerning the qualification and the country is available for at least one reporter. Thus,
an ICSR is valid if the rules from ICH-E2D regarding the reporter’s identifiability and from ICH-E2B
regarding the reporter’s qualification and country are fulfilled for at least one reporter.

If information on the reporter’s gualification is missing, the notification should be considered by
default as a consumer report. If information on the reporter’s country is not available, the country
where the notification was received or where the review took place should be used in the ICSR.

infermationisavaitableferatleast-enerepoerter—Whenever possible, contact details for the reporter
should be recorded se-thatto facilitate follow-up activities-ean-beperfermed. However, if the
reporter does not wish to provide contact-details_information, the ICSR should still be considered as
valid—previding_as long as the notified organisation whe-wasinfermed-efthe-case-wasis able to
confirm #-the case directly with the reporter.

To enable duplicate detection activities, aAll parties providing case information or approached for
case information should be recorded in the ICSRidentifiable, (not only the initial reporter=).

When the information is based on second-hand or hearsay, the report should be considered non-
valid until it can be verified directly with the patient, the patient’s healthcare professional or a
reporter who had direct contact with the patient.+

b. one single identifiable*Z patient, characterised by at least one of the following qualifying

descriptors: initials,—patient identification-medical record number_(from general practitioner,
specialist, hospital, or investigation), -date of birth, age,;—age group, ergestation period, or
gender.

In line with ICH-E2D, the term ‘identifiable’ refers to the possibility of verification of the existence of
a patient based on the available information.

The information should be as complete as possible_in accordance with local data protection laws.-

An ICSR should not be considered valid for+eperting- submission unless information is available for
at least one of the patient qualifying descriptors. Furthermore, as specified in ICH-E2D, in the
absence of a qualifying descriptor, a repertnotification referring to a definite humber of patients
should not be regarded as-valid until an individualthe patients can be characterised by one of the
aforementioned qualifying descriptors for creating a valid ICSR.
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b.c. _one or more suspected® substance/medicinal product (see ¥EA2:2VI.A.1.3. for

definition). Interacting substances or medicinal products are also considered suspected.

d. one or more suspected adverse reaction (see VEA21VI.A.1.1. for definition). Examplesof

VEApR-8-If the primary source has made an explicit statement that a causal relationship between
the medicinal product and the reported adverse event has been excluded and the reeeiver{notified
competent authority or marketing authorisation holder} agrees with this_assessment, the report
does not qualify as a valid ICSR since the minimum information for validation reperting-is
incomplete_(there is no suspected adverse reaction)°.

The report also does not-alse qualify as a valid ICSR if it is reported that the patient experienced an
unspecified adverse reaction and there is no information previded-on the type of adverse reaction
experieneed.

Similarly, the report is not valid if only an outcome (or consequence) is notified and (i) no further
information about the clinical circumstances is provided to consider it as a suspected adverse
reaction, or (ii) the primary source has not indicated a possible causal relationship with the
suspected medicinal product. For instance a marketing authorisation holder is made aware that a
patient was hospitalised or died, without any further information. In this particular situation,
medical judgement should always be applied in deciding whether the notified information is an
adverse reaction or an event. For example, a report of sudden death would usually need to be
considered as a case of suspected adverse reaction and repertedthe valid ICSR should be submitted

The lack of any of thesethe four elements means that the case is considered incomplete and does not
qualify for repertingsubmission as ICSR. Competent authorities and marketing authorisation holders
are expected to exercise due diligence in following--up the case to collect the missing data elements-
and follow-up activities should be documented. Reports, for which the minimum information is

incomplete, should nevertheless-be recorded within the pharmacovigilance system for use in on-going
safety evaluation activities.

wher-When the missing information has
been obtained_(including for example when the medicinal product causal relationship with the reported
adverse event is no longer excluded), the ICSR becomes valid for submission and the EU guidance are
provided in VI.C.6.2.3.8. should be followed-

Further guidance is available in VI.C.6.2.2.10. for the electronic repertingsubmission in the EU of

ICSRs where primary source information cannot be transmitted for data protection considerations.

When one party (competent authority or a marketing authorisation holder) is made aware that the
primary source may also have reported the suspected adverse reaction to another concerned party,
the valid report should still be submitted eersidered-as a—valid-ICSR. All the relevant information
necessary for the detection of the duplicate case should be included in the ICSR?*. GEU guidance on
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the electronic transmissiensubmission of information allowing the detection of duplicate ICSRs in line
with ICH-E2B is provided in VI.C.6.2.2.6..

A valid case of suspected adverse reaction initially submittedreportednotified by a consumer cannot be
downgraded to a report of non-related adverse event if the-a contacted healthcare professional
(nominated by the consumer for follow-up information) ubseguently disagrees with the consumer’s

of both the consumer and the healthcare professmnal should be ineluded-detailed in the narrative
section of the ICSR. This information can also be submitted in a structured manner in ICH-E2B format,
which provides the means to transmit the degree of suspected relatedness expressed by several
primary sources for each reported drug event combination.

Similarly,Fer a solicited reports of suspected adverse reactions should not be downgraded to a report

of non-related adverse event, {see-MEB1-2-}; where-when the reeeivernotified recipient (competent
authority or marketing authorisation hoIder) disagrees with the reasonable possibility of causal
relationship ween-the-suspeeted-med ter-expressed by the
primary source_on the supplied medicinal product—the—ease—shetﬂd—net—be—dew%@mded—te—a—mﬁeﬁ—ef
nron-not-causallyrelatedadverse-event. The opinions of both, the primary source and the

recipientreeeiver, should be recorded in the narrative section of the ICSR_or in structured manner in
line with ICH-E2B.

The same principle applies to the ICSR seriousness criterion, which should not be downgraded from
serious to non-serious if the reeeivernotified recipient disagrees with the seriousness reported by the
primary source.

VI.B.3. Follow-up of reports

When first received, the information in suspected adverse reactions reports may be incomplete. These
reports should be followed-up as necessary to obtain supplementary detailed information significant for
the scientific evaluation of the cases. This is particularly relevant for monitored events of special
interest, prospective reports of pregnancy_(see VI.B.6.1. for guidance on the management of
pregnancy reports), cases notifying the death of a patient, or cases reporting new risks or changes in
the known risks. This is in addition to any effort to collect missing minimum infermation-criteria for
reports validation reperting(see VI.B.2. for ICSRs validation). Any attempt to obtain follow-up
information should be documented.

The provision in ICSRs of information on the patient’s age infermatien-is important in order to be able
to identify safety issues occurring specifically in the paediatric or elderly population. AH
possibleReasonable efforts should be made to follow-up on ar-individual-caseICSRs where information
on the patient’s to-ebtain-age infermationor age group-of-thepatient,whereit is initially not reported
by the primary source (see VI.B.6.2. for guidance on paediatric or elderly population).

Similarly, for suspected adverse reactions related to biological medicinal products, the definite
identification of the concerned products with regard to their manufacturing is of particular importance.
Therefore, all appropriate measures should be taken to clearly identify the names of the products and
their batch numbers. With respect to this, it is recommended to specify in the case narrative if
information on the batch number has been requested, when it is missing in the initially submitted
ICSR. The business process map and a process description in VI.App.1.1. take into account the
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mandatory follow-up in the EU of information for the identification of suspected biological medicinal
products.

For cases related to vaccines, GVP Product- or Population-Specific Considerations I: Vaccines for
prophylaxis against infectious diseases and GVP Product- or Population-Specific Considerations II:
Biological medicinal products should also be followed as appropriate.

Follow-up methods should be tailored towards optimising the collection of missing information. This
should be done in ways that encourage the primary source to submit new information relevant for the
scientific evaluation of a particular safety concern. The use of targeted specific forms in the local
language should avoid requesting the primary source to repeat information already provided in the
initial report and/or to complete extensive questionnaires, which could discourage future spontaneous
reporting. Therefore, consideration should be given to pre-populating some data fields in those follow-

up report forms to make their completion by the primary source easy.

When information is received directly from a consumer suggesting that an adverse reaction may have
occurred, and if the information is incomplete, attempts should be made to ebtainr-follow-up with the
consumer te—<celectfurtherinformationand-to obtain consent to contact a nominated healthcare
professional to obtain further fellew-up-information. When such-athe case;initialyreported-bya
eensumerhasbeen_is subsequently confirmed {totally or partially} by a healthcare professional, theis
infermation_medical confirmation should be elearbyhighlightedcaptured in the ICSR_in line with ICH-
E2B (see VI.A.1.4. for healthcare professionals definition, and VI.A.1.5. for ICSRs medical
confirmation)**—intine-with-ICH-E2B{see VEA2:3:).

For some individual-casesrelated-to-medication-errersthatresultin-harm, it may not always be
possible to perform follow-up activities taking into account that the primary-seureereporter information
may have been anonymised in accordance with local legal requirements or due to provisions that allow
for anonymous reporting (see VI.C.6.2.2.10. for guidance on the processing of personal data in the
EU), for example in case of medication error with harm and the reporter does not wish to disclose an
identity. These cases should be considered valid for submission as ICSRs, providing that the notified
organisation was able to confirm them directly with the primary sources and that the other minimum
criteria for reports validation are satisfied (see VI.B.2. for ICSRs validation).
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Further EU guidance on follow-up activities applicable to competent authorities in Member States and
to marketing authorisation holders is provided respectively in VI.C.2.1. and VI.C.2.2.. with business
process maps and process descriptions included in VI.App.1.1. and VI.Ap.1.2.. Guidance on the
electronic submission in the EU of follow-up reports is available in VI.C.6.2.2.7..

VI.B.4. Data management

Electronic data and paper reports of suspected adverse reactions should be stored and treated in the
same way as other medical records with appropriate respect for confidentiality regarding patients’ and
reporters’ identifiability and in accordance with leealapplicable data privaeyprotection laws.
Confidentiality of patients' records including personal identifiers, if provided, should always be
maintained. Identifiable personal details of reporting healthcare professionals should be kept in
confidence,= protected from unauthorised access. With regards to patient’s and reporter’s identifiability,
case report information should be transmitted between stakeholders (marketing authorisation holders
or competent authorities) in accordance with local data privaeyprotection laws (see

InerderteTo ensure pharmacovigilance data security and confidentiality, strict aeeess-control
measures should be appled-in place to provide access to documents and to databases only to
authorised personnel-enly. This security measure should be extendeds to the complete data path. In
thisaspeetWith regard to this, procedures should be implemented to ensure security and non-
corruption of data during data transfer.

When transfer of pharmacovigilance data occurs within an organisation or between organisations
having eeneladed-set up contractual agreements, the mechanism should be such that there is
confidence that all notifications are received; in that, a confirmation and/or reconciliation process
should be undertaken.

Data received from the primary source should be treated in an unbiased and unfiltered way and
inferences as well as imputations should be avoided during data entry or electronic
transmissienrsubmission. The reports should include the verbatim text as used by the primary source
erandor an accurate translation of it- whereapplicable-(see VI.C.6.2.2.11. for EU guidance on

languages management in ICSRs).{see—forEU+requirements-onlanguageshandling): The original
verbatim text should be coded using the appropriate terminology as described in VI.B.8.. InerdertoTo
ensure consistency in the coding practices, it is recommended to use, where applicable, the translation
of the terminology in the local language to code the verbatim text.

Electronic data storage should allow traceability (audit trail) of all data entered or modified, including
dates and sources of received data, as well as dates and destinations of transmitted data.

A procedure should be in place to account for identification and management of duplicate cases at data
entry and during the generation of aggregated reports (see VI.C.6.2.4. for EU guidance on duplicate

management).

VI.B.5. Quality management

Competent authorities and marketing authorisation holders should have a quality management system
in place to ensure compliance with the necessary quality standards at every stage of case
documentation, such as data collection, data transfer, data management, data coding, case validation,
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case evaluation, case follow-up, ICSR repertirg-submission and case archiving (see VI.C.6.2.4. and
GVP Module I for EU guidance on data quality of ICSRs).

Correct data entry, including the appropriate use of terminologies (see VI.B.8. for ICSRs content and
format), should be menitered-by-quality controlledassurance-auditing, either systematically or by
regular random evaluation. Conformity of stored data with initial and follow-up reports should be
verified by quality control procedures, which permit for the validation against the original data or
images thereof. In-this-aspeetWith regard to this, the source data (e.g.; letters, emails, records of
telephone ealsthatcalls, which include details of an event) or an image of the source data should be
easily accessible. The whole process should be monitored by quality assurance audits.

Clear written standard operating procedures should guarantee that the roles and responsibilities and
the required tasks are clear to all parties involved and that there is provision for proper control and,
when needed, change of the system. This is equally applicable to activities that are contracted out to
third parties, whose procedures should be reviewed to verify that they are adequate and compliant
with applicable requirements.

Staff directly performing pharmacovigilance activities; should be appropriately trained in applicable
pharmacovigilance legislation and guidelines, in addition to specific training in report processing
activities for which they are responsible and/or undertake. Data entry staff should be instructed in the
use of the appropriate standards and terminologies (see VI.B.8. for ICSRs content and format), and
their proficiency confirmed (see VI.C.6.2.4. for EU guidance on training of personnel for
pharmacovigilance). Other personnel who may receive or process safety reports (e.g. clinical
development, sales, medical information, legal, quality control) should be trained in adverse
events/reactions collection and reperting-submission to the pharmacovigilance department in
accordance with internal policies and procedures.

VI.B.6. Special situations

VI.B.6.1. Use of a medicinal product during pregnancy or breastfeeding
a. Pregnancy

Reports, where the embryo or foetus may have been exposed to medicinal products (either through
maternal exposure and/or if the suspected medicinal product was taken by the fathertranrsmissien-ofa
medicinal-productvia-semen-follewing-paternal-exposure), should be followed-up in order to collect
information on the outcome of the pregnancy and the development of the child after birth. The
recemmendatiensguidance provided in the Guideline on the Exposure to Medicinal Products during
Pregnancy: Need for Post-Authorisation Data (see GVP Annex IIT) and in GVP Product- or Population-
Specific Considerations III. should be considered as regards the monitoring, collection and reperting
submission of information in these specific situations in order to facilitate the scientific evaluation.
When an active substance (or one of its metabolites) has a long half-life, this should be taken into
account when assessing the possibility of exposure of the embryo_through the mother and/or the
father; if the medicinal product was taken before conception.

Not infrequently, pregnant women or healthcare professionals will contact either competent authorities
or marketing authorisation holders to request information on the teratogenicity of a medicinal product
and/or on the experience of use during pregnancy. Reasonable attempts should be made to obtain
information on any possible medicinal product exposure to an embryo or foetus and to follow-up on the
outcome of the pregnancy_(see VI.B.3. for follow-up guidance).
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Reports of exposure to medicinal products during pregnancy should contain as many detailed elements
as possible in order to assess the causal relationships between any reported adverse events-reactions
and the exposure to the suspected medicinal product. In this context the use of standard structured
questionnaires is recommended.

Individual cases with an abnormal outcome associated with a medicinal product following exposure
during pregnancy are classified as serious reports and should be repertedsubmitted; in accordance with
the requirements outlined in VI.B.Z.%*: and in line with the guidance provided in VI.C.6.2.3.1. for the
electronic repertingsubmission of those ICSRs in the EU-recommendationsprovidedin.

This especially refers to:

a. reports of congenital anomalies or developmental delay, in the foetus or the child;
b. reports of foetal death and spontaneous abortion; and

c. reports of suspected adverse reactions in the neonate that are classified as serious.

Other cases, such as reports of induced termination of pregnancy without information on congenital
malformation, reports of pregnancy exposure without outcome data, or reports which have a normal
outcome; should not be repertedsubmitted as ICSRs since there is no suspected adverse reaction_(see
VI.B.2. for ICSR validation). These reports should however be collected and discussed in the periodic
safety update reports (see GVP Module VII and VI.C.6.2.3.1. Subsection ¢ for the management of the
individual reports in the EU).

Hewever—In certain circumstances, reports of pregnancy exposure with no suspected reactions may
necessitate to be reperted-submitted as ICSRs. This may be a condition of the marketing authorisation
or stipulated in the risk management plan; for example pregnancy exposure to medicinal products
contraindicated in pregnancy or medicinal products with a special need for surveillance because of a
high teratogenic potential (e.g. thalidomide, isotretinoin).

A signal of a possible teratogen effect (e.g. through a cluster of similar abnormal outcomes) should be
notified immediately to the competent authorities in accordance with the recemmendatienrs-guidance
presented in-MEE2:2-6 GVP Module IX.

b. Breastfeeding

The guidance provided in _.GVP Product- or Population-Specific Considerations III. on the conduct of
pharmacovigilance for medicines exposed via breastfeeding should be followed. Suspected adverse

reactions which occur in infants following exposure to a medicinal product from breast milk should be
repertedsubmitted in accordance with the criteria outlined in VI.B.7Z.?*: and in line with the guidance
provided in VI.C.6.2.3.1. for the electronic submission of those ICSRs in the EUrecommendations—oen

VI.B.6.2. Use of a medicinal product in a paediatric or elderly population

The collection of safety information in the paediatric or elderly population is important. Reasonable
attempts should therefore be made to obtain and submit the age or age group of the patient when a
case is reported by a healthcare professional, or consumer in order to be able to identify potential
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safety signals specific to a particular population._General guidance in VI.B.3. on reports follow-up
should be applied.

¥**Guidance provided in
GVP Product- or Population-Specific Considerations IV. on the conduct of pharmacovigilance in-thisfor
medicines used in the paediatric population, and in- GVP Product- or Population-Specific Considerations
V. on the conduct of pharmacovigilance for medicines used in the elderlygeriatric population should be
followed.

VI.B.6.3. Reports of overdose, abuse, eff-labeluse;,_misuse, medication
error or occupational exposure

The dbefinitions effor overdose, abuse, efflabeluse,—misuse, medication error or occupational
exposure aredetaitedprovided in VI.A.1.2. should be applied.

Reports
associated suspected adverse reaction should not be repertedsubmitted as ICSRs. They should be
recorded when becoming aware of them and considered in the periodic safety update reports as
applicable_(see GVP Module VII). When those reports constitute safety issues impacting on the risk-
benefit balance of the-medicinal products authorised in the EU, they should be notified to the
competent authorities_in Member States and to the Agency in accordance with the
recemmendatienguidances provided in VI.C.2.2.6..

Reports associated with suspected adverse reactions should be subject to+epertirg submission in
accordance with the eriteriamodalities outlined in VI.B.7. and with the electronic reperting-submission
requirements in the EU described in VI.C.6.2.3.3. They should be routinely followed-up to ensure that
the information is as complete as possible with regards to the symptoms, treatmentssuspected
medicinal products name, outcomes, context of occurrence (e.g.; error in prescription, administration,
dispensing, dosage, unauthorised indication or population, etc.).

With regards to reports of medication errors, further guidance concerning their management and
assessment, provided in the Good Practice Guide on Recording, Coding, Reporting and Assessment of
Medication Errors®®, should be followed.

Guidance is available in VI.C.2.2.12. with regard to the management in the EU of reported information
on the off-label use of medicinal products.

VI.B.6.4. Lack of therapeutic efficacy

Reports of lack of therapeutic efficacy should be collected and recorded when notified and followed-up
if incomplete. They should ret-normally not be reperted;butsubmitted as ICSRs if there is no
associated suspected adverse reaction, but they should be discussed in periodic safety update reports
as applicable-_(see GVP Module VII). Hewever—

In certain circumstances, these-reports of lack of therapeutic efficacy_with no suspected adverse
reactions may require to be repertedsubmitted within a 15-day time frame (see VI.C.6.2.3.4. as

25 A Al - SV Ty A IRy SEvevaHat o= alation-
26 Ref.: EMA/762563/2014EMA/762563/2014; EMA website: Home/ Human regulatory/ Post-authorisation/
Pharmacovigilance/ Medication errors
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regardsfor EU guidance on the eleetrenierepoerting-management of these ICSRsirthe-EY). Medicinal
products used in critical conditions or for the treatment of life-threatening diseases, vaccines,
contraceptives are examples of such cases. This applies unless the reporter has specifically stated that
the outcome was due to disease progression and was not related to the medicinal product. The
requirement to submit these specific reports of lack of efficacy does not apply when the notification
occurred in the frame of a non-interventional post-authorisation efficacy study. This is because they
refer to the main end point of the study. FertheseefficacystudiestherequirementsEU gquidance
provided in VI.C.1.2.1. for non-interventional post-authorisation studies should be followed regarding
the management of adverse events occurring in those efficacy studies.

Clinical judgement should be used when considering if ether-cases of lack of therapeutic efficacy
qualify for repertingsubmission as ICSRs. For example, a report of lack of therapeutic efficacy with an
antibiotic used in a life-threatening situation where the use of the medicinal product was not in fact
appropriate for the infective agent should not be repertedsubmitted. However, a report of lack of
therapeutic efficacy for a life-threatening infection, where-thelack-oftherapeuticefficaeywhich appears
to be due to the development of a newly resistant strain of a bacterium previously regarded as
susceptible, should be repertedsubmitted as ICSR within 15 days.

For vaccines, cases of lack of therapeutieprophylactic efficacy should be repertedsubmitted as ICSRs,
in particular with the view to highlight potential signals of reduced immunogenicity in a sub-group of
vaccinees, waning immunity, or strain replacement. With regard to the latter, it is considered that
spontaneously reported cases of lack of therapeutieprophylactic efficacy by a healthcare professional
may constitute a signal of strain replacement. Such a signal may need prompt action and further
investigation through post-authorisation safety studies as appropriate. General guidance regarding the
monitoring of vaccines failure, provided in the Report of CIOMS/WHO Working Group on Vaccine
Pharmacovigilance?’, may be followed.

VI.B.7. Reporting-Submission of individual case safety reports (ICSRs)

Only valid ICSRs (see VI.B.2. for ICSRs validation) should be repertedsubmitted. The clock for the
reporting-submission of a valid ICSR starts as soon as the information containing the minimum
reporting-criteria has been brought to the attention of the national or regional pharmacovigilance
centre of a competent authority or of any personnel of the marketing authorisation holder, including
medical representatives and contractors. This date should be considered as day zero. It is the first day
when a notified competent authority or marketing authorisation holderreeeiver gairs-gets knowledge of
a valid ICSR, irrespective of whether the information is received during a weekend or public holiday.
Reperting-tThe timelines for submission are based on calendar days.

Where the marketing authorisation holder has set up contractual arrangements with a person or an
organisation, explicit procedures and detailed agreements should exist between the marketing
authorisation holder and the person/organisation to ensure that the marketing authorisation holder can
comply with the reperting-ebligationssubmission of valid ICSRs within the appropriate time frames.
These procedures should in particular specify the processes for the exchange of safety information,
including the timelines and_responsibilities for the regulatory reperting-submission of valid
ICSRs.respensibilitiesand They should be organised in order to avoid the submission of duplicate
ICSRs—+reporting to the competent authorities.

27 Council for International Organizations of Medical Sciences (CIOMS). Definition and application of terms of vaccine
pharmacovigilance (report of CIOMS/WHO Working Group on Vaccine Pharmacovigilance). Genéeve: CIOMS; 2012.
Accessible at: http://www.cioms.ch/
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For ICSRs described in the seientificand-medicalliteraturemedical literature (see VI.B.1.1.2. for
guidance on the management of medical literature reports), the clock starts (day zero) with awareness
of a publication containing the minimum infermationforreportingcriteria (see VI.B.2. for ICSRs
validation, and VI.App.2.7. for guidance on day zero estimation for medical literature reports). Where
contractual arrangements are made with a person/organisation to perform literature searches and/or
repert-submit valid ICSRs, detailed agreements should exist to ensure that the marketing authorisation
holder can comply with its regulatory submission the+eperting-obligations.

When additional significant information is received for a previously repertedsubmitted case, the
reperting-time-clock startsagain-for the submission of a follow-up report_starts again from the date of
receipt of the relevant follow-up information. For the purpose of repertingsubmission of ICSRs,
significant follow-up information corresponds to new medical or administrative information that could
impact on the assessment or management of a case, or could change its seriousness criteria; non-
significant information includes updated comments on the case assessment, or corrections of
typographical errors in the previous case version. See also VI.C.6.2.2.7. as-regardsing the distinction
between significant and non-significant follow-up information_for the submission of ICSRs in the EU.

VI.B.7.1. Reporting-Submission time frames_of ICSRs

In general, the reperting-submission of serious valid ICSRs is required as soon as possible, but in no
case later than 15 calendar days after initial receipt of the information by the national or regional
pharmacovigilance centre of a competent authority or by any personnel of the marketing authorisation
holder, including medical representatives and contractors. This applies to initial and follow-up
information. Where a case initially repertedsent as serious becomes non-serious; based on new follow-
up information, this information should still be repertedsubmitted within 15 days; the reperting
submission time frame for non-serious reports should then be applied for the subsequent follow-up
reports.

Information as regards the repertirg-submission time frame of non-serious valid ICSRs in the EU is
provided in VI.C.3..

ICH-E2B provides a mechanism to the sender to indicate whether the case fulfils the local expedited
requirements. Further EU guidance on this aspect is provided in VI.C.3..

VI. B.7.2 Report nullification

The nullification of a report should be used to indicate that a previously transmitted ICSR is considered
completely void (nullified), for example when the whole case was found to be erroneous. EU gGuidance
on ICSRs nullification in line with ICH-E2B is provided in MEE&6-2-2-108-VI.C.6.2.2.9..

VI.B.7.3. Amendment report

There may be instances, where an ICSRrepert which has already been submitted may need to be
amended for example when, after an internal review or according to an expert opinion some items
have been corrected; (such as adverse event/reaction terms, seriousness, seriousness criteria or

causality assessment) but without receipt of new information that would warrant submission of a
follow-up report. The same would apply where documentations mentioned in an ICSRs, translations or
literature articles are requested by competent authorities the-Agerey-er-etherMember-States-and are
further sent as attachments in line with ICH E2B(R3).These submissions are considered as amendment
reports. -Further EU guidance on the amendment of ICSRs in line with ICH-E2B is provided in
VI.C.6.2.2.8..
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VI.B.8. Reporting-mModalities for submission of individual case safety
reports (ICSRs)

Faking-inte—aceountGiven the international dimension of adverse reactions reporting and the need to
achieve harmonisation and high quality between all involved parties, ICSRs should be submitted
electronically as structured data with the use of controlled vocabularies for the relevant data elements
where applicable.

In-thisaspeet—wWith regard to the content and format of electronic ICSRs, competent authorities and
marketing authorisation holders should adhere to the following internationally agreed ICH?® guidelines
and standards_(see GVP Annex IV) taking into count the transition from ICH-E2B(R2) to ICH-E2B(R3)
formats:

«the ICH M1 terminology - Medical Dictionary for Regulatory Activities (MedDRA)-{see-GVP-Anrrex
A, which should be used at the lowest level term (LLT) level ferin the-transmissienof ICSRs:.
Stakeholders should follow the recommendations of the MedDRA Maintenance Support Service
Organisation (MSSO) regarding the switch to a new MedDRA version?’;

e —Tthe latest version of the ¥cH-endoersed-Guide for MedDRA Users MedDRA Term Selection: Points
to Consider®**¢see-GVP-AnmrexIV):;

o  TFhegthe gquidelines applicable for the ICH-E2B based-onIESRsIEH-E2B-formats:

ICH-E2B(R2) ¢ ICH-M2 EWG - Electronic Transmission of Individual Case Safety Reports
Message Specification{see GY¥P-AnrRexPY;

——ICH-E2B(R2) - Maintenance of the ICH Guideline on Clinical Safety Data
Management: Data Elements for Transmission of Individual Case Safety
Reports{see- GV¥P-Anrrex P+

. ICH-E2B Impl Hon Working-G : ) 8 A RS
{see-GVP-Annex- T+

ICH-E2B(R3) ¢ ICH Implementation guide package including the ICH-E2B(R3)
Implementation Guide for Electronic Transmission of Individual Case
Safety Reports (ICSRs) - Data Elements and Message Specification{see

GVP-AnnexIVY;

2_8 .
2% The latest supported MedDRA versions in line with the official semi-annual releases are posted on the EudraVigilance
webpage (EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance/ System

overview).

30 For off-label, misuse, abuse and medication error, the definitions provided in VI.A.1.2. should be followed.
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http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E2B/Step4/E2B_R2__Guideline.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E2B/Step4/E2B_R2__Guideline.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E2B/Step4/E2B_R2__Guideline.pdf
http://estri.ich.org/e2br3/index.htm
http://estri.ich.org/e2br3/index.htm
http://estri.ich.org/e2br3/index.htm
http://www.ich.org/
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000166.jsp&mid=WC0b01ac0580a68f78
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000166.jsp&mid=WC0b01ac0580a68f78

e ICH-E2B(R3) Implementation Working Group - Electronic Transmission
of Individual Case Safety Reports (ICSRs) - Questions & Answers—{see

SV P ARe R

As technical standards evolve over time, the above referred documents may require revisien—and
maintenance_or revision. In this context, the latest version of these documents should always be taken
into account.

Informationregarding-EU specific reperting-modalities isfor ICSRs submission and the applicable
guidelines, definitions, formats, standards and terminologies are provided respectively in VI.C.4. and
VI.C.6.1..
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VI.C. Operation of the EU network

Section VI.C of this Module highlights the EU specific requirements, as defined in Directive 2001/83/EC
[DIR] and Regulation (EC) No 726/2004_[REG]; in relation to the collection, management and reperting
submission of reports of suspected adverse reactions (serious and non-serious) associated with
medicinal products for human use authorised in the EU, ;—independentlyirrespective of the_productsir
conditions of use_within or outside the terms of the marketing authorisation in the EU. Fhey-These
requirements are applicable to competent authorities in Member States and/or to marketing
authorisation holders_in the EU.

Section-Cshould-beread-inconjunction-with-tThe definitions and general principles detailed in_Sections
VI.A. and VI.B.-ef this Medule and-with-the requirementsprovidedinchapters M,V and DXef the
Commission-tmplementingRegulation{(EU)Ne-526/2812[R}should be applied in conjunction with the

guidance provided in this Section. The requirements provided in Chapters IV, V and IX of the
Commission Implementing Regulation (EU) No 520/2012 [IR] on the use of terminology, formats and
standards, on the submission of reports of suspected adverse reactions, and on the processing of
personal data shall also be followed.

In accordance with Article 107 of Directive 2001/83/EC, marketing authorisation holders have to
submit in addition to information on adverse reactions that occur in the EU, information on serious
suspected adverse reactions that occur in third countries. Given that a medicinal product is authorised
with a defined composition, all the adverse reactions suspected to be related to any of the active
substances being part of a medicinal product authorised in the EU should be managed in accordance
with the requirements presented in this Module. This is valid irrespective of the strengths,
pharmaceutical forms, routes of administration, presentations, authorised indications, or nhames of the
medicinal product (see VI.C.2.2. for detailed requirements applicable to marketing authorisation
holders). For the definition of the name and strength of a medicinal product, refer to Article 1(20) and
1(22) of Directive 2001/83/EC.

The guidance provided in this Module also applies to

e homeopathic and herbal medicinal products with the exception of homeopathic medicinal products
authorised under the special simplified registration procedure detailed in Article 14 (1) of Directive
2001/83/EC [DIR Art 16 (3) and Art 16g], and to

e medicinal products supplied in the context of compassionate use as defined in Article 83(2) of
Regulation (EC) No 726/2004, subject to and without prejudice to the applicable national laws of
EU Member States. As the case may be, this guidance may also apply to named patient use as
defined under Article 5(1) of Directive 2001/83/EC (see VI.C.1.2.2. for ICSRs management in
compassionate use and named patient use).

For devices containing active substances, the procedure to be followed for the submission of individual
reports of suspected adverse reactions and/or incidents varies depending if these devices have been
authorised in the EU as an integral part of medicinal products (products covered by the second
paragraph of Article 1(3) of Directive 93/42/EEC) or CE marked as medical devices. With regard to
this, devices authorised as an integral part of medicinal products follow the pharmacovigilance
requirements provided in Directive 2001/83/EC and Regulation (EC) No 726/2004, whereas devices CE
marked as medical devices follow the requirements for medical device vigilance given in Directive
90/385/EEC and Directive 93/42/EEC. As detailed in the Guidelines on a Medical Devices Vigilance
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System>!, a medical device incorporating a medicinal product or substance, where the action of the
medicinal product or substance is ancillary to that of the device, follows the legal requirements of
Directive 90/385/EEC and Directive 93/42/EEC.

VI.C. 1. ReportingrutesManagement of individual safety reports for clinical
trials,-and post-authorisation studies, compassionate use and named

patient use in the EU

In line with Article 3(3) and 107(1) of Directive 2001/83/EC, Fthe pharmacovigilance rules laid down in
Directive 2001/83/EC Birective2001/83/EC-and Reqgulation (EC) No 726/2004 Regulation{EC)Ne

726/26084-do not apply to investigatioral-medicinal products dMPs}and-nren-investigatienal-medicinal
products®{(NIMPsY-intended for research and development trials used-in-elinieal-trials-conducted in

accordance with Directive 2001/20/EC?.

In the EU, Pestpost-authorisation safety or efficacy studies can be imposed requested-by competent
authorities in Member States or the Agency_during the evaluation of the initial marketing authorisation
application in accordance with Article 21a(b)(f) of Directive 2001/83/EC and Article 9(4)(cb)(cc) of
Regulation (EC) No 726/2004,Birective2681/83/EC or they can be requested during the post-
authorisation phase in line with Article 22a(1)(a)(b) of Directive 2001/83/EC and Article 10a(1)(a)(b)
of Regulation (EC) No 726/2004Regutation{(EC)Ne—726/20804-6+. They can also be conducted

voluntarily by the marketing authorisation holders.;

ean—cither-be-clinical trials-or nen-interventional-post—autherisation-studiesas-As shown in Figure VI.1.,

post-authorisation studies can either be clinical trials or non-interventional post-authorisation studies
and tFhe management of individual safety reportsirg-_falls therefore either

e under the scope of Directive 2001/20/EC for any clinical trials; or

e under the provisions set out in Bireetive2061+/83/EEDirective 2001/83/EC and Regulation (EC) No
726/2004 Regulatier{EC)Ne—726/2604-for any non-interventional post-authorisation studies.

Reports of sSuspected adverse reactions should not be repertedsubmitted under both regimes;

legislations that isare Directive 2001/20/EC as well as Regulatienr{EC)Ne726/2004Reqgulation (EC) No
726/2004 -and Bireetive200+/83/ECDirective 2001/83/EC; as-since this creates duplicate reports.

Further guidance on post-authorisation safety studies is provided in_GVP Module VIII.

Figure VI.1. illustrates Fthe different types of studiesand clinical trials and post-authorisation studies

which can be conducted in the EU. are-lustrated-inFigure V1:--The management of individual safety
reportsing for clinical trials-_eerrespendingtoedesignated by sections A, B, €&-and BCefFigure V1=
follows the requirements of Directive 2001/20/EC, whereas —Fhe-safetyindividual safety reportsing for
non-interventional post-authorisation studies corresponding to section -ED and EF follows the
requirements of Birective2001/83/ECDirective 2001/83/EC and Regulation{EC)No—726/2004
Regulation (EC) No 726/2004.

31 Ref MEDDEV 2 12 1 rev 8 (Ref Aresi 2016)856772 18[02[2016)
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The reperting-rules for the submission of valid reperts-of suspected-adversereactionsICSRs to the
appropriate EudraVigilance database modules are-dependent depends on the types of organised
collection systems where theythe suspected adverse reactions occurred_and the:

recommendationsguidance provided in VI.C.6.2.1. should be followed. Biagram-iHustrating
differentDifferent types of clinical trials and studies conducted in the EU

Section A:

Pre-authorisation Post-authorisation

Clinical trials

C

Safety &
Efficacy

D

Clinical trials_conducted where no marketlnq authorisation eX|sts in the EU and wh|ch faII under the scope of
Dlrectlve 2001/20/EC 3 W vy

Section €B:

Section BC:

Section ED:

Section FE:

and wh|ch faII under the scope of Dlrectlve 2001/20/EC due to
the nature of the intervention, e.g. for the development of new indications or new formulations.

Post-authorisation safety or efficacy clinical trials imposed in accordance with Article 21a(b)(f) of Directive
2001/83/EC and Article 9(4)(cb)(cc) of Reqgulation (EC) No 726/2004, requested in accordance with Bireetive
2001/83/EC—Article 22a(1)(a)(b) of Directive 2001/83/EC ander—Regulation{(EC)—Ne—726/2604_—Article
10a(1)(a)(b) of Regulation (EC) No 726/2004, or conducted voluntarily by marketing authorisation holders_or
other organisations, and but-which fall under the scope of Directive 2001/20/EC due to the nature of the
intervention.

Non-interventional post-authorisation safety or efficacy studies imposed in accordance with Article 21a(b)(f)
of Directive 2001/83/EC and Article 9(4)(cb)(cc) of Regulation (EC) No 726/2004, requested in accordance
with Bireetive2001+/83/EC-Article 22a(1)(a)(b) of Directive 2001/83/EC ander Regulation{EC)No—726/2004
Article 10a(1)(a)(b) of Regulation (EC) No 726/2004, or conducted voluntarily by the-marketing authorisation
holders_or other organisations-ard-which—feHeowthesamelegal-regquirements._The assignment of the patient
to a particular therapeutic strategy is not decided in advance by the study protocol but falls within current
practice. The prescription of the product in the usual manner in accordance with the terms of the marketing
authorisation is clearly separated from the decision to include the patient in the study. The requirements set
out in Article 107(3) and 107a(4) of Directive 2001/83/EC and Article 28(1) of Regulation (EC) No 726/2004
apply to studies initiated, managed, or financed by a marketing authorisation holder, or where the design is
controlled by a marketing authorisation holder.

Non-interventional post- authorlsatlon studies conducted voluntarllv bv marketing authonsatlon holders or
other orqan|sat|ons'

(-EG)—Ne—?—ZS/—ZGM The assmnment of the patlent to a Dartlcular therapeutlc strateqy is not deC|ded in

advance by the study protocol but falls within current practice. The prescription of the product in the usual
manner in accordance with the terms of the marketing authorisation is clearly separated from the decision to
include the patient in the study. The requirements set out in Article 107(3) and 107a(4) of Directive
2001/83/EC and Article 28(1) of Regulation (EC) No 726/2004 apply to studies initiated, managed, or
financed by a marketing authorisation holder, or where the design is controlled by a marketing authorisation
holder.
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VI.C.1.1. Management of individual safety reports ReportingridHes-for
clinical trials

A suspected adverse reaction to an investigational medicinal product (IMP) occurring in a clinical trial
whieh-falls under the scope of Directive 2001/20/EC. It is only to be addressed by the sponsor based
on the requirements detailed in that Directive. It is therefore excluded from the scope of this Module,
even if the clinical trial where the suspected adverse reaction occurred is a post-authorisation safety or
efficacy studyclinical trial; imposed in line with Article 21a of Directive 2001/83/EC and Article 9(4) of
Regulation (EC) No 726/2004, requested in accordance with Directive 2001/83/EC-orRegulation{EC)
Ne—726/20804-Article 22a of Directive 2001/83/EC and Article 10a of Regulation (EC) No 726/2004, or
if it is conducted voluntarily_ by a marketing authorisation holder.

If a clinical trial, conducted under the scope of Directive 2001/20/EC, yields safety concerns which
impact on the risk-benefit balance of an authorised medicinal product, the competent authorities in the
Member States where the medicinal product is authorised and the Agency should be notified
immediately in accordance with the modalities detailed in VI.C.2.2.6-.. This applies as well if a safety
concern arises from a clinical trial conducted exclusively outside the EU.

The safety data from clinical trials to be presented in the relevant sections of the periodic safety
update report of the authorised medicinal product are detailed in GVP_Module VII.

a clinical trial conducted in accordance with Directive 2001/20/EC is suspected to be related only to a

medicinal product other than the IMP and does not result from a possible interaction with the IMP, it
should be managed in line with the requirements provided in Art 107(3) and 107a(4) of Directive
2001/83/EC. The same applies when the adverse reaction is suspected to be related only to an
authorised non-investigational medicinal product (NIMP)34. In this context, tFhe investigator or the
sponsor is encouraged to report the case to the competent authority in the Member State where the

reaction occurred or to the marketing authorisation holder of the suspected medicinal product, but not
to both to avoid duplicate reportingICSRs submission3®. Where made aware of such case, the
competent authority or the marketing authorisation holder should apply the_time frames and reperting
reguirementsmodalities described in VI.C.3;., VI.C.4. and VI.C.6-.. As+egards-electronicreporting;the
The report should be managed, classified and submitted as spontaneous and the recommendations
guidance detailed in VI.C.6.2.3.7.; Subsection 3 should be followed_with regard to the electronic
submission of ICSRs.

34 For guidance on investigational medicinal products (IMPs) and non-investigational medicinal products (NIMPs), see the

Guidance on Investigational Medicinal Products and Non-Investigational Medicinal Products (NIMPs) (Ares(2011)300458 -

roducts for human use (‘CT-3’), (2011/C 172/01).
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VI.C.1.2. Management of individual safety reports Repeortingries-for non-
interventional post-authorisation studies, compassionate use and named

patient use

This Seetion-chapter applies to non-interventional post-authorisation studies, compassionate use and
named patient use. For these organised data collection schemes, a system should be put in place to
record and document complete and comprehensive case information on solicited adverse events **(see
GVP-AnrrexIVI.A.1.1. and GVP Annex I for definition) which need to be collected as specified in
VI.C.1.2.1. and in VI.C.1.2.2.. Fhese

In line with ICH-E2D (see GVP Annex IV), these collected adverse events should be systematically
assessed to determine whether they are possibly related to the studied (or supplied) medicinal
products—-{seeIcH-E2D{see GVP-AnrexBP¥))-. A method of causality assessment should be applied for
assessing the causal role of the studied (or supplied) medicinal products in the occurrence of the
solicited adverse events (for example, the WHO-UMC system-System for Sstandardised ease-Case
eausality-Causality aAssessment3’). An adverse event should be classified as an adverse reaction, if
there is at least a reasonable possibility of causal relationship_with the product.

-Only-—vahdIESRs{see- ¥EB2:)-Reports of adverse reactions;—which—are-, suspected to be related to the
studied (or supplied) medicinal product by the primary source or by the notified organisation,reeeiver
ef-the-ease; should be repertedclassified and submitted in accordance with the guidancereguirements
provided in VI.C.1.2.1., VI.C.1.2.2. -—and VI.C.6.2.3.7.. Depending on the seriousness and country of
origin of the suspected reaction, the submission time frames and modalities detailed in VI.C.3. and
VI.C.4. should be applied. Other reports of adverse events should be summarised as part of any
interim safety analysis and in the final study report, where applicable.

In situations where an adverse reactions isare suspected to be related to a medicinal products other
than the studied (or supplied) medicine_and does not result from a possible interaction with it, these
reports should be managed, classified and repertedsubmitted as spontaneous ICSRs. Fhey-It should be
notified by the primary source_(healthcare professional or consumer) to the competent authority in the
Member State where the reaction_s-occurred or to the marketing authorisation holder of the suspected
medicinal product, but not to both {to avoid duplicate repertinrglCSRs submissiony.

Where made aware, in the frame of these organised data collection schemes, of events which affect
the known risk-benefit balance of the studied (or supplied) medicinal product and/or impact on public
health, the marketing authorisation holder should notify the concerned competent authorities and the
Agency in accordance with the modalities detailed in VI.C.2.2.6..

Further guidance on post-authorisation studies conducted by marketing authorisation holders is
provided in VI.C.2.2.2..

The requirements provided in this Module do not apply to non-interventional post-authorisation studies
conducted by organisations such as academia, medical research charities or research organisations in
the public sector. These organisations should follow the local requirements as regards the reperting
submission of cases of suspected adverse reactions to the competent authority in the Member State
where the reaction occurred. However, where a study conducted by one of these organisations is
directly initiated, managed, firancedor financed by a marketing authorisation holder, or where its
design is controlled by a marketing authorisation holder (voluntarily or pursuant to obligations imposed
in accordance with Articleieles 21a_and-er 22a of Directive 2001/83/EC, orefBirective 2001/83/ECand
Articleieles18 9(4) and -er-10{a_of Regulation (EC) No 726/2004)}ef Regulation726/26064), the

See-GVP-AnnexT-for-definition-of adverseevent:
% https://www.who-umc.org/
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requirements provided in this Module are applicable3®, In this context, contractual agreements should
be in place to clearly define the role and responsibilities of each party for implementing these
requirements (see_GVP Module I).

VI.C.1.2.1. Non-interventional post-authorisation studies

Non-interventional post-authorisation studies® (see GVP Annex 1) should be distinguished between

e Studies these-with a design based on primary data collection directly from healthcare professionals
or consumers (i.e. where the events of interest are collected as they occur specifically for the

study), and

e sStudiesy with a designs whiehare-based on the-secondary use of data_(i.e. where the events of
interest have already occurred and have been collected for another purpose).

Depending on the study design, the requirements provided hereafter in VI.C.1.2.1.1. and VI.C.1.2.1.2.
apply*.

For combined studies with a design based on both primary data collection and secondary use of data,
the submission of ICSRs is required exclusively for the data obtained through primary data collection
and the guidance provided hereafter in VI.C.1.2.1.1. should be followed. For the events identified
through secondary use of data, the guidance in VI.C.1.2.1.2. applies. All adverse events/reactions
collected as part of this type of studies should be recorded and summarised in the interim safety
analysis and in the final study report.

In case of doubt, the management of individual safety reports repertingrequirements-should be
clarified with the concerned competent authorityies in the Member States.

National legislation should be followed as applicable regarding the obligations towards local ethics
committees.

VI.C.1.2.1.1. Non-interventional post-authorisation studies with a design based on primary
data collection

Information on all adverse events should be collected and recorded from healthcare professionals or
consumers in the course of the study unless the protocol provides differenthy-with a due justification for
not collecting certain adverse events. Any reference to adverse events that are not collected should be
made using the appropriate level of the MedDRA classification (see GVP Module VIII).

For all collected adverse events, comprehensive and high quality information should be sought in a
manner which allow for valid ICSRs to be repertedsubmitted within the appropriate time_frames—-{see
VEC 3 ) Foral-collectedadverseevents; eases-Cases of adverse reactions, which are suspected to be
related to the studied medicinal product by the primary source or the reeeiver-ef-the-easenotified
organisation, should be recorded in the pharmacovigilance database and repertedsubmitted as ICSRs
in accordance with the regquirements-time frames and modalities provided in VI.C.3. and VI.C.4.. Vald
1ESRsThey should be classified as solicited reports (s{seeee summary in Table VI.1., and -VI.6.2.3.7
Subsection 1 for guidance on the electronic submission of these ICSRs)VEC222—anrdVEC6-2-3-7).

38 This does not concern the donation of a medicinal product for research purpose if the marketing authorisation holder has
290 control on the study.
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All fatal outcomes should be considered as adverse events which should be collected. In certain
circumstances, suspected adverse reactions with fatal outcome may not be subject to expedited
reperting-submission as ICSRs, for example because they refer to study outcomes -(efficacy end
points), because the patients included in the study have a disease with high mortality, or because the
fatal outcomes have no relation to the objective of the study. For these particular situations, the
rationale for not reperting-submitting as ICSRs certain adverse reactions with fatal outcomes should be
clearly described in the protocol— _together with a list using the appropriate level of the MedDRA
classification (see GVP Module VIII).

All eellected-adverse events collected during the study should be summarised as-part-efanyin the
interim safety analysis and in the final study report.

For adverse events specified in the study protocol which are not systematically collectedfer-which-the
protecelprovidesdifferently-and-does-notrequire-theirsystematic-eolection, healthcare professionals
and consumers should be informed in the protocol (or other study documents) of the possibility to
report adverse reactions (for which they suspect a causal role of a medicine) to the marketing
authorisation holder of the suspected medicinal product (studied or not) or to the concerned competent
autheritiesauthority via the national spontaneous reporting system_(s—ee summary in Table
VI.1.).ValidThe resulting valid ICSRs should be managed, classified and repertedsubmitted as

authority or marketing authorisation holder (see VI1.6.2.3.7 Subsection 2 for guidance on the
electronic submission of these ICSRs). Wher-Where made aware of them, these reports should also be
summarised_in the relevant study reports by the marketing authorisation holder sponsoring the studyin

the-relevantstudyreports.
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Table VI.1. N
eeﬁeefnmgManaqement of adverse events—ad*efse—eveﬁ%s—edmeaeﬁaﬁdﬂspeeted—ad«fefse—maeaens

reporting-_for non-interventional post-authorisation studies with a design based on primary data
collection

dverse events

with fatal outcome

e Collect and record comprehensive and high quality information.=

. e Perform causality assessment.-
equirements

e Summarise all collected adverse events in the interim safety analysis and
in the final study report.

e Cases of adverse reactions; which are suspected to be related to the
studied medicinal product by the primary source or the reeeiveroefthe
easenotified organisation; should be_recorded in the pharmacovigilance

database.reperted

e Valid ICSRs should be managed submittedclassified -ir-theform-of-and
submitted as valid-solicited}€ESRs in line with the appropriate time

e dlln: frames.(See VEC-3)see VI:C:3:):

e In certain circumstances, suspected adverse reactions with fatal outcome

may not be subject to expedited-reporting-submission as ICSRs. A
justification should always be provided in the protocol.-

o Inform healthcare professionals and consumers of the possibility to
report suspected adverse reactions to the marketing authorisation holder
or to the concerned competent authority via the national spontaneous
reporting system.

R equirements
for suspected adverse

e Valid ICSRs should be managed, classified and submitted as spontaneous
in line with the appropriate time frames.

¢ When made aware of them, these ICSRs should also be summarised in
the relevant study reports by the marketing authorisation holder
sponsoring the study.

VI.C.1.2.1.2. Non-interventional post-authorisation studies with a design based on
secondary use of data

The design of such studies is characterised by the-secondary use of data previously collected from
consumers or healthcare professionals for other purposes. Examples include medical chart reviews
(including following-up on data with healthcare professionals), analysis of electronic healthcare
records, systematic reviews, meta-analyses.

For these studies, the reperting-submission of suspected adverse reactions in the form of ICSRs is not
required. Reperts—ofaAll adverse events/reactions collected for the study should be recorded and
summarised as-partoefanyin the interim safety analysis and in the final study report unless the
protocol provides for different reporting_with a due justification (see GVP Module VIII).
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VI.C.1.2.2. Compassionate use and named patient use

The guidance provided in this Module applies;—subjectteamendments-where-appropriate; to medicinal

products supplied in the context of compassionate use as defined in Articleiele 83(2)_of Regulation (EC)

No 726/2004-ef Regutation{EC)Ne—726/2004-, subject to and without prejudice to the applicable

national laws in the-EU Member States. As the case may be, this guidance may also apply to hamed
patient use as defined under Articleiele 5(1)_of Directive 2001/83/EC-ef Birective 2001/83/EC. Local
requirements should be followed as applicable.

Where an organisation*! or a healthcare professional, supplying a medicinal product under
compassionate use or named patient use, is notified or becomes aware of an adverse event, it should
be managed as follows depending on the requirements in the concerned Member State:

e For compassionate use and named patient use conducted in Member States (or in countries outside
the EU) where the active collection of adverse events occurring in these programmes is required,
the reports of adverse reactions, which-are-suspected to be related to the supplied medicinal
product by the primary source or the reeeiver-ef-the-easenotified organisation, should be
repoerted-submitted as ICSRs in line with the time frames and modalities provided in VI.C.3. and
VI.C.4.. They should be considered as solicited reports (see see ¥MEE222-anrd-VI1.6.2.3.7
Subsection 1 for guidance on the electronic submission of these ICSRs).

e For compassionate use and named patient use conducted in Member States (or in countries outside
the EU) where the active collection of adverse events occurring in these programmes is not
required, any notified noxious or unintended response to the supplied medicinal product should be
reperted-submitted as ICSR in accordance with the time frames and modalities provided in VI.C.3.
and VI.C.4.. It should be considered as a spontaneous report of suspected adverse reaction-_(see

subseetieﬁ—Z).
VI.C.2. Collection of reports

VI.C.2.1. Responsibilities of Member States

Each Member State shall have in place a system for the collection and recording of unsolicited and
solicited reports of suspected adverse reactions that occur in its territory and which are brought to its
attention by healthcare professionals, consumers, or marketing authorisation holders*? [DIR Art 101(1)
and 107a(1)]. In this context, the competent authoritiesy in a Member States- shall establish
procedures for collecting and recording all reports of suspected adverse reactions that occur in their-its
territory [IR Art 15 (2)]. The definitions and general principles detailed in_VI.A.1. and Section VI.B;.,
together with the time frames and repertinrg-modalities presented in VI.C.3., VI.C.4. and VI.C.6. should
be applied with regard to their submission as ICSRs to the EudraVigilance database-sheuld-be-applied

4! E.g. sponsor, applicant, marketing authorisation holder, hospital or wholesaler.
42 The Mmarketing authorisation holders shall repert-submit ICSRs to EudraVigilance the—ecormpetentautheritiesin-Member
States-in accordance with the transitieral-provisions set out in Article iele 2(4)107(3) of Directive 2001/83/EC and-Article

2(5)-of Bireetive 20108/84/EY-and further detailed in VI.C.4- L.
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Each Member State shall take all appropriate measures to encourage healthcare professionals and
consumers in their territory to report suspected adverse reactions to their competent authority. In
addition, the competent authority in a Member State may impose specific obligations on healthcare
professionals. To this end, the competent authoritiesy in a Member States shall facilitate in theirits

territory the reporting of suspected adverse reactions by means of alternative straightforward
reporting systems, accessible to healthcare professionals and consumers, in addition to web-based
formats [DIR Art 102]. Information on the different ways of reporting suspected adverse reactions
related to medicinal products; shall be made publicly available, including by means of national
medicines web-based portals [DIR 106(e)]. To increase awareness of the reporting systems,
organisations representing consumers and healthcare professionals may be involved as appropriate
[DIR Art 102].

Standardln line with Articleiele 25 of Regulation (EC) No 726/2004-ef Regulation(EC}-No726/2004,
standard web-based structured forms for the reporting of suspected adverse reactions by healthcare
professionals and consumers shal-behave been developed by the AgereyMember States in
collaboration with Member-Statesthe Agency in order to collect across the EU harmonised information
relevant for the evaluation of suspected adverse reactions, including errors associated with the use of
medicinal products{REG-A —In-this-context-core-data-fieldsforre ing-witk-be-made-available

The reports of suspected adverse reactions received from healthcare professionals and consumers
should be acknowledged where appropriate and further information should be provided to the reporters
as requested and when available.

Member States shall involve patients and healthcare professionals, as appropriate, in the follow-up of
any reports they receive in order to comply with Article 102(c) and (e) of Directive 2001/83/EC [DIR
Art 107a(1)]. Furthermore, for reports submitted by a marketing authorisation holder, Member States
on whose territory the suspected adverse reaction occurred may involve the marketing authorisation
holder in the follow-up of the reports [DIR Art 107a(2)]. The criteria upon which a marketing
authorisation holder may be involved include situations where:

e important additional information is necessary for case evaluation or reconciliation,

e clarifications is needed regarding inconsistent data within ICSRs,

e there is a need to obtain further information in the context of the validation of a signal, the
evaluation of a safety issue, the assessment of a periodic safety update report, or the confirmation
of a safety concern in a risk management plan.
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In support of the operation of these follow-up procedures, business process maps and process
descriptions are provided in VI.App.1.1. and VI.App.1.2.. Further guidance on the follow-up of ICSRs
is provided in VI.B.3. and in VI.C.6.2.2.7..
Ferreportssubmitted-bya-marketingauthorisation-helder,-Member States en—whese-territory-the

Eaeh-Member-State-shall ensure that the eempetentautherityreports of suspected adverse reactions
arising from an error associated with the use of a medicinal product (see VI.A.1.2. for medication error
definition) that are brought to their attention are made available to the EudraVigilance database and to
any authorities, bodies, organisations and/or institutions, responsible for patient safety within that
Member State. They shall also ensure that the authorities responsible for medicinal products within
that Member State isare informed of any suspected adverse reactien;reactions brought to the attention
of any other authority; y—HRstitut isati i i withintha

Member-State {DIR-Ar107a{5)}- within that Member State. These reports shall be appropriately
identified in the standard web-based structured forms referred to in Article 25 of Regulation (EC) No
726/2004, developed for the reporting of suspected adverse reactions by healthcare professionals and
patients [DIR Art 107a(5)]. To facilitate such reporting, it may be necessary to implement data
exchange agreements or other arrangements, as appropriate. Further guidance concerning the
management and assessment of reports of medication errors is provided in the Good Practice Guide on
Recording, Coding, Reporting and Assessment of Medication Errors*.

Pharmacovigilance data and documents relating to individual authorised medicinal products shall be
retained by the national competent authorities in Member States and the Agency as long as the
product is authorised and for at least 10 years after the marketing authorisation has expired. However,
the documents shall be retained for a longer period where Union law or national law so requires [IR Art
16(2)] (see VI.C.6.2.4. and GVP Module I for guidance on ICSRs data quality).

Unless there are justifiable grounds resulting from pharmacovigilance activities, individual Member
States shall not impose any additional obligations on marketing authorisation holders for the reporting
of suspected adverse reactions [DIR Art 107a(6)].

VI.C.2.2. Responsibilities of the marketing authorisation holder in the EU

Each marketing authorisation holder shall have in place a system for the collection and recording of all
| reports of suspected adverse reactions in the EU or in third countries which are brought to its

| 43 Ref.: EMA/762563/2014; EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/ Medication
errors
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attention, whether reported spontaneously by healthcare professionals or consumers or occurring in
the context of a post-authorisation study [DIR Art 104(1), Art 107(1)].

The Mmarketing authorisation holders

shall not refuse to consider reports of suspected adverse reactions received electronically or by
any other appropriate means from patients and healthcare professionals [DIR Art 107(2)].

ArE1074(1)}-Marketing authorisation holders shall establish procedures in order to obtain accurate and
verifiable data for the scientific evaluation of suspected adverse reaction reports [Dir Art 107(4)]. They
shall also collect follow-up information on these reports and submit the updates to the EudravVigilance

database [Dir Art 107(4)]. The Insuppertofthe operationof the folow-up-procedures—abusine

; ; EB-3--—Mmarketing authorisation holders
shall establish mechanisms enabling the traceability and follow-up of adverse reaction reports while
complying with the data protection legislation [IR Art 12 (1)]. In support of the operation of the follow-
up procedures, business process maps and process descriptions are provided in VI.App.1.1. and
VI.App.1.2.. Further guidance on the follow-up of ICSRs is provided in VI.B.3. and in VI.C.6.2.2.7..

For the ICSRs made accessible to a marketing authorisation holder from the EudraVigilance database
in accordance with Article 24(2) of Reqgulation (EC) No 726/2004 and in line with the EudraVigilance
Access Policy for Medicines for Human Use**, the routine request for follow-up by the marketing
authorisation holder is not foreseen. If the follow-up of an ICSR is necessary for a specific situation, a
justification should be provided with the request, which should be addressed directly to the sender
organisation of the ICSR.

Pharmacovigilance data and documents relating to individual authorised medicinal products shall be
retained by the marketing authorisation holder as long as the product is authorised and for at least 10
years after the marketing authorisation has ceased to exist. However, the documents shall be retained
for a longer period where Union law or national law so requires [IR Art 12 (2)] (see VI.C.6.2.4. and
GVP Module I for guidance on ICSRs data quality).

With regard to the collection and recording of reports of suspected adverse reactions, the marketing
authorisation holders responsibilities apply to reports related to medicinal products {see}-for which
ownership cannot be excluded on the basis of one the following criteria: medicinal product name,
active substance name, pharmaceutical form, batch number or route of administration_(see also the
introduction to Section VI.C. for the type of medicinal products concerned by EU requirements).
Exclusion based on the primary source country or country of origin of the adverse reaction is possible if
the marketing authorisation holder can demonstrate that the suspected medicinal product has never
been supplied or placed on the market in that territory or that the product is not a travel medicine
(e.g.7 anti-malarial medicinal product).

The marketing authorisation holder shall ensure that any information on adverse reactions, suspected
to be related to at least one of the active substances of its medicinal products authorised in the EU, is
brought to its attention by any company outside the EU belonging to the same mother company (or
group of companies) *°. The same applies to the marketing authorisation holder when having
concluded a commercial agreement with a company outside the EU for one of its medicinal product

44 EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance/ Access to data
43 As outlined in the Commission Communication on the Community Marketing Authorization Procedures for Medicinal
Products (Ref.: £98/C 229/03).
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authorised in the EU. Pursuant to Bi-Article 107(1) of Directive 2001/83/EC, the marketing
authorisation holder shall record those reports of suspected adverse reactions and shall-alse be-ensure
that they are accessible at a single point within the EU. The source data or an image should be easily
accessible in order to be made available to competent authorities in Member States upon request (see
VI.B.5. for guidance on quality management). The clock for repertirg-the submission (see VI.B.7. for
day zero definition) starts when a valid ICSR is first received by one of these companies outside the
EU.

In addition to the requirements presented in this Seetierchapter, the definitions and general principles
detailed in VI.A.1. and Section VI.B., together with the time frames and reperting-modalities presented
in VI.C.3., VI.C.4. and VI.C.6. should be applied by the marketing authorisation holders to all reports
of suspected adverse reactions.

VI.C.2.2.1. Spontaneous reports

The mMarketing authorisation holders shall record all reports of suspected adverse reactions
originating from within or outside the EU, which are brought to theirits attention spontaneously by
healthcare professionals; or consumers. This includes reports of suspected adverse reactions received
electronically or by any other appropriate means [DIR Art 107(1), Art 107(2)]. In this context, the
marketing authorisation holders may consider utilising theirits websites to facilitate the collection of
reports of suspected adverse reactions by providing adverse reactions forms for reporting, or
appropriate contact details for direct communication (see VI.B.1.1.4. for guidance on ICSRs
management from the internet or digital media).

VI.C.2.2.2. Solicited reports

In accordance with Article 107(1)_of Directive 2001/83/EC-of Birective2801/83/EC, the marketing
authorisation holders shall record all reports of suspected adverse reactions originating from within or
outside the EU, which occur in post-authorisation studies, initiated, managed, or financed by that
organisationem*®. For non-interventional post-authorisation studies, this requirement applies to study
designs based on primary data collection and the guidance provided in VI.C.1.2.1.1. should be
followed.

For all solicited reports (see VI.B.1.2. for definition), the marketing authorisation holders should have
mechanisms in place to record and document complete and comprehensive case information and to
evaluate that information, in order to allow the meaningful assessment of individual cases and
reportingthe submission of valid ICSRs (see VI.B.2. for ICSRs validation) related to the studied (or
supplied) medicinal product. MThe marketing authorisation holders should therefore exercise due
diligence in establishing such system, in following-up those reports (see VI.B.3. for follow-up guidance)
and in seeking the view of the primary source as regards the causal role of the studied (or supplied)
medicinal product on the notified adverse event. Where this opinion is missing, the marketing
authorisation holder should exercise its own judgement to perform a causality assessment based on
the information available in order to decide whether the report is a valid ICSR, which should be
repertedsubmitted in accordance with the time frames and modalities presented in VI.C.3., VI.C.4. and
VI.C.6.tothecompetentauthorities. This requirement does not apply to study designs based on
secondary use of data since reperting-the submission of ICSRs is not required (see VI.C.1.2.1.2. for
guidance on this type of studies\Vl-c1-2-1:). Safety data from solicited reports to be presented in the

46 This does not concern donation of a medicinal product for research purpose if the marketing authorisation holder has no
control on the study.
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relevant sections of the periodic safety update report of the authorised medicinal product are detailed
in GVP_Module VII.

VI.C.2.2.3. Case reports published in the seientifie-literaturemedical literature

General principles in relation to the monitoring for individual cases of suspected adverse reactions
described in the seientifieand-medicalHiterataremedical literature are provided in VI.B.1.1.2..
AsDetailed guidance on the monitoring of the seientificand-medicalliteraturemedical literature is
provided in VI.App.2.. Electronic repertingsubmission recemmendationgsuidance for ICSRs published in
the seientificand-medicalliteraturemedical literature are provided in VI.C.6.2.3.2..

With regards to the screening of the seientific-and-medicalliteraturemedical literature, the
requirements provided in this Module are part of the marketing authorisation holder obligations
repertingin relation to (i) the submission of individual cases of suspected adverse reactions, as-wel-as
and to (ii) the wider literature searches which need to be conducted for periodic safety update reports
(see_GVP Module VII).

VI.C.2.2.3.1 Monitoring of the medicalliteraturemedical literature by the European
Medicines Agency

In line with Article 27 of Regulation (EC) No 726/2004, Fthe Agency shalt-monitors selected medical
literature for reports of suspected adverse reactions to medicinal products containing certain active
substances. It shall-publishes a list of active substances being monitored and the medical literature
subject to this monitoring. The Agency shal-enters into the EudraVigilance database relevant
information from the selected medical literature. The Agency-shall, in consultation with the European
Commission, Member States and interested parties, draws up a detailed guide regarding the
monitoring of medical literature and the entry of relevant information into the EudraVigilance database

REGAr27].

The medical literature and the active substances subject to the monitoring by the Agency are published
aton a dedicated webpage*” of the Agency’s website together with supporting documents. Further
information is also provided in the Detailed Guide Regarding the Monitoring of Medical Literature and
the Entry of Relevant Information into the EudraVigilance Database by the European Medicines
Agency*®-, which defines the different steps of the medical literature monitoring (MLM) business

processes.

ICSRs resulting from the MLM service performed by the Agency can be accessed from the
EudraVigilance database by the marketing authorisation holder concerned. They are also made
available for download in XML format. This refers to ICSRs of serious suspected adverse reactions
occurring within and outside the EU, and to ICSRs of non-serious suspected adverse reactions from
within the EU.

In accordance with Articleiele 107(3)_of Directive 2001/83/EC-ef Directive 2001/83/EC,inorder and to
avoid the repertinrg-submission of duplicate ICSRs,_the marketing authorisation holders shall only
repert-submit those ICSRs described in the seientific-and-medical-iteraturemedical literature which is
not reviewed by the Agency, for all medicinal products containing active substances which are not
included in the list monitored by the Agency pursuant to Articleiele 27 _of Regulation (EC) No 726/2004

ef Regulation{(EC)YNo726/2004.

47 EMA webS|te Home/ Human requlatorv/ Post authorlsatlon/ Pharmacowculance/ Medical literature monitoring Menitering

as Ref éDeeRef— EMA%—}61530/—29}4EMA+1-61539/—29}4EMA/161530/2014 EMA website: Home/ Human regulatory/ Post-
authorisation/ Pharmacovigilance/ Medical literature monitoring 3}
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VI.C.2.2.3.2 Exclusion criteria for the repertingsubmission of ICSRs published in the
seientifie-literaturemedical literature

The following exclusion criteria for the submission of ICSRs—+eperting to the EudraVigilance database
by a marketing authorisation holders may be applyied for individuat-cases published in the seientifie
literaturemedical literature:

a. where ownership of the suspected medicinal product by the marketing authorisation holder can be
excluded on the basis of the eriteria-detatledinr MEE22-:—medicinal product name, active
substance name, pharmaceutical form, batch number or route of administration;

eriginatewhich originates in a country where a company holds a marketing authorisation but has
never commercialised the medicinal product;

c. forliterature IESRs-which areis based on an analysis from a competent authority database within
the EU. FheHowever, the reperting-submission requirements remain for those ICSRs which are
based on the analysis from a competent authority database outside the EU;

. ferliteraturearticles;-which presentpresentsaggregated-data—analyses-ertinelistingsrefers to data

from publicly available databases e+—(e.g. poison control centres); and where the cases are
presented in aggregate tables or line listings. The submission requirement remains for valid cases
described individually;

o

e. which summarisesummarisespresents the results from post-authorisation studies, meta-analyses,

{see MEC 2 TFhistype-of-literature-article-or literature reviews;;

f. which describes suspected adverse reactions;-whieh-eeeur in a group of patients with a designated
medicinal product with-theaim-ofand theindividual patients cannot be identified individually for
creating valid ease+eportsICSRs (see VI.B.2. for ICSRs validation).

For points d to f, this type of literature aims at identifying or quantifying a safety hazard related to a
medicinal product;ard-a i i i isti . The
main objective-ef-these-studies is to detect/evaluate specific risks that could affect the overall risk-
benefit balance of a medicinal product.

New and significant safety findings presented in these articles, for which reperting-the submission of
ICSRs is not required, should however be discussed in the relevant sections of the concerned periodic
safety update report (see GVP Module VII) and analysed as regards their overall impact on the
medicinal product risk-benefit profile. In addition, any new safety information, which may impact on
the risk-benefit profile of a medicinal product, should be notified immediately to the competent
authorities in Member States where the medicinal product is authorised and to the Agency in
accordance with the recommendationsguidance provided in VI.C.2.2.6..

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final) Page 43/225


http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000345.jsp&mid=WC0b01ac058058f32c%20-%20section7

VI.C.2.2.4. Suspected adverse reactions related to quality defect or falsified medicinal
products

When a report of suspected adverse reactions is associated with a suspected or confirmed falsified
medicinal product?? er{see-GVP-ArnrexI) or with a quality defect of a medicinal product, a valid ICSR
should be repertedsubmitted. The seriousness of the ICSR is linked to the seriousness of the reported
suspected adverse reactions in accordance with the definitions provided in MEAZA4AVEA24VI.A.1.6..
The guidance on the eElectronic reperting-submission reeemmendations-of ICSRs provided in
VI.C.6.2.3.5. should be followed.

In addition in order to protect public health, it may become necessary to implement urgent measures
such as the recall of one or more defective batch(es) of a medicinal product from the market.
Therefore, the marketing authorisation holders should have a system in place to ensure that reports of
suspected adverse reactions related to falsified medicinal products or to quality defects of a medicinal
products are investigated in a timely fashion and that confirmed quality defects are notified separately
to the manufacturer and to the competent authorities in Member States in accordance with the
provisions described in Article 13 of Directive 2003/94/EC.

VI.C.2.2.5. Suspected transmission via a medicinal product of an infectious agent

For-the purpeses-ofreperting;-Aany suspected transmission of an infectious agent via a medicinal
product frelading-vaceires)-should be considered as a serious adverse reaction and such cases should

be repertedsubmitted within 15 days in accordance with the requirements outlined in VI.C.4. and the
electronic submission guidance detailed in VI.C.6.2.3.6.-°°. If no other criterion is applicable, the
seriousness of this ICSR should be considered as important medical event (see MEA24VI.A.1.6. for

seriousness definition). This also applies to vaccines. Electronic reperting-recommendationsprovidedin

In the case of medicinal products derived from human blood or human plasma, haemovigilance
procedures may also apply in accordance with Bireetive2002/98/ECDirective 2002/98/EC. Therefore
the marketing authorisation holder should have a system in place to communicate any suspected
transmission of an infectious agent via a medicinal product efan-irfectiousagent-to the manufacturer,
the relevant blood establishment(s) and national competent authorities in Member States.

Any organism, virus or infectious particle (e.g. prion protein transmitting transmissible spongiform
encephalopathy), pathogenic or non-pathogenic, is considered an infectious agent.

A transmission of an infectious agent may be suspected from clinical signs or symptoms, or laboratory
findings indicating an infection in a patient exposed to a medicinal product.

Emphasis should be on the detection of infections/infectious agents known to be potentially
transmitted via a medicinal product, but the occurrence of unknown agents should also always be
considered.

49 see GVP Annex I and EMA webpage on falsified medicines: Home/ Human regulatory/ Overview/ Public health threats/
Eglsiﬁed medicines

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final) Page 44/225


http://ec.europa.eu/health/files/eudralex/vol-1/dir_2003_94/dir_2003_94_en.pdf
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:L:2003:033:0030:0040:EN:PDF
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000345.jsp&mid=WC0b01ac058058f32c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/special_topics/general/general_content_000186.jsp&mid=WC0b01ac058002d4e8
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In the context of evaluating a suspected transmission of an infectious agent via a medicinal product,
care should be taken to discriminate, whenever possible, between the cause (e.g. injection/
administration) and the source (e.g. contamination) of the infection and the clinical conditions of the
patient at the time of the infection (immuno-suppressed /vaccinee).

Confirmation of contamination (including inadequate inactivation/attenuation of infectious agents as
active substances) of the concerned medicinal product increases the evidence for transmission of an
infectious agent and may therefore be suggestive of a quality defect for which the procedures detailed
in VI.C.2.2.4. should be applied.

Medicinal products should comply with the recommendations provided in the Note for Guidance on
Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Human and
Veterinary Products’!. For advanced therapy medicinal products, Article 14(5) of Regulation (EC) No
1394/2007 and the Guideline on Safety and Efficacy Follow-up - Risk Management of Advanced
Therapy Medicinal Products®?, should also be followed as appropriate.

VI.C.2.2.6. Emerging safety issues

Events(observatlon S may occur_in relation to an authorised medicinal Droduct which denetfalwithin

t—heugh—t—hey—may—lead—te—ehanges—m—may have major impacts on the krewn-risk-benefit balance efof
the -a-medicinal-product and/or impact-on patients or public health.—Examplesincludes

5! Latestrevision—(Ref.: EMA/410/01EMA/410/01; EMA website: Home/ Human regulatory/ Research and development/
Advanced therapies/ Scientific guidelines}

52 Ref.: EMEA/149995/2008EMEA/149995/2008EMEA/149995/2008; EMA website: Home/ Human regulatory/ Post-
authorisation/ Advanced therapies/ Pharmacovigilance
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autherised-medicinal-product They may require urgent attention of the competent authority and could

warrant prompt requlatory action and communication to patients and healthcare professionals. Fhey
These important new evidences should be netifiedconsidered as emerging safety issues (see GVP
Annex I). They should be notified to the competent authorities and the Agency in accordance with the
requirements provided in GVP Module IX. This is in addition to the ICSR submission requirements
detailed in VI.C.3. and VI.C.4., when the emerging safety issue refers to a single case of suspected
adverse reactions (see VI.C.6.2.2.1. for general guidance on ICSRs preparation).

VI.C.2.2.7. Period between the submission of the marketing authorisation application and
the granting of the marketing authorisation

In the period between the submission of the marketing authorisation application and the granting of
the marketing authorisation, information (quality, non-clinical, clinical) that could impact on the risk-
benefit balance of the medicinal product under evaluation may become available to the applicant®3. It
is the responsibility of the applicant to ensure that this information is immediately submitted in
accordance with the modalities described in VI.C.2.2.6. to the competent authorities in the Member
States where the application is under assessment (including Reference Member State and all
concerned Member States for products assessed under the mutual recognition or decentralised
procedures) and to the Agency. For applications under the centralised procedure, the information
should also be provided to the (Co-) Rapporteur.

In the situation where a medicinal product application is under evaluation in the EU while it has already
been authorised in a third country, valid ICSRs from outside the EU, originating from unsolicited
reports (see VI.B.1.1. for definition) or solicited reports (see VI.B.1.2. for definition), should be
reportedsubmitted in accordance with the time frames and modalitiesregquirements provided in VI.C.3.,
VI.C.4. and VI.C.6..

VI.C.2.2.8. Period after suspension, revocation or withdrawal of marketing authorisation

The marketing authorisation holder shall continue to collect any reports of suspected adverse reactions
related to the concerned medicinal product following the suspension of a marketing authorisation. The

time frames and reperting-submission requirements outlined in VI.C.3., VI.C.4. and VI.C.6.remain_for

valid ICSRs.

Where a marketing authorisation is withdrawn or revoked, the former marketing authorisation holder is
encouraged to continue to collect spontaneous reports of suspected adverse reactions originating
within the EU to, for example, facilitate the review of delayed onset adverse reactions or of
retrospectively notified cases.

VI.C.2.2.9. Period during a public health emergency

A public health emergency is a public health threat duly recognised either by the World Health
Organization (WHO) or the Community in the framework of BecisionNe-—2119/98/ECDecision No.
2119/98/EC as amended of the European Parliament and of the Council. In the event of a public health

53 See also chapter 1, section 5.1.1 of Volume 2A (Notice to Applicants) of The Rules Governing Medicinal Products in the
European Union-—a ible-athttp://ec.europa-euthealth ments/eudralex/vol-2/index—en-htm
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emergency, regular reperting-submission requirements may be amended. Such arrangements will be
considered on a case-by-case basis and will be appropriately notified on the Agency website.

VI.C.2.2.10. Reports from class action lawsuits

Stimulated reports arising from class action lawsuits should be managed as spontaneous reports. Valid
ICSRs should describe suspected adverse reactions related to the concerned medicinal product. They
should be repertedsubmitted in accordance with the time frames and modalities described in VI.C.3.,
VI.C.4. and VI.C.6..

Where large batches of potential ICSRs are received, the marketing authorisation holders may request,
in exceptional circumstances, for an exemption in order to submit serious cases of suspected adverse
reactions within 30 days from their date of receipt instead of 15 days. The 90 days reperting

submission time frame for non-serious ICSRs remains unchanged. H-will-be-poessible-teapplyforthis
ran—on H e 1 H - o ificd—in A 1 o Zl

Regulatien{EC)No726/2004-are-established-—The request should be made to the Agency’s

pharmacovigilance department.
VI.C.2.2.11. Reports from patient support programmes and market research programmes

A patient support programme is an organised system where a marketing authorisation holder receives
and collects information relating to the use of its medicinal products. Examples are post-authorisation
patient support and disease management programmes, surveys of patients and healthcare
previdersprofessionals, information gathering on patient compliance, or compensation/re-imbursement
schemes.

A market research programme refers to the systematic collection, recording and analysis by a
marketing authorisation holder of data and findings about its medicinal products, relevant for
marketing and business development.

Safety reports originating from those programmes should be considered as solicited reports. The
mMarketing authorisation holders should have the same mechanisms in place as for all other solicited
reports (see VI.C.2.2.2. for marketing authorisation holders responsibilities on solicited reports) to
manage that information and repertto submit, in line with the time frames and modalities outlined in
VI.C.3. and VI.C.4., valid cases of adverse reactions; which are suspected to be related to the
concerned medicinal product.

Valid ICSRs should be repertedsubmitted as solicited in accordance with the eleetrenicreporting
regquirementsguidance provided in- VI1.6.2.3.7 Subsection 1.

VI.C.2.2.12. Reporting of off-label use

The off-label use of a medicinal product may occur for various reasons (see definition in VI.A.1.2. and
GVP Annex I). Examples include the intentional use of a product in situations other than the ones
described in the authorised product information, such as:

e a different indication in term of medical condition;

e a different group of patients;

e a different route or method of administration;

e a different posology.
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With regard to the management of individual reports referring to the off-label use of a product, the
responsibilities of the marketing authorisation holder can be summarised as follows, depending if the
off-label use results in the patient’s harm:

a. The off-label use of a medicinal product results in patient’s harm with occurrence of a
suspected adverse reaction

In line with Article 107(1), 107(3) and 107(4) of Directive 2001/83/EC, the marketing
authorisation holder shall collect individual reports of suspected adverse reactions when becoming
aware of them. The reports shall be routinely followed-up to ensure that the information is as
complete as possible (see VI.C.2.2. for marketing authorisation holders’ responsibilities on ICSRSs).
Valid ICSRs shall be submitted to the EudraVigilance database in accordance with the time frames,
and modalities provided in VI.C.3., VI.C.4., and VI.C.6.2.3.3.

Where relevant and appropriate, the benefit-risk analysis evaluation presented in the periodic
safety update report should take into account the clinical importance of a risk in relation to the
off-label use of the concerned medicinal product (see GVP Module VII).

In line with the guidance provided in GVP Module V, where there is a scientific rationale that an
adverse clinical outcome might be associated with the off-label use of the product, the adverse
reaction should be considered a potential risk, and if deemed important, should be included in the
list of safety concerns of the risk management plan as an important potential risk. This is
particularly relevant, when differences in safety concerns between the target and the off-label
population are anticipated. Important potential risks included in the risk management plan would
usually require further evaluation as part of the pharmacovigilance plan.

b. The off-label use of a medicinal product does not result in patient’s harm and occurrence
of a suspected adverse reaction

The potential obligations regarding the collection of data on the off-label use of a medicinal
product are set out in Article 23(2) of Directive 2001/83/EC, which requires the marketing
authorisation holder to report to competent authorities in Member States any other new
information which might influence the evaluation of the benefits and risks of the medicinal
product, including data on the use of the product where such use is outside the terms of the
marketing authorisation.

Under this condition, the most appropriate way to deliver a planned and risk proportionate
approach to enable the monitoring of the use of a specific medicinal product in routine clinical
settings is through the risk management plan. Where the potential for off-label use has been

identified for a product and such use could raise a safety concern (i.e. because there is a justified
supposition that an important potential risk might be associated with the off-label use of the
product) the risk management plan should discuss the need of pharmacovigilance activities in
terms of:

- Specific follow-up questionnaires for suspected adverse reactions derived from the
off-label use;

- Other required forms of routine pharmacovigilance activities for the targeted
collection and follow-up of individual reports of off-label use not associated with
suspected adverse reactions;

- Additional structured investigations (such as drug utilisation studies, searches in

databases).
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If collected in the frame of the routine pharmacovigilance activities, individual reports of off-label
use with no suspected adverse reaction should not be submitted to the EudraVigilance database
since the minimum criteria for ICSRs validation are incomplete (see VI.B.2. for ICSRs validation).

As part of risk management planning, the monitoring of the off-label use should focus on
collection and assessment of information which might influence the evaluation of the benefits and
risks of the concerned medicinal product.

For products without a risk management plan, the marketing authorisation holder and the
competent authority should consider whether the off-label use of the product constitutes a safety
concern. If it does, then consideration should be given to requiring a risk management plan or a
post-authorisation safety study.

Some Member States may already have put in place specific requirements at national level regarding
the collection and submission by marketing authorisation holders of information on the off-label use of
their products. The guidance presented in this chapter should not be interpreted as preventing the
fulfilment of those local obligations.

VI.C.3. Reporting-Submission time frames_of ICSRs in EU

The general rules in relation to the reperting-submission of initial and follow-up reports, including those
for defining the clock start are detailed in VI.B.7..

According to Articleieles 107(3) and 107a(4)_of Directive 2001/83/EC-ef Directive 2001/83/EC,

e serious valid ICSRs shall be repertedsubmitted by the competent authoritiesy in a Member States
or by the marketing authorisation holders within 15 days from the date of receipt of the reports;

e non-serious valid ICSRs shall be repertedsubmitted by the competent authoritiesy in_a Member
States or by the marketing authorisation holders within 90 days from the date of receipt of the
reports.

ICH-E2B provides a mechanism to the sender to indicate whether a valid ICSR the-ease-fulfils the local
expeditedregulatory requirements for submission to the EudraVigilance database within the 15 or 90-
day time frame. In line with ICH-E2B the following applies for alithe -serious and non-serious ICSRs
which need to be submitted repertable-in the EU based on the modalities detailed in VI.C.4.:

ICH-E2B(R2) e Data element A.1.9 ‘Does this case fulfil the local criteria for an expedited report?’
should be completed with the value 1 (YES) when the ICSR needs to be submitted
within the 15 or 90-day time frame.

e The population of this data element is optional under ICH-E2B(R2).

ICH-E2B(R3) e Data element C.1.7 ‘Does this Case fulfil the local criteria for an expedited report?’
should be completed with the value TRUE when the ICSR needs to be submitted
within the 15 or 90-day time frame.

e The population of this data element is mandatory under ICH-E2B(R3).
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VI.C.4. Reporting-Submission modalities of ICSRs in EU

In addition to the reeemmendations-guidance provided in VI.B.8., the competent authorityies in a
Member States and the marketing authorisation holders shall use the formats, standards and
terminologies for the electronic transmissien-submission of suspected adverse reactions as referred to
in ehapter-Chapter IV_of the Commission Implementing Regulation (EU) No 520/2012-efthe
Commission-ImplementingRegulation{EU)-Ne-520/2012. ICSRs shall be used for reperting-the
submission to the Eudravigitanee-EudraVigilance database of reports of suspected adverse reactions to
a medicinal product that occur in a single patient at a specific point in time [IR Art 27]. The
cEompetent autherities-authority in a Member States and the marketing authorisation holders shall
also ensure that all repertedsubmitted eleetrenrie-ICSRs are well documented and as complete as
possible in accordance with the requirements provided in fR-Article 28 _of the Commission
Implementing Regulation (EU) No 520/20127.

The time frames for reperting-submitting serious and non-serious valid ICSRs are provided in VI.C.3..
The reecommendationsguidance provided in VI.C.6. should be adhered to as regards the electronic
exchange of pharmacovigilance information between competent authorities in Member States,
marketing authorisation holders and the Agency.

In aecoerdance-line with the provisions set out in Article 2{4);Article 2(5)and-Article 2{6)-of Directive

specifiedin-Article 24{2)-of Regulation{EC)Ne—726/2004-Article 107(3) and 107a(4) of Directive
2001/83/EC-of Directive2001/83/EC, the following repertirg-submission requirements shall apply-te
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unsolicited and solicited ICSRs reported by healthcare professionals and non-healthcare professionals
in relation to medicinal products for human use authorised in the EU in accordance with Directive

2001/83/EC and Regulation (EC) No 726/2004. This is relevant independenthyirrespective of the
condition of use of the suspected medicinal product and of the expectedness of the adverse reaction.

a. Serious ICSRs

e The mMarketing authorisation holders shall submit all serious ICSRs that occur within or outside
the EU, including those received from competent authorities outside the EU, to the EudraVigilance
database only.

e The cEompetent authoritiesy in a Member States shall submit to the EudraVigilance database all
serious ICSRs that occur in their-its territory and that are directly reported_by healthcare
professionals or consumers-te-them.

b. Non-Serious ICSRs

e The mMarketing authorisation holders shall submit all non-serious ICSRs that occur in the EU to
the EudraVigilance database only.

e The cEompetent autherities-authority in a Member States shall submit to the EudraVigilance

database all non-serious ICSRs that occur in theirits territory te-the-EudraVigilance-databaseand
that are directly reported by healthcare professionals or consumers.

Overviews of the reperting-submission requirements ef-for serious and non-serious ICSRsreports;

applicable to marketing authorisation holders er-and competent authorities in Member States, together
with a business process map and a process description, erce-thefinalarrangementsare-implemented;
are-are presented in VI.App3App.3.21 .57, VI.App.3.2. and VI.App.3.3.tegetherwith-a-detailed-business

In acecerdance-line with the requirement detailed in Articleiele 24(4)_of Requlation (EC) No 726/2004-of
Regulatien{EC) No726/2004-for-thefinalarrangements, the ICSRs submitted to the EudraVigilance
database by a marketing authorisation holders shall be automatically transmitted upon receipt, to the
competent authority of the Member State where the reaction occurred. When the primary source
country and the country of occurrence of the reaction differ, the competent authorities of the
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concerned member states in the EU will be automatically notified about these specific ICSRs. A
detalledRelevant-business process map is-and a process description concerning the automatic
retransmission of ICSRs are included in VI.App3App.3.34.+ .

In accordance with Articleiele 24(2) of Regulation (EC) No 726/2004-ef Regulation{ECYNo—726/2004,
the data submitted to the EudraVigilance database are made accessible to stakeholders such as
competent authorities, healthcare professionals, consumers, as well as marketing authorisation holders
and research institutions. Fhisisade-Access is provided based on the latest version of the
EudraVigilance Access Policy for Medicines for Human Use®°. This policy defines the overall principles
efin relation to the provision of access to EudraVigilance data in line with the current legal framework,
while guaranteeing personal data protection.V-&5-

Additionally, the EudraVigilance database shall also be accessible to marketing authorisation holders to
the extent necessary for them to comply with their pharmacovigilance obligations [REGeg: Art 24(2)].

Further guidance on the access by stakeholders of the data submitted to the EudraVigilance database
is available on the EudraVigilance webpage®®

VI.C.5.
¥I—95—1—Collaboratlon with the World Health erg-anﬂa&eﬁ-Orgamsatlon
and the European Monitoring Centre for Drugs and Drug Addiction

In accordance with Article 28c(1) of Regulation (EC) No 726/2004, tFThe Agency shall make available to
the WHO (in practice the Uppsala Monitoring Centre (UMC) as the WHO Collaborating Centre for
International Drug Monitoring) all suspected adverse reaction reports occurring in the EUHREG-Art
28e{1)}. In this regard, ICSRs from the EU submitted to the EudraVigilance database by competent
authorities in Member States and marketing authorisation holders are transmitted to the WHO

electromcallv in ICH- EZB(R3) format ¢h+s—m44—take%akes—plaee—eﬁ—a—wee4dy—bas15—afteethew

aut—heﬁsa’ereﬁ—heHer—}t—uﬂl—Feplaee—m line with the latest version of the EudraV|qHance Access Pollcv

for Medicines for Human Use>’. Details are set out in a service level agreement between the Agency
and the WHO, accessible on EMA website®®. IThis replaces the requirements of EU Member States

participating in the WHO Programme for International Drug Monitoring to directly report to WHO
suspected adverse reactions reports occurring in their terrltory ms—MHH—be—wnpwlemeﬁted—enee—the

A-detailed business process map_and a process description for the reperting-submission of ICSRs, from
the EudraVigilance database to the WHO Collaborating Centre for International Drug Monitoring, isare
presented in VI. AppendixApp 4.

The Agency and the European Monitoring Centre for Drugs and Drug Addiction shall also exchange
information that they receive on the abuse of medicinal products including information related to illicit
drugs [REG Art 28c(2)].

55 Ref.: EMA/759287/2009; EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/
EudraVigilance/ Access to data Ref+—EMA/759287/20809

6 EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance/ Access to data
57 Ref.: EMA/759287/2009; EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/
EudraVigilance/ Access to data

8 EMA website: Home/ Partners & Networks/ International organisations/ WHO
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VI.C.6. Electronic exchange of safety information in the EU

Chapter VI.C.6. highlights the requirements, as defined in Articleieles 24(1) and-_24(3)_of Regulation
(EC) No 726/2004-ef Regulation{(EC)Ne—726/2604, for the establishment and maintenance of the
European database and data processing network (the EudraVigilance database) in order to collate and
share pharmacovigilance information electronically between competent authorities in Member States,
marketing authorisation holders and the Agency, in ways which ensure the quality and integrity of the
data collected.

The information provided here is relevant for the electronic exchange of ICSRs in the EU between all
stakeholders and for the electronic submission of information on medicinal products to the Agency.

VI.C.6.1. Applicable guidelines, definitions, international formats,
standards and terminologies

For the classification, retrieval, presentation, risk-benefit evaluation and assessment, electronic
exchange and communication of pharmacovigilance and medicinal product information, Member
States, marketing authorisation holders and the Agency shall adhere to the legal requirements
provided in ehapter-Chapter IV and V of the Commission Implementing Regulation (EU) No 520/2012

In addition the following guidelines should be applied:

e The ICH guidelinesGuidelines detailed in VI.B.8.;

e The guidelines applicable based-erIcSRsfor the ICH-E2B(R2) and ICH-E2B(R3) formats:

ICH-E2B(R2) — Note for guidance - EudraVigilance Human - Processing of Safety Messages
and Individual Case Safety Reports (ICSRs) (EMA/H/20665/04/Final Rev. 2)
(also referred as EudraVigilance Business Rules);

ICH-E2B(R3) e EU Individual Case Safety Report (ICSR) Implementation Guide-?°;

e EU ICSR Implementation Guide Business Rules Spreadsheetl;

59 Ref.: EMA/51938/2013; EMA website: Home/ Human requlatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance/

Electronic reporting
59 EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance/change management
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e EU Backwards Forwards Conversion Element Mapping
Spreadshee

e EU E2B(R3) code Iistsl

e EU reference mgtaﬂeesinstances.;

e EU example mstaneesinstancesl

The latest version of these documents should always be eensideredtaken into account.

VI.C.6.2. Electronic repeoerting-submission of individual case safety reports

The reperting-submission of valid ICSRs electronically, by competent authorities in Member States and
marketing authorisation holders, is mandatory for all medicinal products authorised in the EU [DIR Art
107(3), Art 107a(4)]. Non-adherence to this requirement constitutes a non-compliance with EU

legislation. Respensibilities

The responsibilities in case of communication failure (including adherence to compliance for
Fepemﬁgsubmlssmn of ICSRs) are detailed in_the EU Individual Case Safety ReDort (ICSR)

Reguation(EC)-No726/2004-are
estabtished-

Technical tools (EVWEB) have been made available by the Agency to interested electronic data
interchange partners, including small and medium-sized enterprises, to facilitate compliance with the
electronic repertirg-submission requirements of ICSRs as defined in EU legislation. Information is
available on the EudraVigilance webpagesite®!,— together with some guidance on the access by
stakeholders to the data submitted to the EudraVigilance database®?

—EMA webS|te Home/ Human requlatorv/ Post authorlsatlon/ Pharmacovmllance/ EudraVigilance

52 EMA web5|te Home/ Human requlatory/ Post authorlsatlon/ Pharmacoquance/ EudraVigilance/ Access to data
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VI.C.6.2.1. EudraVigilance Database Modules

Two modules are available in the EudraVigilance database to address the collection of reports of
suspected adverse reactions related to medicinal products for human use; in accordance with EU
legislation:

e EudraVigilance Post-Authorisation Module (EVPM), implemented based on the requirements defined
in Regulation (EC) No 726/2004-_and Directive 2001/83/EC; and

e EudraVigilance Clinical Trial Module (EVCTM), implemented based on the requirements defined in
Directive 2001/20/EC.

VI.C.6.2.1.1. Adverse reaction data collected in the EudraVigilance Post-Authorisation
Module

The adverse reaction reports collected in the EudraVigilance Post-Authorisation Module (EVPM) refer to
unsolicited reports and solicited reports which do not fall under the scope of the Clinical Trials Directive
2001/20/EC (see MEEEVI.C.1.2. for ICSRs manaqement in non-interventional studies, compassionate
and named Datlent use): W v VHUMAN

\

In line with ICH-E2B the ICSRs should be submitted to EVPM with the following value:

ICH-E2B(R2) e 'EVHUMAN' in the data element M.1.6 ‘Message receiver identifier’ (ICH M2).

ICH-E2B(R3 e 'EVHUMAN' in the data elements N.1.4 ‘Batch Receiver Identifier’ and ‘N.2.r.3
Message Receiver Identifier’.

Depending on their type, these ICSRs should be classified withbased on one of the following options_in
line with ICH-E2B:inacecordance-with-the EudraVigilance Business Rules®:

—spentaneeusreport:
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ICH-E2B(R2) e Data element A.1.4 ‘Type of report’:

— spontaneous report;

— other;

— not available to sender (unknown); or

— report from study.

e When the value of the data element A.1.4 is ‘Report from study’, the data
element A.2.3.3 ‘Study type in which the reaction(s)/event(s) were observed’
should be populated with:

— individual patient use, e.g. compassionate use or named-patient basis; or

— other studies, e.g. pharmacoepidemiology, pharmacoeconomics, intensive
monitoring, PMSpost-authorisation study.

ICH-E2B(R3) e Data element C.1.3 ‘Type of report’:

— spontaneous report;

other;

— not available to sender (unknown); or

— report from study.

e When the value of the data element C.1.3 is ‘Report from study’, the data
element C.5.4 ‘Study type in which the reaction(s)/event(s) were observed’
should be populated with:

— individual patient use, e.g. compassionate use or named-patient basis; or

— other studies, e.g. pharmacoepidemiology, pharmacoeconomics, intensive
monitoring, post-authorisation studyPMS.

_VI.C.6.2.1.2. Adverse reaction data collected in the EudraVigilance Clinical Trial Module

Only cases of suspected unexpected serious adverse reactions (SUSARs), related to investigational
medicinal products (IMPs) ernon-investigationat-medicinal-products{NIMPsY**-studied in clinical trials
which fall under the scope of Directive 2001/20/EC (see ¥MEE1);VI.C.1.1. for ICSRs management in
clinical trials), should be repertedsubmitted by the sponsor to the EudraVigilance Clinical Trial Module
(EVCTM). The requirements provided in chapter II of EudraLex Volume 10 of The Rules Governing
Medicinal Products in the European Union® should be applied_with regard to the collection, verification
and presentation of adverse event/reaction reports arising from clinical trials.-Fhe IESRssheuld-be

b ad—with-the—\v e—'E\, MPROP-in+the-d elemen ‘Me

’
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The ICSRs should be submitted to EVCTM with the following value in line with ICH-E2B:

ICH-E2B(R2) e 'EVCTMPROD' in the data element M.1.6 ‘Message receiver identifier’ (ICH M2).

ICH-E2B(R3) e 'EVCTMPROD' in the data elements N.1.4 ‘Batch Receiver Identifier’ and ‘N.2.r.3
Message Receiver Identifier’.

These Dependingon-theirtype, ICSRs submitted-teEVETM-should be classified based-en-oeneoftheas
followsirg-eptions in line with ICH-E2B:

ICH-E2B(R2) e Data element A.1.4 ‘Type of report’:

— report from study.

e When the value of the data element A.1.4 is ‘Report from study’, the data
element A.2.3.3 ‘Study type in which the reaction(s)/event(s) were observed’
should be populated with:

—  clinical trials.

ICH-E2B(R3) e Data element C.1.3 ‘Type of report’:

—  report from study.

e When the value of the data element C.1.3 is ‘Report from study’, the data
element C.5.4 ‘Study type in which the reaction(s)/event(s) were observed’
should be populated with:

— clinical trials.

VI.C.6.2.2. Preparation of individual case safety reports
VI.C.6.2.2.1. General principles

The content of each valid ICSR transmitted electronically between all stakeholders should comply with
the legal requirements and guidelines detailed in the Commission Implementing Regulation (EU) No
520/2012 and in VI.C.6.1., particularly:

e the requirements provided in Cehapters IV and V_of the Commission Implementing Regulation (EU)

No 520/2012-ef the-CommissionImplementing Regulation {EU)Ne-520/2012;

the latest version of the IEH-Endersed-Guide for MedbDRA-YUsers—MedDRA Term Selection: Points
to Consider-Beeument®’ (see GVP Annex IVGVP-AnnexIV);

——the EudraVigilance business rules ferthe-electrenictransmission-ef IESRs-detailed-inthe Netefor

danece = = Neco M PDrace ina o Mea ao == V= VP o e
otHad cHeHa v GHha - d S, g0 d y S

Reports (IESRs)(EMA/H/20665/04/Final-Rev—2)-and-or the EU ICSR Implementation Guide -as
referred to in VI.C.6.1., depending on the ICH-E2B format applied.

57 For off-label, misuse, abuse and medication error, the definitions provided in VI.A.1.2. should be followed.
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It is recognised that it is often difficult to obtain all the details on a specific case. However, the
complete information (medical and administrative data) for a valid ICSR that is available to the sender
should be repertedsubmitted in a structured manner in the relevant ICH-E2B{R2} data elements {see
SVYP-ARRexBPH)-(which should be repeated as necessary when multiple information is available) and in
the narrative section for serious cases (see VI.C.6.2.2.4. for guidance on case narrative). This applies
to all types of ICSRs, such as reports with initial information on the case, follow-up information and
cases highlighted for amendment®®

or nullification®.

In the situation where it is evident that the sender has not transmitted the complete information
available on the case, the receiver may request the sender to re-transmit the ICSR within 24 hours
with the complete case information in electronic format in accordance with the requirements applicable
for the electronic reperting-submission of ICSRs. This should be seen in the light of the qualitative
signal detection and evaluation activity, where it is important for the receiver to have all the available
information on a case to perform the medical assessment (see VI.C.6.2.4. for guidance on ICSRs data

quality).

Where the suspected adverse reactions reported in a single ICSR have a major impact on the knewn
risk-benefit balance of a-the medicinal product, this should be considered as an emerging safety issue
and notified accordingly (see VI.C.2.2.6. and GVP Module IX for guidance on emerging safety issue).;

h = d o immed o =¥ ad-in na n-the competan hao o o ha Mamhan o

where-the-medicinal-productisautherised-and-tothe-Ageney— This is in addition to the ICSR
submission repertirg-requirements detailed in VI.C.3. and VI.C.4.. A summary of the points of
concerns and the action proposed should be recorded in the ICSR asfeltews-in the data element
‘Sender’s comments’ in {line with ICH-E2B.{R2}B-54)+

ICH-E2B(R3} — Pbataelement H4-"Sender’'scomments~
VI.C.6.2.2.2. Information on suspect, interacting and concomitant medicinal products

a. General guidance

Information on Fthe suspeetinteractingandferconcomitantactive substances/invented names effor

the reported medicinal products (suspect, interacting, concomitant) should be provided in accordance
with the requirements provided in IR-Article 28 (3) (g) to (i)_of the Commission Implementing
Regulation (EU) No 520/2012.;FcH-E2BR2){see- GVP-Arnex I\ )and Depending on the ICH E2B
format used, the_guidance detailed in the Note for guidance - EudraVigilance Human - Processing of
safety messages and individual case safety reports (ICSRs)’°EudraVigitance-BusinessRutes: andand in
the EU Individual Case Safety Report (ICSR) Implementation Guide”! {see-VI-€-6-1:)should also be
followed.

The characterisation of the medicinal products as suspect, interacting or concomitant is based on the
information provided by the primary source. Where the notified competent authority or marketing

58 See also VI.C.6.2.2.8. on amendment of individual cases.

59 See also VI.C.6.2.2.3089. on nullification of individual cases.

7% Ref.: EMA/H/20665/04/Final Rev. 2; EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/
EudraVigilance/ Electronic reporting

7! Ref.: EMA/51938/2013; EMA website: Home/ Human requlatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance/
Electronic reporting
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authorisation holder disagrees with the primary source characterisation, this should be indicated in the
data element ‘Sender’s comments’ in line with ICH-E2B while respecting the reporter description.

For-eembination medicinal products, which contain more than one active substance, each—active
substaneeneedsto-bereflected-individuallythe following applies in the-data—element-Active substance
pamef{sY{line wwith ICH--E2B{R2)B-4-k2-2);—which-needsteo-berepeatedforecachactive-substanee
containedinthe-combination-medicinal-produet::

ICH-E2B(R2) e In addition to the information included in the data element B.4.k.2.1 ‘Proprietary
medicinal product name’, each active substance needs to be reflected
individually in the data element B.4.k.2.2 ‘Active substance name(s)’, which
needsteshould be repeated for each active substance contained in the medicinal

product.

ICH-E2B(R3) e In addition to the information included in the mandatory data element G.k.2.2
‘Medicinal Product Name as Reported by the Primary Source’, each active
substance needs to be reflected individually in the section G.k.2.3.r. ‘Substance /
Specified Substance Identifier and Strength’, which should be repeated for each
active substance contained in the medicinal product. This applies where there is
no Medicinal Product Identifier (MPID), Pharmaceutical Product Identifier (PhPID)
or where no Substance/Specified Substance TermID is available as referred to in
the EU Individual Case Safety Report (ICSR) Implementation Guide EU-IESR
Implementation Guide” (EMA/51938/2013)..

b. Suspicion of a branded/proprietary medicinal product name without information on its

active substance(s) or its pharmaceutical form and with different compositions
depending on the country or on the pharmaceutical form

2:1. When the primary source reports a suspect or interacting branded/proprietary medicinal
product name without indicating the active substance(s) of the medicinal product and where
the proprietary medicinal product can be one of two or more possible generics, which have &
different compositions depending on the country where the medicinal product is marketed,
the ICSR should be populated as follows_in line with ICH-E2B:

ICH- e Data element B.4.k.2.1 'Proprietary medicinal product name' should be

E2B(R2 populated with the proprietary/branded medicinal product name as reported
by the primary source.:

e Data element B.4.k.2.2 'Active substance name(s)' -should be completed with
the active substance(s) that correspond(s) to the composition of the

72 Ref.: EMA/51938/2013; EMA website: Home/ Human requlatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance/
Electronic reporting
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proprietary/branded medicinal product of the country where the
reaction/event occurred.

e Where there is more than one active substance contained in the medicinal
product, data element B.4.k.2.2 'Active substance name(s)' should be
repeated accordingly.

ICH- e Data element G.k.2.2 ‘Medicinal Product Name as Reported by the Primary
E2B(R3 Source' should be populated with the proprietary/branded medicinal product
name as reported by the primary source.+

o TFhe Ddata element G.k.2.3.r.1 ‘Substance/Specified Substance Name' should
be completed with the active substance(s) that correspond(s) to the
composition of the proprietary/branded medicinal product of the country
where the reaction/event occurred.

e Where there is more than one active substance contained in the medicinal
product, section G.k.2.3.r ‘Substance/Specified Substance Identifier and
Strength’ should be repeated accordingly.

However-if-the-infermation-isavatable-en:

. the composition with regard the active substance(s) of the suspected or interacting
proprietary medicinal product name should be provided accordingly-; if information is also
available on the following ICH-E2B data elements for the reported product:

ICH- o TFhedData element B.4.k.2.3 'Identification of the country where the drug was
E2B(R2 obtained',

o  TFhe-dData element B.4.k.4.1 'Authorization/application number',

o ThedData element B.4.k.4.2 'Country of authorization/application', and/or

o TFhe-dData element B.4.k.3 'Batch/lot humber'-.

ICH- o The-dData element G.k.2.4 ‘Identification of the Country Where the Drug Was
E2B(R3 Obtained’

e Data element G.k.3.1 'Authorization/application number',

o The-dData element G.k.3.2 ‘Country of Authorisation/Application’, and/or

o  TFhedData element G.k.4.r.7 'Batch/lot number'.
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3-2. Where the primary source reports a suspect or interacting branded/proprietary medicinal
product name without indicating the pharmaceutical form/presentation of the product and
where the proprietary/branded medicinal product can be one of two or more possible
pharmaceutical forms/presentations, which have different compositions in a country, the
ICSR should be populated as follows_in line with ICH-E2B:

ICH- e Data element B.4.k.2.1'Proprietary medicinal product name' should be

E2B(R2 populated with the proprietary/branded medicinal product name as reported
by the primary source.:

e Data element B.4.k.2.2 'Active substance name(s)' should be completed with
those active substances, which are in common to all pharmaceutical
forms/presentations in the country of authorisation.

e Where there is more than one active substance contained in the medicinal
product, data element B.4.k.2.2 'Active substance name(s)' should be
repeated accordingly.

ICH- e Data element G.k.2.2 ‘Medicinal Product Name as Reported by the Primary
E2B(R3 Source' should be populated with the proprietary/branded medicinal product
name as reported by the primary source.+

o TFhedData element G.k.2.3.r.1 ‘Substance/Specified Substance Name' should
be completed with the active substancefs} which are in common to all
pharmaceutical forms/presentations in that-cerrespond{s)to-the compeosition
efthe proprietary/branded-medicinal-produet-ef-the country of
authorisation.where-thereactionfevent-eceurred:

e Where there is more than one active substance contained in the medicinal
product, section G.k.2.3.r ‘Substance/Specified Substance Identifier and
Strength’ should be repeated accordingly.

c. Repeorting-efSuspicion of a therapeutic class of medicinal productses

Where the medicinal products cannot be described on the basis of the active substances or the
invented names, for example when only the therapeutic class is reported by the primary source, or in
case of other administered therapies that cannot be structured, this information should only be
reflected in the case narrative{data—elementICH-E2B{R2)}-B-5-1)-. The information should not be
included in the structured data elements “‘Preprietaryrelatedto-of the medicinal product rame{IcH-
E2BR2)B-4-k2-1rname and-Activefor the active substance name(sy-IcH-E2B{R2)B-4-k2-2)-sheuld
not-be-poepulated:). The same applies if a suspected food interaction is reported (e.g. to grapefruit
juice).

Where a case of adverse reactions is repertedsuspected to be related only to a therapeutic class, it is
considered incomplete and does not qualify for reperting-submission as ICSR (see VI.B.2. for ICSRs
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Jvalidation). Efforts should be made to follow-up the case in order to collect the missing information
regarding the suspected medicinal product (see VI.B.3. for follow-up guidance).

§=d. Repeorting-Suspicion of drug interactions

As+egardsFor the-reportsing of drug interactions, which concerns drug/drug (including biological
products), drug/food, drug/device, and drug/alcohol interactions, the coding of the suspected
interaction along with the resulting adverse reactions should be performed in the following ICH-E2B
section *‘Reactions/Events(HJCH-E2B{R2)}-B-2)-in line with the appropriate recommendations provided in
the latest version of the IcH-Endersed-Guide for MedDRA Users - MedDRA Term Selection: Points to
ConsiderMedbRATFerm-Selection:Pointste-Consider Decument (see GVP Annex IVGVP-ArrexIV+—)

ICH-E2B(R2) e Section B.2 ‘Reactions/Events’

ICH-E2B(R3) e Section E.i.1’Reaction/Events’

In addition, ferind i ' i ation-on-the-active-substances/pronrietary
mediciral-product-nramesthe following applies for the suspected interacting medicinal products in line
with ICH-E2B:

1. For drug/drug interactions+

ICH- e Section B.4 ‘Drug information’ should be completed with information reported
E2B(R2 by the primary source on the active substances/proprietary medicinal
products concerned.

o Data element B.4.k.1 ‘Characterisation of drug role’ is to be completed as
‘interacting’ for all suspected interacting medicines.

ICH- e Section G.k ‘Drug(s) Information’ should be completed with information
E2B(R3 reported by the primary source on the active substances/proprietary
medicinal products concerned.

e Data element G.k.1 ‘Characterisation of Drug Role’ is to be completed as
‘interacting’ for all suspected interacting medicines.

2. Han-interactionissuspected-withFor drug/ food interactions or interactions with other non-
drug compounds

—The information on the suspected ‘interacting’ medicine should be included in ICH E2B section
‘Drug information’-seteeted-for-the-suspeetmedicine, however the information concerning the
interacting food or other non-drug compounds should be provided -in the seetier~DBrug

N an’ R/D R 4 hich ch

n W
7

element-Characterisationof-drugrole (1CH-E2B{R2) B-4-k-1)-case narrative.

-e. Reperting-Suspicion of one of the excipients/adjuvants

If the primary source suspects a possible causal role of one of the excipients irgredients-(e.g-.
exeiptent-er-colouring matter, preservatives, adjuvant, stabilisers, thickeners, emulsifiers, flavouring
and aromatic substances, see VI.A.1.3. for definition) of the suspected medicinal product, this
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information should be provided in the-section—Brug-infermation’{line with ICH-E2B 4} as a

H H H 7
on—ta ho inform oR—-aHven o din heo

ICH-E2B(R2) e In the section B.4 ‘Drug information’:— as a separate entry specifying the
suspected excipientfadiuvant, in addition to the information given regarding the
suspected medicinal product. This should also be specified in the case narrative.

o If available, tests results (positive or negative) in relation to the causal role of
the suspected excipient ingredient should be included in the section B.3 'Results
of tests and procedures relevant to the investigation of the patient'.

ICH-E2B(R3) e In the section G.k ‘Drug(s) Information’: —as a separate entry specifying the
suspected excipient, in addition to the information given regarding the suspected
medicinal product. This should also be specified in the case narrative.

e If available, tests results (positive or negative) in relation to the causal role of
the suspected excipient irgredient-should be included in the section F.r=3
‘Results of tests and procedures relevant to the investigation of the patientFest
Resut’.

f. Additional ¥information on Brugthe medicinal product

Often, additional information on the medicine(s) is provided in individual cases, which is important for
the purpose of data analysis and case review; for example in the context of counterfeit, overdose, drug
taken by father, drug taken beyond expiry date, batch and lot tested and found within specifications,
batch and lot tested and found not within specifications, medication error, misuse, abuse, occupational
exposure and off label use.

Fhrefollowingapplies+In line with ICH-E2B, the following applies to capture this information for the
respective suspected medicinal products, along with the guidance provided:

e in section VI.C.6.2.3.3. for the provision of information on the suspected adverse reactions
associated to overdose, abuse, off-label use, misuse, medication error or occupational exposure,
and

e in section VI C.6.2.3.5. for the provision of information on suspected adverse reactions associated
to quality defect or falsified medicinal product:

ICH-E2B(R2) e As a general principle, additional characteristics related to the medicines that
cannot be structured in one of the data elements of section B.4 ‘Drug(s)
information’ and which are pertinent to the case should be provided in free text.

e Data element B.4.k.19 ‘Additional information on drug’ should be used to specify
any additional information (e.g.; beyond expiration date, batch and lot tested
and found to be within specifications). Additional information concerning the
indication for the drug, which cannot be described in data element B.4.k.11
‘Indication for use in the case’ should also be provided as applicable in the data
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element B.4.k.19.

e Along with the resulting suspected adverse reactions, an appropriate MedDRA
term should be provided in the-data—elementsection B.2--t ‘Reactions/events’ in
MedbRA-terminology-{(LtowesttevelFerm)-where applicable in line with the
latest version of the IEH-Endersed-Guidefor MedBRA-Users, MedDRA Term
Selection:Peints to-CensiderlCH-Endorsed-Guide for MedDRA Users, MedDRA
Term Selection: Points to Consider’>.

e Data elements *B.5.3 ‘Sender's diagnosis/syndrome and/or reclassification of
reaction/event’ and-B-5-4-Sender'scomments-can also be used to combine
reported signs and symptoms into a succinct diagnosis, or to provide the
sender’s assessment of the drug role, with a reasoning included in the data
element B.5.4 ‘Sender's comments’.

ICH-E2B(R3) As a general principle, additional characteristics related to the medicines and
pertinent to the case should be coded and further information provided in free

text.

e Data element G.k.10.r ‘Additional Information on Drug (coded)’ should be
completed using one or more of the following values as applicable: Counterfeit,
Overdose, Drug taken by father, Drug taken beyond expiry date, Batch and lot
tested and found within specifications, Batch and lot tested and found not within
specifications, Medication error, Misuse, Abuse, Occupational exposure, or and
Off label use. The value(s) should be used where the primary source has made a
clear statement related to the additional characteristics of the drug.

e Along with the resulting suspected adverse reactions, Aan appropriate MedDRA
term should be provided in the-data—elementsection E.i-2-1b
‘Reaction(s)/Event(s)’ (MedbRA-code}-where applicable in line with the latest
version of the IEH-Endersed-Guidefor MedDRA-Users, MedDRA Ferm-Selection:
Pointste-CensiderGuide for MedDRA Users, MedDRA Term Selection: Points to
Consider’3.

e Section H.3.r ‘Sender's Diagnosis’ and-data-—element H-4-"Sender's-Comments’
can also be used to combine reported signs and symptoms into a succinct
diagnosis, or to provide the sender’s assessment of the drug role, with a
reasoning included in the data element H.4 ‘Sender's comments’. If the primary
source did not provide an explicit statement about the drug characterisation
which would clearly transpose into a MedDRA term in the reaction section but
there is an indication in the context of the clinical course description, the sender
may also choose the most applicable value(s) of G.k.10.r ‘Additional Information
on Drug (coded)’ at their discretion. The case should be followed--up to obtain
further information.

e Data element G.k.11 ‘Additional Information on Drug (free text)’ should be used
to capture any additional drug information in free text format not described in
G.k.10.r, e.g. expiry date for the lot humber.

| 73 For off-label, misuse, abuse and medication error, the definitions provided in VI.A.1.2. should be followed.
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e Counterfeit’* This is to indicate that the medicine was

suspected or confirmed to be a falsified
medicinal product in line with the definition
provided in Articleiele 1 paragraph-(33) of
Directive 2001/83/EC-ef Birective2001/83/EC.

e Drug taken beyond expiry This is to indicate that the medicine
date administered to or taken by the patient was
beyond its expiry date as indicated in the
SmPEproduct information or on the packaging of
the medicine.

e Batch and lot tested and This is to indicate that a batch or lot of a
found within specifications medicine was tested and found within the
specifications of the marketing authorisation.

e Batch and lot tested and This is to indicate that a batch or lot of a
found not within medicine was tested and found outside the
specifications specifications of the marketing authorisation.

e Drug taken by father This is to indicate that suspect drug was taken

by the father for cases describing miscarriage,
stillbirth or early spontaneous abortion. In this
situation only a mother report is applicable and
the data elements in Section D ‘Patient
Characteristics’ apply to the mother (see
VI.C.6.2.3.1. for guidance on the electronic
submission of pregnancy ICSRs).

VI.C.6.2.2.3. Suspected adverse reactions

In line with Article 28(3)(j) of the Commission Implementing Regulation (EU) No 520/2012, Aall
available information_on the reported suspected adverse reactions as-deseribedirHR-AFE28(3GH
shall be provided for each individual case. Examples of relevant information include: the start and end
date or duration, seriousness, outcome at the time of last observation, time intervals between the
suspect medicinal product administration and the start of the reactions, the original reporter’s words or
short phrases used to describe the reactions, the country of occurrence of the reactions.

The coding of diagnoses and provisional diagnoses with signs and symptoms in-the-data-element
'NA H N MedPRA 1 A \V A ! B-{R = Sh0U|d be
performed with the supported versions’® of the MedDRA dictionary used at the lowest level term (LLT)

d O v Sp=aav; o10GYy oW 5 D+

7% This value should not beer used to refer to medicines that do not comply with EU law on intellectual and industrial
property rights, such as registered trademarks or patent rights, as defined for counterfeit medicines in the European
Commission Q&A: Directive on falsified medicines.

7> Stakeholders should follow the recommendations of MedDRA MSSO regarding the switch to a new MedDRA version. The
latest supported MedDRA versions in line with the official semi-annual releases are posted on the EudraVigilance webpage
(EMA website: Home/ Human requlatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance).
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level and in I|ne with the applicable recommendations prowded in the latest version of the 1EH-
Guide for MedDRA

Users, MedDRA Term Selection: Points to Consider (see GVP Annex IVGVP-Annex1V).

In practice, if a diagnosis is reported with characteristic signs and symptoms, the preferred option is to
select a term for the diagnosis only and to MedDRA code it-inthe IcH-E2B{R2)sectien B2
‘Reaction{s)fevent{s)-. If no diagnosis is provided, all reported signs and symptoms should be listed
and MedDRA--coded-in-the-ICH-E2B{R2)-sectionB-2Reaction{s)fevent{s)-. If these signs and
symptoms are typically part of a diagnosis, the diagnosis can be MedDRA--coded in addition in the
ICSR by the competent authoritiesy in the Member States or by the marketing authorisation holders ir
the ICH-E2B{R2)-data-element B-5-3—Sender'sas part of the sender's diagnosis_and sender’s
comment/syndrome-andfer+eclassification-ef reactionfevent'eventinthe IESR.

If in the narrative other events have been reported, which are not typically signs or symptoms of the
primary source's diagnosis or provisional diagnosis, and those events are suspected to be adverse
reactions, they should also be listed and MedDRA-ceded-inthe IcH-E2B{R2)-section B2
‘Reaction{s)fevent{s)-coded.

IneaseWhere a competent authority in a Member State or a marketing authorisation holder disagrees
with the diagnosis reported by the primary source, an alternative diagnosis can be provided_in addition

as part of the sender's qunoss%H—EZBé&Z&—eht&e@m%B%%—SeM%dﬁ@%ssﬁymﬂe

EZBGR—Za—seeHeH—B—ZA%eaeHeﬁés—)%eveﬁtés—)— In this situation, a-reasoning should be included irthe
data—element-Sender'scomments{ICH-E2B{R2)-B-5-4)as additionalsender’s comment (see

VI.C.6.2.2.4. for guidance on the provision of comments in ICSRS).

In line with ICH-E2B the following applies:

ICH-E2B(R2) e Section B.2 ‘Reaction(s)/event(s)’ should be usedandcompleted in line with the
EudraVigilance Business Rules’®, including the data element B.2.i.1
'Reaction/event in MedDRA terminology (Lowest Level Term)'-cempleted.

e SectionData element B.5.3 ‘Sender's diagnosis/syndrome and/or reclassification
of reaction/event’ should be used where the sender would like to combine
reported signs and symptoms that-werereperted-into a succinct diagnosis.
whereby-therReasoning should be included in the data element B.5.4 ‘Sender's
comments’.

o SectionData element B.5.3 ‘Sender's diagnosis/syndrome and/or reclassification
of reaction/event’ should also be used, if there is disagreement with the
diagnosis reported by the primary source and to provide an alternative
diagnosis. Reasoning should be included in the in the data element B.5.4

‘Sender's comments’.

ICH-E2B(R3) e Section E.i ‘Reaction(s)/Event(s)’ should be completed in line with the EU
Individual Case Safety Report (ICSR) Implementation Guide’’-used-and,

7® Note for guidance — EudraVigilance Human — Processing of safety messages and individual case safety reports (ICSRs)
(EMA/H/20665/04/Final Rev. 2); EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/
EudraVigilance/ Electronic reporting
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including the data element E.i.2.1b ‘Reaction/Event (MedDRA code)’-completed.

e Section H.3.r 'Sender's Diagnosis’ should be used where the sender would like to
combine reported signs and symptoms that-werereperted-into a succinct
diagnosis-.whereby-the- rfReasoning should be included in the data element H.4
‘Sender's Comments’.

e Section H.3.r ‘Sender's Diagnosis’ should also be used, if there is disagreement
with the diagnosis reported by the primary source and to provide an alternative
diagnosis. Reasoning should be included in the in the data element H.4 ‘Sender's
Comments’.

In the event of death of the patient, the date, cause of death including autopsy-determined causes

shall be provided as available [IR 28 (3) (l)]. fthe-death-isunrelatedto-thereported-suspected

IESR-sheuldnet-be-considered-asfatal;tThe recommendation provided in the EudraVtigianee Business
RuesEudraVigilance Business Rules’® and the EU Individual Case Safety Report (ICSR) IESR
Implementation Guide’” should be followed_with regard to the provision in the ICSR of information on
the patient’s death._If the death is unrelated to the reported suspected adverse reaction(s) and is
linked for example to disease progression, the seriousness criterion should not be considered as fatal.

VI.C.6.2.2.4. Case narrative, eausality-assessment-and-comments_and causality assessment

a. Case narrative

In accordance with HR-Article 28 (3)-(m)_of the Commission Implementing Regulation (EU) No
520/2012}, a case narrative-{data-elementICH-E2B{R2)-B-5-1) shall be provided, where possible’?, for
all cases with the exception of non-serious cases. The information shall be presented in a logical time
sequence, in the chronology of the patient’s experience including clinical course, therapeutic measures,
outcome and follow-up information obtained. Any relevant autopsy or post-mortem findings shall also
be summarised.

The narrative should be presented in line with the recommendations deseribed-inechapter 52
efdetailed in ICH-E2D (see GVP Annex IV).-In-thisaspeet-lit should serve as a comprehensive, stand-
alone “medical report” containing all known relevant clinical and related information, including patient
characteristics, therapy details, medical history, clinical course of the event{s}, diagnoseis, adverse
reactions and their outcomes, relevant laboratory evidence (including normal ranges) and any other
information that supports or refutes the suspected adverse reactions— (see VI.C.6.2.2.11. for EU
guidance on languages management in ICSRsfer-handling-eflanguages). With regards to the
identifiability of the patient, information should be provided in accordance with local data protection
laws™ (see VI.C.6.2.2.10. for guidance on the processing of personal data in the EU). Case narratives
should not include information that could lead to the identification of the patient, including references
to healthcare professionals or treatment centres.

77 Ref.: EMA/51938/2013; EMA website: Home/ Human requlatory/ Post-authorisation/ Pharmacovigilance/ EudraVigilance/

Electronic reporting
78 *Where possible’ sheuld-be-interpretedis usually understood as meaning having received sufficient information from the
primary source to prepare a concise clinical summary of the individual case.
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An example of a standard narrative template is available in the Report of the CIOMS Working Group
Ve,

The information provided in the narrative should be consistent with the data appropriately reflected in
all the other relevant ICH-E2B{R2) data elements of the ICSR-{see-G¥P-ArRex ). In line with ICH-
E2B the following applies:

ICH-E2B(R2) e Section B.5 ‘Narrative case summary and further information’” should be used
and the data element B.5.1 ‘Case narrative including clinical course, therapeutic
measures, outcome and additional relevant information’ completed.

ICH-E2B(R3) e Section H ‘Narrative Case Summary and Further Information’ should be used and
the data element H.1 ‘Case Narrative Including Clinical Course, Therapeutic
Measures, Outcome and Additional Relevant Information’ completed.

b. Comments

Where available, comments from the primary source should be provided on the diagnosis, the causality
assessment, or on other relevant issuejissues should-beprovided-in the data—eclement-Reperter's
eemments{following ICH-E2B{R2)B-5-2)— data elements:

ICH-E2B(R2) e Data element B.5.2 ‘Reporter’'s comments’.

ICH-E2B(R3) e Data element H.2 ‘Reporter's Comments’.

The c€ompetent authority ies-in a Member States and the marketing authorisation holders may provide
an assessment of the case and describe a disagreement with, and/or alternatives to the diagnoses
given by the primary source (see VI.C.6.2.2.3. for guidance on the processing of suspected adverse
reactions in ICSRs). Fhi R e e e s e TR Ta e ‘Sender” omments’ H B{R
B-5-4)y—where-diserepaneiesDiscrepancies or confusions in the information notified by the primary
source may also be highlighted. Where applicable, a summary of the points of concerns and the actions
proposed should also be included in the data-element-Sender'scomments-(1EH-E2B(R2)-B-5-4)-if the

IESRICSR whenre it leads to the notification of an emerging safety issue (see VI.C.2.2.6. for guidance
on emerging safety issue). The-degree-of-suspected-relatedness-of-each-medieinatl-p

E2B this information should be provided in the following data elements:

80 Council for International Organizations of Medical Sciences (CIOMS). Current Challenges in Pharmacovigilance: Pragmatic
Approaches (CIOMS V). Geneva: CIOMS; 2001. Accessible at: http://www.cioms.ch/.
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ICH-E2B(R2) e Data element B.5.4 ‘Sender's comments’.

ICH-E2B(R3) e Data element H.4 ‘Sender's Comments’.

c. Causality assessment

The degree of suspected relatedness of each medicinal product to theeach reported adverse reaction{s}
can be presented in a structured manner in the ICSR. It can be expressed for multiple sources
(reporters, competent authorities, marketing authorisation holders) may-be-used-te—presentthe
degree-of relatednessfrom-different seurces-or-with-differentwhile using multiple methods of causality
assessment. In line with ICH-E2B this information should be provided in the following sectionsapphes:

ICH-E2B(R2) e Section B.4.k.18 ‘Relatedness of drug to reaction(s)/event(s)’. -sheuld-be
coempleted-andThe data elements of this section should be repeated as applicable
to provide the assessment of relatedness of each drug-reaction pair expressed
by multiple sources and with multiple methods of assessment.-

ICH-E2B(R3) e Section G.k.9.i ‘Drug-reaction(s)/Event(s) Matrix’.-shewld-be-cempletedand- The
data elements of this section should be repeated as applicable to provide the
assessment of relatedness of each drug-reaction pair expressed by multiple
sources and with multiple methods of assessment.repeated-asapplicable:

VI.C.6.2.2.5. Test results

In accordance with the requirements provided in Article 28(3)(k) of the Commission Implementing
Regulation (EU) No 520/2012, information on the rResults of tests and procedures relevant to the
investigation of the patient shall be provided HR-ArE28(3}{k)}}in the ICSR.

Fe+evant—te—the—+m+est+gat+e++ef—the—aaheﬁt—shetﬂd—eaptu¥e+he This includes tests and procedures

performed to diagnose or confirm the reaction/event, including those tests done to investigate
(exclude) a non-drug cause, (e.g.; serologic tests for infectious hepatitis in suspected drug-induced
hepatitis). Both positive and negative results should be reperted--included in the ICSR.

The codlng of investigations should be performed in line with the latest version of the IcCH-Endersed
- iderGuide for MedDRA Users,
MedDRA Term Selection: Points to Consider (see GVP Annex IVGVP-Anrnex1V). If it is not possible to
provide information on tests and test results in a structured manner, provisions have been made to
allow for the transmission-presentation of the information as-in free text-inthe-data—elementICH-

In line with ICH-E2B the following applies:

ICH-E2B(R2) e Section B.3 'Results of tests and procedures relevant to the investigation of the
patient' should be completed and the data elements repeated as applicable.

e Data element B.3.1 ‘Structured information’ should be used to structure the
information on the test, the euteemeresult and unit, the date the test was
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performed, and the normal low and high range. Where several tests or
procedures were performed, the seetierdata element should be eempleted
accordinglyrepeated as necessary.

e Data element B.3.2 'Results of tests and procedures relevant to the
investigation' should be used to provide information on tests and procedures,
which cannot be captured in seetionrdata element B.3.1.

ICH-E2B(R3) e Section F.r ‘Results of Ftests and Pprocedures Rrelevant to the linvestigation of
the Ppatient’ should be used to structure the information on the date the test
was performed (data element F.r.1 ‘Test date’), the test (section F.r.2 ‘Test
name’), the outcome (section F.r.3 ‘Test result’) and the normal low (data
element F.r.4 ‘Normal low value’) and normal high (data element F.r.5 ‘Normal
high value')and-the-datethetest-wasperformed. Where several-testsor

e Data element F.r.2.1 ‘Test Name (free text)’ should be used for the description
of a test when an appropriate MedDRA code is unavailable for use in data
element F.r.2.2b ‘Test Name (MedDRA code)’.

e Data element F.r.3.4 ‘Result Unstructured Data (free text)’ should be used when
the data elements F.r.3.1 ‘Test results (code)’, F.r.3.2 ‘Test results (value /
gualifier) and F.r.3.3 ‘Test result (units)’ cannot be splitused; (often because a
Unified Code for Units of Measure (UCUM) code is not available for the test unit).

e Data elements F.r.4 ‘Normal low value’ and F.r.5 ‘Normal high value’ should be
used to capture the lowest and highest values in the normal range for the test.
The same units as used in F.r.3.3 are implied.

e Data element F.r.6 ‘Comments (free text)’ should be used to capture any
relevant comments made by the reporter about the test result.

e A separate block (r) should be used for each test/procedure.

VI.C.6.2.2.6. Supplementary records/information

Key information from supplementary records should be provided in the relevant section of the ICSR,

and their availability should be mentioned_in the E2B section ‘Additional Available Documents Held by
Sender-inthe-data—elementList-ef documents-held-by-sender {ICH-E2B{R2)-A-1-8-2)-. Provision has
been made in ICH-E2B(R3) format for the electronic submission of documents as attachments to the
ICSR message itself. This option is not available in ICH-E2B(R2) and requested documents should be
sent separately as specified in the request.

In line with ICH-E2B the following applies:

ICH-E2B(R2) o PataelementSection A.1.8 ‘Additional available documents held by sender’
should be completed as applicable.

ICH-E2B(R3) e Data element C.1.6.1 ‘Are Additional Documents Available’ should be completed.

e Section C.1.6.1.r ‘Documents Held by Sender’ should be completed as
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applicable, where the data element C.1.6.1.r.1 ‘Documents Held by Sender’
should provide a description of the nature of documents (e.q. clinical records,
hospital records, autopsy reports) and C.1.6.1.r.2 ‘Included Documents’ should
contain the actual attached document, if the sender chooses to send the
document or is required to do so. The processing of personal data should be
done in accordance with local data protection law (see VI.C.6.2.2.10. for
guidance on the processing of personal data in the EU).

Other known case identifiers relevant for the detection of duplicates should be presented

systematically_in ICSRs in the following section-irthe-data—element-Othercaseidentifiersinprevious
transmissions—{ICH-E2B{R2)-A-++1 )1 in line with ICH-E2B-the-followingapplies:

ICH-E2B(R2) o DBataelementSection A.1.11 ‘Other case identifiers in previous transmissions’

sheuld-be—cermpleted—.
ICH-E2B(R3) e Section C.1.9.1 ‘Other €case ¥identifiers in Pprevious Ftransmissions-shewld-be
VI.C.6.2.2.7. Follow-up information

In addition to the guidaneegeneral principles provided in VI.B.3., the following guidance should be
followed concerning the management of follow-up information on ICSRs.+

ICSRs are sent at different times to multiple receivers. Therefore the initial/follow-up status-status for
a report is dependent upon the receiver. For this reason an item to capture follow-up status is not
included in the-ICH-E2B{R2)-data—<elements:. However, the data-element-Batedate of receipt of the
most recent information fer—t—hﬁ—FepeFt—HGH—EZBHR—Za—A—l—H—wmken together with the data

emque—reefmﬁef—é}eH—EZB%R—Za—A—l—e—Hdeﬁeﬁeworldee unigue case identification number and the

sender’s identifierr provide a mechanism for each receiver to identify whether the report being
transmitted is an initial or a follow-up report. FerthisreasentThese items are therefore considered
critical for each transmissien-submission and a precise date should always be used (i.e. day, month,
year).

In this context, tFhe data—element"Batedate of receipt of the most recent information ferthisrepert
HeH-E2B(R2)-A-1-A)reportshould therefere-always be updated each time a a-follow-up information is
received by a competent authority or a marketing authorisation holder, independenthyirrespective
whether the follow-up information reeeived-is significant enough to be repertedsubmitted. The
worldwide unique case identification nhumber of the initial ICSR should be maintained and Fhe-the data
element—Date-date the report was first received from the-a seuree{1EH-E2B{R2)-A-1-6)seuree
reporter should remain unchanged to the date the competent authority or the marketing authorisation
holder became aware of the initial report.

When an organisation (competent authority or marketing authorisation holder) is receiving follow-up
information on a case initially received and submitted to the EudraVigilance database by a different
organisation, the worldwide unique case identification number of the initial report submitted by the
first organisation should be preserved in the subsequent submissions of the ICSR. In line with ICH E2B,
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the sender’s (case) safety report unigue identifier and the sender’s identifier should be updated with

the new organisation’s own unique identifiers.

New follow-up information should_always be clearly identifiable in the case narrative (required for
serious reports of suspected adverse reactions) {data-elementICH-E2B{R2)B-5-1)-and should also be

provided-captured in a-structured format-inthe-_as applicable-IcH-E2B{R2)-data-elements-.

In line with ICH-E2B the following appliesdata elements/sections should always be completed for

follow-up ICSRs submission:

ICH-E2B(R2)

ICH-E2B(R3)

Data element A.1.0.1 ‘Sender’s (case) safety report unigue identifier’.

Data element A.1.6 ‘Date report was first received from source’ (which should

remain unchanged).

Data element A.1.7 ‘Date of receipt of the most recent information for this

report’.
Data element A.1.10 ‘Worldwide unigue case identification number’ (which

should remain unchanged).

Data element A.3.1.2 ‘Sender identifier’.

Data element B.5.1 ‘Case narrative including clinical course, therapeutic

measures, outcome and additional relevant information’ (for serious reports of
suspected adverse reactions).

Data element C.1.1 ‘Sender’s (case) Safety Report Unique Identifier’.

Data element C.1.4 ‘Date Report Was First Received from Source’ (which should

remain unchanged).

Data element C.1.5 ‘Date of Most Recent Information for this Report’.

Section C.1.8 ‘Worldwide Unigue Case Identification’ (which should remain

unchanged).

Data element C.3.2 ‘Sender’s organisation’.

Data element H.1 ‘Case narrative including clinical course, therapeutic measures,

outcome and additional relevant information’ (for serious reports of suspected
adverse reactions).

a. Significant information

Competent authorities in Member States or marketing authorisation holders should repert-submit
follow-up irfermatien-ICSRs if significant new medical information has been received. Significant
new information relates to, for example, a new suspected adverse reactien{s);reactions, a change
in the causality assessment, and any new or updated information on £hea case that impacts on its
medical interpretation. Medical judgement should therefore be applied for Fherefoere;-the
identification of significant new information requiring to be repertedsubmitted as follow-up ICSR

I : et .
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Situations where the seriousness criteria and/or the causality assessment are downgraded (e.g.
the follow-up information leads to a change of the seriousness criteria from serious to non-
serious:—, or the causality assessment is changed from related to non-related) should also be
considered as significant changes and thus repertedsubmitted as ICSR (see VI.C.3.MEB-7% for
ICSRs reperting-submission time frames).

In addition, the competent authorityies in a Member States or the marketing authorisation holders

should also repertfellow-up-infermation,—wheresubmit a new version of an ICSR, when new

administrative information is available, that could impact on the case management;—fer. For
example, if new case identifiers have become known to the sender, which may have been used in

previous transmissienssubmissions-fdata-element—Other-case-identifiers-inprevieustransmissions”
HeH-E2BR2)-A-1-11))-. This information may be specifically relevant to manage potential
duplicates. i ilable

d 1 A v H v vaitable-te In this
context, the senrdermayfollowing data—elements/sections should be relevantforthe-medical
assessment-of-the-case-completed in line with ICH-E2B:

ICH- o PataelementSection A.1.11 ‘Other case identifiers in previous transmissions’.
E2B(R2

ICH- e Section C.1.9.1 ‘Other €case fidentifiers in Pprevious Ftransmissions’.

E2B(R3

Another example refers to additional documents held by sender, whereby new documents that
have become available to the sender may be relevant for the medical assessment of the case. In
this eentextregard, the following data—elements/sections should be completed in line with ICH-E2B

ICH- e Section A.1.8 ‘Additional available documents held by sender’.
E2B(R2
ICH- e Section C.1.6 ‘Additional Available Documents Held by Sender’.
E2B(R3

b. Non-significant information

In contrast, a follow-up report which contains non-significant information does not require to be
reportedsubmitted as ICSR. This may refer, for example, to minor changes to some dates inthe
ease-with no implication for the evaluation or transmissien-submission of the case, or to some
corrections of typographical errors in the previous case version. Medical judgement should be
applied since a change to the birth date may constitute a significant modification (e.g. with
implications on the age information of the patient). Similarly, a change of the status of a MedDRA
code/term from current to non-current, due to a version change of MedDRA, can be considered as
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VI.C.6.2.2.8. Amendment Rreport

General guidance is provided in VI.B.7.3.. Serious and non-serious cases which have already been
submitted to EudraVigilance may need to be amended when, after an internal review or according to
an expert opinion some items have been corrected, without receipt of new information that would
warrant for the submission of a follow-up report.

Where the amendment significantly impacts on the medical evaluation of the case, an ICSR should be
resubmitted and information on the amendment should be explained in the case narrative. For
example, an amendment of the MedDRA coding due to a change in the interpretation of a previously
submitted ICSR may constitute a significant change and therefore should be sentresubmitted as
amendment report (see VI.C.6.2.2.7. Subsection a and b for examples of significant and non-
significant information).

Additionally, for reports for which cases translations shaHould be provided by a marketing authorisation
holders when requested by the Agency or another Member States (see VI.C.6.2.2.11. for EU guidance
on languages management in ICSRs), the translations should be submitted in the form of amendment
reports. The same weuld-applyies where documentations or articles mentioned in the ICSRs are
requested by the Agency or another Member States and are further sent as attachments in data
element ICH E2B(R3) C.4.r.2 ‘Included documents’ (the attachment of document is not available under
the ICH E2B(R2) format).

HeweverwhennNew received information (significant or non-significant) isreeeived—tshould be
considered as follow-up report and not as amendment report and in this context, the guidance
provided in VI.C.6.2.2.7. should be followed.

In line with ICH-E2B the following applies for the submission of amendment ICSRs:

ICH-E2B(R2) The principte-efamendingareportassuechpossibility of flagging an ICSR as
amendment report is not supported under the ICH-E2B(R2) format. In-situations;
wWhere the amendment of arepertan ICSR is necessary, the same principles as for
a follow-up report eanrshould be applied; as follows-even-where thereisno-receiptof
rew-information:-

e Data element A.1.0.1 ‘Sender’s (case) Safety Report Unique Identifier” should
remain unchanged.

e Data element A.1.6 ‘Date report was first received from source’ should remain
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unchanged.

o Data element A.1.7 ‘Date of receipt of the most recent information for this
report’ should remain unchanged.

e Data element A.1.10 ‘Worldwide Unigue Case Identification Number’ should
remain unchanged.

e Data element A.3.1.2 ‘Sender identifier’ should remain unchanged.

¢ Information on the amendment should be identifiable in the case narrative (data
element B.5.1).

It should be noted that amendment ICSRs submitted in the ICH-E2B(R2) format this
can-lead-to-situations,where these reportsmaywill appear as “late reports”t-e—de
not-meet-the-establishedreporting-timelines in the compliance monitoring performed
by the Agency (see VI.C.6.2.4. for guidance on ICSRs data quality) if they are
submitted beyond the 15 or 90 days submission time frames since the date of
receipt of the most recent information=

alorman A ‘N
. =

Aet-beremain un-changed.

ICH-E2B(R3)

o ThesameData element C.1.1 ‘Sender’s (case) Safety Report Unigue Identifier’

{dataelement €11} previousty-submitted-should bedsedremain unchanged.
: ) i ICHICSRI on-Guidefor 1 1)

e Data element C.1.4 ‘Date Report Was First Received from Source’ should remain
unchanged.

e  TFhedData element C.1.5 ‘Date of Most Recent Information for This Report’
should remain unchanged.

e Section C.1.8 ‘Worldwide Unique Identifier’ should remain unchanged.

e Data element C.1.11.1 ‘Report Nullification/Amendment’ should be set to
‘Amendment’.

e Data element C.1.11.2 ‘Reason for Nullification/Amendment’ should be
completed to indicate the reason why a previously transmitted ICSR is amended.

e Data element C.3.2 ‘Sender’s organisation’ should remain unchanged.—Fer
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¢ Information on the amendment should be identifiable in the case narrative (data

element H.1).

ICSRs set as amendment reports in the ICH-E2B(R3) format are not considered in
the compliance monitoring performed by the Agency. They will be however
monitored as part of the regular review of the ICSRs quality and integrity conducted
by the Agency (see VI.C.6.2.4. for guidance on ICSRs data quality). This is to ensure
that they have not been misclassified by the sending organisation as amendment
reports instead of follow-up reports which should be taken into account in the
compliance monitoring.

VI.C.6.2.2.9. Nullification of cases

In line with ICH-E2B (see GVP Annex IV), the nullification of individual cases should be used to indicate
that a previously transmitted report should be considered completely void (nullified), for example when
the whole case was found to be erroneous or in case of duplicate reports-.

The following principles should be followed:

e The nullification reason should be clear and concise to explain why this case is no longer
considered to be a valid report. For example a nullification reason stating, ‘the report no longer
meets the reperting-criteria for submission’ or ‘report sent previously in error’ are not detailed
enough explanations;

e Anindividual case can only be nullified by the original sending organisation;

e Once an individual case has been nullified, the case cannot be reactivated;

o Individual versions (i.e. follow-up reports) of a case cannot be nullified, only the entire individual
case to which they refer;

e A nullified case is one that should no longer be considered for scientific evaluation. The process of
the nullification of a case is by means of a notification by the sender to the receiver that this is no
longer a valid case. However, the case should be retained in the sender’s and receiver’s
pharmacovigilance database for auditing purposes.

In line with ICH-E2B the following sheutd-be-apptiedapplies for nullified ICSRs submission:

ICH-E2B(R2) — 313 ification” ~Yes™

e Data element A.1.0.1 ‘Sender’s (case) Safety Report Unique Identifier’ should
remain unchanged.

° ho ma AMorld de nicLa a iden an-—nimbe A alaman A
d O+1C C - gd d S atio - D catd v

previoushy-submitted-should-beused-Data element A.1.6 ‘Date report was first
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received from source’ should remain unchanged.

e ThedData element A.1.7 ‘Date of receipt of the most recent information for this
report’ should either reflect the date when information was received that
warrants the nullification of the report or otherwise should remain unchanged-.

e —Data element A.1.10 ‘Worldwide unique case identification humber’ should
remain unchanged.

e Data element A.1.13 ‘Report nullification’ should be set to “Yes”.

o Data element A.1.13.1 ‘Reason for nullification’ should be completed to indicate
the reason why a previously transmitted ICSR is considered completely void.

e Data element A.3.1.2 ‘Sender identifier’ should remain unchanged.

ICH-E2B(R3)

e TFhesameData element C.1.1 ‘Sender’s (case) Safety Report Unique Identifier’
(data—element C1-1) previoeusty-submitted-should be-dusedremain unchanged.
: . i ICH-ICSR Irmol ion Guide for C.1.1).

submitted-shewld-beused-Data element C.1.4 ‘Date Report Was First Received
from Source’ should remain unchanged.

e The data element C.1.5 *“*Date of Most Recent Information for This Report™
should either reflect the date when information was received that warrants the
nullification of the report or otherwise should remain unchanged.

e Data element C.1.8 ‘Worldwide Unique Identifier’ should remain unchanged.

e Data element C.1.11.1 ‘Report Nullification/Amendment’ should be set to
‘Nullification’.

e Data element C.1.11.2 ‘Reason for Nullification/Amendment’ should be
completed to indicate the reason why a previously transmitted ICSR is
considered completely void.

e Data element C.3.2 ‘Sender’s organisation’ should remain unchanged.=

Examples of scenarios for which ICSRs should be nullified are provided in VI.App.5.

If it becomes necessary to resubmit the case that has been previously nullified the following should be
considered in line with ICH-E2B:
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ICH-E2B(R2) e A new ‘Sender’s (case) safety report uniqgue identifier’ (data element A.1.0.1)
and a new ‘Worldwide unique case identification number’ (data element A.1.10)
should be assigned.=

ICH-E2B(R3) e A new ‘Sender’s (Case) Safety Report Unigue Identifier’ (data element C.1.1)
and a new ‘Worldwide Unigue Case Identification’ (Section C.1.8) should be

assigned.z
VI.C.6.2.2.10. What-te-take-into-accountfor-dData privaeyprotection laws

To detect, assess, understand and prevent adverse reactions and to identify, and take actions to
reduce the risks of, and increase the benefits from medicinal products for the purpose of safeguarding
public health, the processing of personal data concerning the patient or the primary source within the
EudraVigilance database is possible while respecting EU legislation in relation to data protection
(Directive 95/46/EC;-, and Regulation (EC) No 45/2001).

Where in accordance with the applicable national legislation, the patient’s direct identifiers irfermation
related-to-persenal-data-cannot be transferred to the EudraVigilance database, pseudonymisation may
be applied by the competent authorities-y in the Member States and by the marketing authorisation
holders, thereby replacing identifiable personal data such as name and address with pseudonyms or
key codes, for example in accordance with the ISO Technical Specification DD ISO/TS 25237:2008,
Health informatics - Pseudonymization [IR Recital 17]. The application of pseudonymisation will
facilitate the ability of the EudraVigilance system to adequately support case processing and detect
duplicates. FhisAlternatively where pseudonymisation is not feasible, the following may be applied in
line with ICH-E2B:

ICH-E2B(R2) e In certain data elements which can identify an individual such as in the
reporter’s name, initials, address, or in the patient’s name, initials, medical
record number, where the information cannot be transmitted for data protection
reasons, the data element should be populated with the value ‘PRIVACY’, in line
with the EudraVigilance business rules detailed in the Note for guidance -
EudraVigilance Human - Processing of Safety Messages and Individual Case
Safety Reports (ICSRs) (EMA/H/20665/04/Final Rev. 2).

ICH-E2B(R3) e The nullFlavoraghflaver ‘MSK’ (see VEA2-6-VI.A.1.8. for definition of nullFlavor)
should be used if personal information is available but cannot be provided by the
sender due to local privaey-protection legislation. It informs the receiver that the
information does exist without providing personal details such as birth date or
name. See EU ICSR Implementation Guide (EMA/51938/2013) for ICH-E2B(R3)
sections/data elements where the use of the nullFlavor ‘"MSK’ is not permitted.

Pseudonymisation or the use of the nullFlavoraghflaver ‘MSK’ should hewever-be doneapplied without
impairing the information flow in the EudraVigilance database and the interpretation and evaluation of
safety data relevant for the protection of public health; given the high-level nature of the information,
data elements such as patient's age, age group and gender should in principle be kept un-
redacted/visible.
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VI.C.6.2.2.911. Handling of languages

Fhe ICH-E2BR2) {see GVP-Annex IV )<conceptfortheThe electronic reperting-submission of ICSRs is
based on the fact that structured and coded information is used for data outputs of pharmacovigilance
systems (e.g. listings) and for signal detection. However, for scientific case assessment and signal

\

evaluation, Ae-Reatea tHMary-proviaeaH—theaata—eremen aSeafrrathveHherdag

summary is normally required (see VI.6.2.2.4. for guidance on case narrative).

Where suspected adverse reactions are reported by the primary source in narrative and textual
descriptions in an official language of the Union other than English, the original verbatim text and the
summary thereof in English shall be provided by the marketing authorisation holder®® [IR 28 (4)]. In
practice, the original verbatim text reported by the primary source in an official language of the Union
other than English should be included in the ICSR, if it is requested by the Member State where the
reaction occurred or by the Agency. The ICSR should be completed and submitted in English if not
otherwise requested.

Member States may report case narratives in their official language(s). For those reports, case
translations shall be provided when requested by the Agency or other Member States for the
evaluation of potential signals. For suspected adverse reactions originating outside the EU, English
shall be used in the ICSR [IR 28 (4)].

Additional documents held by the sender, which may be only available in a local language, should only
be translated if requested by the receiver.

Iine-withTEH-E2B-When requested by a Member State or the Agency, the following applies in line
with ICH-E2B for the provision of the original verbatim text in an official language of the Union other
than English for the suspected adverse reaction and the additional description of the case:

ICH-E2B(R2) e Data element B.5.1 ‘Case narrative including clinical course, therapeutic
measures, outcome and additional relevant information’ should be used to

capture
- -the original verbatim text for the suspected adverse reactions,

- the reporter’s description and comments for the case in the original
language (if provided),

- and-ththe English summary of the case-thereef.

ICH-E2B(R3) e Data element E.i.1.1a ‘Reaction / Event as reported by the primary source in
Native Language’ should be completed with the original verbatim text for the
suspected adverse reactions.

e Data element E.i.1.1b ‘Reaction / event as reported by the primary source
language’ should provide information on the language used in E.i.1.1a.

e Data element E.i.1.2 ‘Reaction / event as reported by the primary source for
translation’ should provide the translation in English of the original reporter's
words used to describe the suspected adverse reactions.
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e Data element H.1 ‘Case narrative including clinical course, therapeutic measures,
outcome and additional relevant information’ should be used to provide the
English summary of the case.

e Section H.5.r ‘Case Summary and Reporter’'s Comments in Native Language
(repeat as necessary)’ should be used to previdecapture the reporter’s
description and comments for the case in the original verbatim -irfermation-oen

| Limical £t} ’ . ’ ot
relevantinformation,—as-wel-asthe reperter'scomments-on-thecase-text (if
provided)inatanguagedifferentfrom-thatused-in-seetiens HtH2andH4.

VI.C.6.2.3. Special situations
VI.C.6.2.3.1. Use of a medicinal product during pregnancy or breastfeeding

GGeneral principleseneral-recommendations provided in VI.B.6.1. should be followed.

With regard to the electronic reperting-submission of parent-child/foetus cases, the following should be
adhered to_for the creation of ICSRs depending on the situation. This is in addition to the
recommendations included in the latest version of the Guide for MedDRA Users, MedDRA Term
Selection: Points to Consider for the provision of the appropriate reaction/event terms in line with ICH-
E2B.+

a. The child/In-the-situation-wherelf-afoetus is-and-experiences suspected adverse
reactions other than early spontaneous abortion/foetal demise)—information-en-beth
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When the child or foetus, exposed to one or several medicinal products through the parent,

experiences one or more suspected adverse reactions other than early spontaneous
abortion/foetal demise, information on both the parent and the child/foetus should be provided in
the same report. This case is referred to as a parent-child/foetus report. The information provided
for the patient’s characteristics applies only to the child/foetus. The characteristics concerning the
mother or father, who was the source of exposure to the suspect medicinal product, should be
captured as part of the information concerning the parent. If both parents are the source of the
suspect drug(s), the structured parent information in the case should reflect the mother’s
characteristics; information regarding the father should be provided in the narrative together with
all other relevant information.

In line with ICH-E2B the following applies:

ICH- e Section B.1 ‘Patient characteristics’ should be completed for the
E2B(R2 child/fetusfoetus.

e Section B.1.10 ‘For a parent-child/fetusfoetus report, information concerning
the parent’ should be completed for the mother or the father as applicable.

e Data element B.5.1 ‘Case narrative including clinical course, therapeutic
measures, outcome and additional relevant information’ -should be used to
provide the medical summary for the entire case and where both parents are
the source of the suspected drug(s), the father’s characteristics should be also
reflected here.

ICH- e Section D ‘Patient Characteristics’ should be completed for the child/foetus.

e Section D.10 ‘For a Parent-child-/-Foetus Report, Information Concerning the
Parent’ should be completed for the mother or the father as applicable.

e Data element H.1 ‘Case Narrative Including Clinical Course, Therapeutic

should be used to provide the medical summary for the entire case and where

both parents are the source of the suspected drug(s), the father’s
characteristics should be also reflected here.

b. I-bBoth the parent and child/foetus experience suspected adverse reactions;twe:

When the parent and the exposed child/ foetus experience suspected adverse reactions other than
early spontaneous abortion/foetal demise, two separate reports, i.e. one for the parent (mother or
father) and one for the child/foetus, should be created-butthey. Both reports should be linked to
identify cases that warrant being evaluated together by using the_following data element
Identificationnumber-ef-thereport-which-istinked-te-this+repoert'{in line with ICH-E2B{R2}

A2 ineachrepert—asfellowed:
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ICH- o SeectionData element A.1.12 ‘Identification number of the report which is linked
E2B(R2 to this report’'-shewtd-be-used-te-identifycasesthat-warrant-being-evatuated
ICH- o SeectionData element C.1.10.r ‘Identification Number of the Report Linked to
E2B(R3 this Report (repeat as necessary)’-shettd-be-completed-foral-inkedreports:

- i I ot : ik ICSR 2 ICSR B &

c. If-there-has-beenN-no reaction is affecting the child/foetus;-the:

When no reaction is reported for the exposed child/foetus, the parent-child/foetus report does not
apply;+-e-. Only a parent report should be created to describe the child exposure to the medicinal
product. -the-section—Patients—characteristies-(HJCH-E2B(R2)} B-1)appliestheparent's
characteristies-The patient characteristics refer only appty-to the parent (mother or father) -who
may as well experienced the-suspected-adverse reactions with the suspected medicinal product.
Reports with no reaction should not be submitted as ICSRs (see VI.B.6.1. for general guidance on
the management of these reports).

Ferthosecases-deseribingln line with ICH-E2B the following applies:

ICH- e Section B.1 ‘Patient characteristics’ should be completed for the mother or
E2B(R2 father as applicable.

ICH- e Section D ‘Patient Characteristics’ should be completed for the mother or father
E2B(R3 as applicable.

d. If-there-hasbeena-mMiscarriage or early spontaneous abortion_is reported;—enty:

When miscarriage or early spontaneous abortion is reported, only a parent report is applicable;
e with the seetion—Patientscharacteristies(JCH-E2B(R2)}-B-1)applypatient’s characteristics to
be provided for the mother. However, if the suspect medicinal product was taken by the father,
the-data—element-Additienalthis information er-drug—ICH-E2B{R2)B-4-k19)-shouldspecify-that
the-medication-was-takenby-thefathershould also be recorded.

In line with ICH-E2B the following applies:

ICH- e Section B.1 ‘Patient characteristics’ should be completed for the characteristics
E2B(R2 of the mother.

e The data element B.4.k.19 ‘Additional information on drug’ should be completed
if suspect drug(s) were taken by the father.

ICH- e Section D ‘Patient Characteristics’ should be completed for the characteristics of
E2B(R3 the mother.

e Data element G.k.10.r ‘Additional Information on Drug (coded)’ should be
completed if the suspect drugfs} wereas taken by the father. The value to be
selected is ‘Drug taken by father’. Guidance on the use of data element
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G.k.10.r is provided in VI.C.6.2.2.2. Subsection f.

VI.C.6.2.3.2. Suspected adverse reaction reports published in the seientifie-literaturemedical
literature

EU requirements in relation to the monitoring of suspected adverse drug-reactions reported in the
seientific-and-medicalliteraturemedical literature are provided in MEE2:2.3--VI.C.2.2.3.1.. With regard
to the electronic reperting-submission of ICSRs published in the seientific-and-medicat-iteraturemedical

literature, the following appliesrecommendation-should be followed:

The literature references shall be included-inthe-data-element—Literaturereference{sy{(ICH-E2BR2}
A22)provided in the Vancouver Convention (known as “Vancouver style”), developed by the

International Committee of Medical Journal Editors [IR Art 28 (3) (b)—]%re—skaﬁda%d—f-elﬂmat—as—m%H—as

In line with ICH-E2B the following applies:

ICH-E2B(R2) e The data element A.2.2 ‘Literature reference(s)’ should be populated with the
literature reference. The Digital Object Identifier (DOI) for the article should be
included where available, e.g.: “International Committee of Medical Journal
Editors. Uniform requirements for manuscripts submitted to biomedical journals.
N Engl J Med 1997; 336:309-15. doi:10.1056/NEIJM199701233360422"

ICH-E2B(R3) o Section-C4-rLiterature Reference(s) should-be-populated-with-the literature
referencereflected-inthe-dData element C.4.r.1 ‘Literature Reference(s)’ should
be populated with the literature reference. The Digital Object Identifier (DOI) for
the article should be included where available e.qg.:” International Committee of
Medical Journal Editors. Uniform requirements for manuscripts submitted to
biomedical journals. N Engl J Med 1997; 336:309-15.
doi:10.1056/NEIJM199701233360422"

In accordance with Article 28(3) (b) of the Commission Implementing Regulation (EU) No 520/2012,
aA comprehenswe Engllsh summary of the article shall be prowded ma_s—wthe—da%a—demem—ease

HGH—EZBHR—Z&—B%—l—}H#&FmaHeH—E}R—AFt—ZB—(%a—Qme the following Intine-with-ICH-E2B data

element/sectionthe-feleowingapplies:

ICH-E2B(R2) e Data element B.5.1 ‘Case narrative including clinical course, therapeutic
measures, outcome and additional relevant information’-sheuld-be-tsed-te

htta—#www—remqe—em— See Internatlonal Commlttee of Medlcal Journal Edltors Unlform regwrements for manuscrlgt

submitted to biomedical journals. N Engl J Med. 1997; 336: 309-16.
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ICH-E2B(R3) o SectionData element H.1 ‘Case narrative including clinical course, therapeutic
measures, outcome and additional relevant information’-shettd-be-used-te
et ive Enatist .

Upon request of the Agency, for specific safety review, a full translation in English and a copy of the
relevant literature article shall be provided by the marketing authorisation holder that transmitted the
initial report, taking into account copyright restrictions [IR 28-(3)]. Fherecommendations-detated-in

ppZ2-10;regaraihg a g-ottn erature—articre;,snothabeaanered

In line with ICH-E2B the following applies:

ICH-E2B(R2) e The recommendationsguidance detailed in VI.App2.10, regarding the mailing of
the literature article, should be adhered to.

ICH-E2B(R3) e The electronic version of the document (i.e. the journal article and a copy of the
translation where applicable) should be attached to the ICSR in data element
C.4.r.2 ‘Included Documents’.

e If the article and/or translation are not provided at the time of the ICSR
repertingsubmission, attachments can be transmitted separately-frem-the IESR
transmission. In this situationWhen-the sendertransmitsan-attachmentlater,
the original ICSR along with all the same medical information captured in the
E2B(R3) data elements isshould be retransmitted as an ‘amendment’ report (see
VEE22.8VI.C.6.2.2.8. for guidance on amendment reports). However Iif new
additional information is provided, then the ICSR with the attachment is
transmittedshould be submitted as a follow-up report.

RecommendationsGuidance presented in VI.App2.10;., for the reperting-submission of several
individual cases when they are published-presented in the same literature article, should be followed.

VI.C.6.2.3.3. Suspected adverse reactions related to overdose, abuse, off-label use, misuse,
medication error or occupational exposure

General principles are-provideddetailed in VI.B.6.3. should be followed. Further guidance on the
management of individual reports of off-label use is provided in VI.C.2.2.12..

Along with the resulting suspected adverse reactions, fa-case-of-overdese,abuse—off-labeluse;

appropriate MedDRA LewesttevelFerm LLT term eede;—corresponding te-theterm-closest-most closely
to the description of the reported overdose, abuse, off-label use, misuse, medication error or
occupational exposure should be added-specified in the ICH-E2B section ‘Reactions/Events’. This
should be done in accordance with the applicable recommendations given in the latest version of the
Guide for MedDRA Users, MedDRA Term Selection: Points to Consider, while respecting the definitions

In line with ICH-E2B the following applies:
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ICH-E2B(R2) e As a general principle, additional characteristics related to the medicines and
pertinent to the case should be coded and further information provided in free
text.

e Data element B.4.k.2.1 ‘Proprietary medicinal product name’ and/or B.4.k.2.2
‘Active substance name(s)’ should be completed in accordance with the
information reported by the primary source (see VI.C.6.2.2.2. for guidance on
suspect, interacting and concomitant medicinal products).

e Data element B.4.k.19 ‘Additional information on drug’ can be used to specify
any additional information pertinent to the case (e.g.; overdose, medication
error, misuse, abuse, occupational exposure, off-label use—misusemedication
error-or-occupational-expoesure). This data element can also be used to provide
aAdditional information concerning the indication for the drug not covered in
data element B.4.k.11 ‘Indication for use in the case’sheuld-beprovidedas
applicabte.

o tikewise;theAn appropriate MedDRA terms should be provided for the drug
characterisation in the data element B.2.i.1 ‘Reaction/event in MedDRA
terminology (Lowest Level Term)’ along with the resulting suspected adverse
reaction.-er If applicable, ir-the data element *B.5.3 ‘Sender's
diagnosis/syndrome and/or reclassification of reaction/event’ should be
completed with a reasoning provided in the data element B.5.4 ‘Sender's
comments-fnrtine-with- ICH-Endersed-Guide for MedDRA-Users"MedDRATFerm

e If the primary source did not provide an explicit statement about the overdose,
medication error, misuse, abuse, occupational exposure or off-label use, which
would clearly transpose into a MedDRA term in the data element B.2.i.1
‘Reaction/event in MedDRA terminology (Lowest Level Term)’, but there is an
suggestion in the context of the clinical course description, the sender may
provide that information in the data element B.5.3 ‘Sender's diagnosis/syndrome
and/or reclassification of reaction/event’ with a reasoning provided in the data
element B.5.4 ‘Sender's comments’. The case should be followed up to obtain
further information.

ICH-E2B(R3) e As a general principle, additional characteristics related to the medicines and
pertinent to the case should be coded and further information provided in free
text.

e In addition to the mandatory data element G.k.2.2 *‘Medicinal Product Name as
Reported by the Primary Source’, section G.k ‘Drug(s) Information’ should be
completed in accordance with the information reported by the primary source
(see VI.C.6.2.2.2. for guidance on suspect, interacting and concomitant
medicinal products).

e Data element G.k.10.r ‘Additional Information on Drug (coded)’ should be
completed using one or more of the following values as applicable:; Qoverdose,
Mmedication error, Mmisuse, Aabuse, Boccupational exposure, and-0off label
use. The value(s) should be used where the primary source has made a clear
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statement related to the additional characteristics of the drug.

o LikewiseanAn appropriate MedDRA terms should be provided for the drug
characterisation in the data element E.i.2.1b ‘Reaction/Event (MedDRA code)’
along with the resulting suspected adverse reaction. If applicable, the
Alternatively; section H.3.r ‘Sender's Diagnosis’ should be completed with a

e If the primary source did not provide an explicit statement about the overdose,
medication error, misuse, abuse, occupational exposure or off label use, drug
characterisation-which would clearly transpose into a MedDRA term in the data
element E.i.2.1b ‘Reaction/Event (MedDRA code)’, thereaction-seetion- but there
is an indieationsuggestion in the context of the clinical course description, the
sender may choose the most applicable value(s) of G.k.10.r-attheirdiseretion-
‘Additional Information on Drug (coded)’. The case should be followed up to
obtain further information.

e Data element G.k.11 ‘Additional Information on Drug (free text)’ should be used
to capture any additional drug information in free text format not described in
G.k.10.r.

e The data element G.k.1 ‘Characterisation of Drug Role’ should be populated with
the value ‘Drug not administered’ for reports of medication errors ifwhere the
patient did not receive the actual prescribed drug but anethera different one,
based on the information provided-by-theprimaryseurce-orifthisinformationis
preseribed-drug-—There is no equivalent in ICH-E2B(R2). Sections G ‘Drug(s)
Information’ should be completed with the information about the prescribed drug
(including the fact that it was not administered), as well as the information on
the dispensed drug as the ‘suspect’ drug.

e Overdose This is to indicate that the medicine may have been

subject to an overdose as defined in VI.A.1.2.chapter
VEA2 D o

e Medication error This is to indicate that the medicine may have been
associated with a medication error as defined in
VI.A.1.2..

e Misuse This is to indicate that the medicine may have been
associated with misuse as defined in VI.A.1.2.chapter
VEA 2 1. 2.3

e Abuse This is to indicate that the medicine may have been
associated with abuse as defined in VI.A.1.2.chapter
VA2 1 2.a:

e Occupational exposure This is to indicate that the medicine may have been
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associated with occupational exposure as defined in
VI.A.1.2.chapter VEA2Z 1 2.5+

—Off label use This is to indicate that the medicine may have been
associated with off l[abel use as defined in
VI.A.1.2.chapter VEA 21 2.5

. Medicati

VI.C.6.2.3.4. Lack of therapeutic efficacy

General principles are provided in VI.B.6.4..

If the primary source suspects a lack of therapeutic efficacy, the MedDRA LLT termitewest-tevelFerm
eede, corresponding te-the-term-closestmost closely to the description of the reported lack of
therapeutic efficacy, should be previded-specified in the ICSR in-the-data-element-Reactionfeventin

MedbBRA-terminology{tewesttevelFerm)y{ICH-E2BR2) B-2-4-1)in linreaccordance with the
recommendations-ireluded given in the latest version of the Guide for MedDRA Users, MedDRA Term

Censider' (see GVP Annex 1V).

In line with ICH-E2B the following applies:

ICH-E2B(R2) e The appropriate MedDRA term should be provided in the data element B.2.i.1
‘Reaction/event in MedDRA terminology (Lowest Level Term)’.

ICH-E2B(R3) e The appropriate MedDRA term should be provided in the data element E.i.2.1b
‘Reaction/Event (MedDRA code)’.

Unless aggravation of the medical condition occurs, the indication for which the suspected medicinal
product was administered should not be included in the ICH-E2B section Reactlons/Events%he—da’ea

‘RA

When the lack of therapeutic efficacy is reported with no suspected adverse reaction, Fhe-the same
reportingsubmission modalities as for serious ICSRs (see VI.C.4. for ICSRs submission modalities in
EU) should be applied for these-cases related to elasses-ef-medicinal products where;,as-deseribed
detailed in VI.B.6.4.,;reports-offack-of therapeuticefficaey-_for which ISCRs submission is required
(e.g. medicinal products used in critical conditions or for the treatment of life-threatening diseases,
vaccines, contraceptives). The ISCRs should be repertedsubmitted within a 15-day time frame_even -
Iif no seriousness criterion is specifiedavailableitisaceceptable tosubmitthe ICSRwithin15-daysas

RORA-SEFeds.

VI.C.6.2.3.5. Suspected adverse reactions related to quality defect or falsified medicinal
products

EU requirements are provided in VI.C.2.2.4.. In order to be able to clearly identify cases related to
quality defect or falsified medicinal products (see GVP Annex I) when they are exchanged between
stakeholders, the following reeemmendationsguidance should be applied:
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| a. a—Quality defect

Where a report of suspected adverse reactions is associated with a suspected or confirmed quality
defect of a medicinal product, the MedDRA LLT term tewesttevelFerm—codeoftheterm
corresponding most closely to the product quality issue, should be added to the observed

suspected adverse reaction(s) in the-data—element-Reactionfeventin-MedbDRAterminelegy
ewesttevelFermy{IEH-E2B{R2)B-2-~1)—accordance with the applicable recommendations

given in the latest version of the Guide for MedDRA Users, MedDRA Term Selection: Points to

Consider: ndorsed-Guide for MedDRA - Users ' MedDRA Term-Selection—Poin o-Consider.

B=In line with ICH-E2B the following applies:

ICH- e As a general principle, additional characteristics related to the medicines and
E2B(R2 pertinent to the case should be coded and further information related to the
quality defect provided in free text.

e Data element B.4.k.2.1 ‘Proprietary medicinal product name’ and/or B.4.k.2.2
‘Active substance name(s)’ should be populated in accordance with the
information reported by the primary source (see VI.C.6.2.2.2. for guidance on
suspect, interacting and concomitant medicinal products).

e Data element B.4.k.19 ‘Additional information on drug’ should be used to
specify any additional information pertinent to the case (e.g.; beyond expiration
date, batch and lot tested and found to be within/not within specifications).:
This data element can also be used to provide additional information concerning
the indication for the drug not covered in data element B.4.k.11 ‘Indication for
use in the case’sheuld-beprovided-asapplicable.

e FheAn appropriate MedDRA term should be provided for the drug
characterisation in the data element B.2.i.1 ‘Reaction/event in MedDRA
terminology (Lowest Level Term)’ along with the resulting suspected adverse
reaction. If applicable, the data element B.5.3 ‘Sender's diagnosis/syndrome
and/or reclassification of reaction/event’ should be completed with a reasoning
provided in the data element B.5.4 ‘Sender's comments’.

ICH- e As a general principle, additional characteristics related to the medicines and
E2B(R3 pertinent to the case should be coded and further information related to the
quality defect provided in free text.

e In addition to the mandatory data element G.k.2.2 *‘Medicinal Product Name as
Reported by the Primary Source’, section G.k ‘Drug(s) Information’ should be
completed in accordance with the information reported by the primary source
(see VI.C.6.2.2.2. for guidance on suspect, interacting and concomitant
medicinal products).

e Data element G.k.10.r ‘Additional Information on Drug (coded)’ should be
completed using one or more of the following values as applicable: drug taken
beyond expiry date, Bbatch and lot tested and found within specificationss,
Bbatch and lot tested and found not within specifications. These values should
be used where the primary source has made a clear statement related to the
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additional characteristics of the drug.

e Likewise=aAn appropriate MedDRA term should be provided for the drug
characterisation in the data element E.i.2.1b ‘Reaction/Event (MedDRA code)’
along with the resulting suspected adverse reaction. If applicable, the
Alternatively—section H.3.r ‘Sender's Diagnosis’ should also be completed with a
reasoning provided in the data element H.4 ‘Sender's comments’.

e Data element G.k.11 ‘Additional Information on Drug (free text)’ should be
used to capture any additional drug information in free text format not
described in G.k.10.r.

e -Drug taken beyond expiry This is to indicate that the medicine

date administered to or taken by the patient was
beyond its expiry date as indicated in the SmPE
product information or on the packaging of the

medicine.
e Batch and lot tested and This is to indicate that a batch or lot of a
found within specifications medicine was tested and found within the

specifications of the marketing authorisation.

e Batch and lot tested and This is to indicate that a batch or lot of a
found not within medicine was tested and was found outside the
specifications specifications of the marketing authorisation.

b. Falsified medicinal products

Where a report of suspected adverse reactions is associated with a suspected or confirmed
falsified®® ingredientexcipient, active substance or medicinal product, the MedDRA LLT term
Ltewesttevel Ferm-—code-oftheterm-corresponding most closely to the reported information
should be added to the observed suspected adverse reaction(s) in accordance with the data
element—Reactionfeventapplicable recommendations given in MedbRA-terminotogy{Lowesttevel
Ferm)y{(ICH-E2B{R2) B2+4-1)-the latest version of the Guide for MedDRA Users, MedDRA Term
Selection: Points to ConsiderlEH-Endeorsed-Guidefor MedDRA-Users'MedDRA Ferm-Selection:
Peintste-Censider. Information on the suspected medicinal product active substance(s) or
excipient(s) should be

pﬁmaFy—seuFee—also provided in line with the guidance in VI.C.6.2.2.2..

In line with ICH-E2B the following applies:

ICH- e As a general principle, additional characteristics related to the medicines and
E2B(R2) pertinent to the case should be coded and further information related to the

falsified medicinal product provided in free text.

| 83_5 -E . . (Di A 2011/62/EU)-
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e Data element B.4.k.2.1 ‘Proprietary medicinal product name’ and/or B.4.k.2.2
‘Active substance name(s)’ should be populated in accordance with the
information reported by the primary source (see VI.C.6.2.2.2. for guidance on
suspect, interacting and concomitant medicinal products).

o+ Data element B.4.k.19 ‘Additional information on drug’ should be used to
specify any additional information pertinent to the case (e.g.; falsified
medicine}, medicine purchased over the internet).+ This data element can also
be used to provide additional information concerning the indication for the drug
not covered in data element B.4.k.11 ‘Indication for use in the case’sheuld-be

e An appropriate MedDRA term should be provided for the drug characterisation
inin the data element B.2.i.1 ‘Reaction/event in MedDRA terminology (Lowest
Level Term)’ along with the resulting suspected adverse reaction. efIf
applicable, the data element *B.5.3 ‘Sender's diagnosis/syndrome and/or
reclassification of reaction/event’ should be completed with a reasoning
provided in the data element B.5.4 ‘Sender's comments’.

e If new information is received to confirm the product is not a counterfeit, the
data element B.4.k.19 should be changed appropriately in a follow-up. If the
product is confirmed as a counterfeit, the appropriate MedDRA code should be
used in the data element ‘B.5.3 ‘Sender's diagnosis/syndrome and/or
reclassification of reaction/event’ with a reasoning provided in the data element
B.5.4 ‘Sender's comments’ and information should be provided in the case

7

narrative.Bata-elemen B4-k-2-1-Proprictary-medicihal preductnamean

ICH- e As a general principle, additional characteristics related to the medicines and
E2B(R3 pertinent to the case should be coded and further information related to the
falsified medicinal product provided in free textthe-caserarrative.

+—In addition to the mandatory data element G.k.2.2 *Medicinal Product Name as
Reported by the Primary Source’, section G.k ‘Drug(s) Information’ should be
completed in accordance with the information reported by the primary source
(see VI.C.6.2.2.2. for guidance on suspect, interacting and concomitant
medicinal products).
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e Data element G.k.10.r ‘Additional Information on Drug (coded)’ should be

completed using the following value ‘Counterfeit®*. The value should be used
where the medicine is suspected or confirmed to be a falsified medicinal

product.

e An appropriate MedDRA term should be provided for the drug characterisation
in the data element E.i.2.1b ‘Reaction/Event (MedDRA code)’ along with the
resulting suspected adverse reaction. If applicable, the section H.3.r ‘Sender's
Diagnosis’ should be completed with a reasoning provided in the data element
H.4 ‘Sender's comments’.

e If new information is received to confirm the product is not a counterfeit, the
data element G.k.10.r should be changed appropriately in a follow--up. If the
product is confirmed as a counterfeit, the appropriate MedDRA code should be
used in data—elementthe section-ir H.3.r ‘Sender's Diagnosis’ with a reasoning
provided in the data element H.4 ‘Sender's comments’ and information should
be provided in the case narrative.

o Data element G.k.11 ‘Additional Information on Drug (free text)’ should be
used to capture any additional drug information in free text format not
described in G.k.10.r (e.g. medicine purchased over the internet).

e Counterfeit3® This is to indicate that the medicine was
suspected or confirmed to be a falsified
medicinal product in line with the definition
provided in Articleiele 1;paragraph-(33) of
Directive 2001/83/EC.

VI.C.6.2.3.6. Suspected transmission via a medicinal product of an infectious agent

| EY-requirementsareGeneral guidance on the management of this type of reports in the EU is provided
in VI.C.2.2.5..

The coding of a suspected transmission of an infectious agent via a medicinal product irthe-data

elemen ‘Reactionfeventin-MedBRA-terminology v : B{R2)-B-2--1)-should
be performed in line with the latest version of the Guide for MedDRA Users, MedDRA Term Selection:
Points to Consider i R i i i

{see GVP-AnnextV)-.

84 This value should not been used to refer to medicines that do not comply with EU law on intellectual and industrial
property rights, such as registered trademarks or patent rights, as defined for counterfeit medicines in Q&A: Directive on
‘f;glsified medicines.
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In addition, if the infectious agent is specified_in the report, the MedDRA Lewest-tevelFerm-—codelLLT
term correspondlng most closely to the infectious agent should also be included_in the ICSR-irthe-data

In line with ICH-E2B the following applies:

ICH-E2B(R2) e The appropriate MedDRA term should be provided in the data element B.2.i.1
‘Reaction/event in MedDRA terminology (Lowest Level Term)’.

ICH-E2B(R3) e The appropriate MedDRA term should be provided in the data element E.i.2.1b
‘Reaction/Event (MedDRA code)’.

VI.C.6.2.3.7. Reports of suspected adverse reactions originating from organised data
collection systems and other systems

General guidance about the management of individual safety reports irg—requirements-in the EU for
post-authorisation studies_(interventional clinical trials and non-interventional studies) are-is provided
in VI.C.1.ard-. Individual ease-safety-reports originating from those studies shall contain information
on study type, study name and the sponsor’s study number or study registration number [IR Art 28

(3)(c)]. This should be provided in_the following ICH E2B_{R2)-section A-2-3-Study-identification~
Ik th TCH-E2R coowi es

ICH-E2B(R2) e Section A.2.3 ‘Study identification’-shewld-be-completed-accerdingly.

ICH-E2B(R3) e Section C.5 ‘Study Identification’-sheutd-be-completed-aceordingty.

Safety-reportingGuidance concerning the management of individual safety reports regquirements
regardingfor patient support programmes or market research programmes are-is provided in
VI.C.2.2.11..

All ICSRs whieh—are-reportable to the EudraVigilance database and which originate from organised data
collection systems and other systems which do not fall under the scope of the clinical trials Directive
2001/20/EC-, should be submitted to EVPM (see VI.C.6.2.1. for guidance on EudraVigilance database
modules). The same applies to cases of adverse reactions originating from clinical trials if they are
suspected to be related to a medicinal product other than the IMP erNIMP-and does not result from a
possible interaction with the IMP-o+-NIMP.

The following reperting-submission rules for ICSRs should be applied based on (i) the type of data
collection system and (ii) whether the suspected medicinal product is part of the scope of the data
collection system.

1. For eases-of-suspected adverse reactions (i) in relation to those adverse events for
which the protocol of non-interventional post-authorisation studies dees-noetprovide
differently-and-requires their systematic collection (see VI.C.1.2.1.1.), (ii) originating
from compassionate use or named patient use conducted in Member States where the
active collection of adverse events occurring in these programmes is required (see
VI.C.1.2.2.), or (iii) originating from patient support programmes, or market research
programmes (see VI.C.2.2.11.):
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al). Where the adverse reaction is suspected to be related at least to the studied (or supplied)
medicinal product:

e the report should be considered as-solicited;

o in line with ICH-E2B the following applies:

ICH- e Data element A.1.4 'Type of report' should be populated with the value
E2B(R2 'Report from study'.

e Data element A.2.3.3 'Study type in which the reaction(s)/event(s) were
observed' should be populated with the value ‘Other studies’ or 'Individual

patient use'.
ICH- e Data element C.1.3 ‘Type of Rreport' should be populated with the value
E2B(R3 'Report from study'.

e Data element C.5.4 ‘Study tFype Wwhere Rreaction(s)/Eevent(s) Wwere
oBbserved’ should be populated with the value ‘Other studies’ or 'Individual

patient use'.

b). Where the adverse reaction is only suspected to be related to a medicinal product which is
not subject to the scope of the organised data collection system and there is no interaction

with the studied (or supplied) medicinal product:

o the report should be considered as-spontaneous—repert; as such it conveys the suspicion of
the primary source;

o in line with ICH-E2B the following applies:

ICH- e Data element A.1.4 'Type of report' should be populated with the value
E2B(R2 'Spontaneous'.

ICH- e Data element C.1.3 ‘Type of Rreport' should be populated with the value
E2B(R3 'Spontaneous'.

2. For suspected adverse reactions (i) in relation to those specified adverse events for
which the protocol of non-interventional post-authorisation studies prevides-differently
and-does not require their systematic collection (see VI.C.1.2.1.1.), or (ii) originating
from compassionate use or named patient use conducted in Member States where the
active collection of adverse events occurring in these programmes is not required (see
VI.C.1.2.2.):
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o the report should be considered as-spontaneous—+epert; as such it conveys the suspicion of
the primary source;

° In line with ICH-E2B the following applies:

ICH- e Data element A.1.4 'Type of report' should be populated with the value
E2B(R2 'Spontaneous'.

ICH- e Data element C.1.3 ‘Type of Rreport' should be populated with the value
E2B(R3 'Spontaneous'.

3. For clinical trialtrials conducted in accordance with Directive 2001/20/EC and-where
the adverse reaction is only suspected to be related to a nen-investigational-medicinal
product {other than the IMP er-another-medicinal-preduct-which-isNIMP-and does not
stubjeet-to-the scopeof- the<clinical-trial)and-there-isneresult from a possible
interaction with the investigatienal-medicinal-preduct:IMP orNIMP-(see VI.C.1.1.):

o the report should be considered as-spontaneous-repert; as such it conveys the suspicion of
the primary source;

o in line with ICH-E2B the following applies:

ICH- e Data element A.1.4 'Type of report' should be populated with the value
E2B(R2 'Spontaneous'.
ICH- e Data element C.1.3 ‘Type of Rreport' should be populated with the value
E2B(R3 'Spontaneous'.

VI.C.6.2.3.8. Receipt of missing minimum information

When missing minimum information (see VI.B.2. for ICSRs validation) has been obtained about a non-
valid ICSR, the following rules should be applied:

o the dataelement-Datedate where the report was first received from the reporterseurce™{(1CH-
E2BR2)y-A-1-6)seuree should eentainreflect the date of receipt of the initial non-valid ICSR;

e the dataelement-Datedate of receipt of the most recent information ferthisrepert-{(1cH-E2B{R2)
A-1-7)-should eentainreflect the date when al-the minimum criteria thefoeurelementsofthe
minimum-irformation-required for ICSR validation reperting-have become available;
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e clarification should be provided in the case narrative {data-elementIcH-E2B{R2)-B-5-1)-that some

of the four elements were missing in the initial report=;

e as for any repertedsubmitted cases, compliance monitoring is performed against the data-element

‘Patedate of receipt of the most recent information for this repert~—{report.

In line with ICH-E2B{R2)}-A-1-7)-_the following applies:

ICH-E2B(R2) o  TFhedData element A.1.6 ‘Date report was first received from source’ should
capture the date of receipt of the initial non-valid ICSR=.

e DThe-data element A.1.7 ‘Date of receipt of the most recent information for this
report’ should capture the date when alt-the-fourelementsefthe minimum
infermationcriteria required for ICSR validation reperting have become

availablex.

e Clarification should be provided in the data element B.5.1 ‘Case narrative
including clinical course, therapeutic measures, outcome and additional relevant
information’ that some of the four elements were missing in the initial report.

ICH-E2B(R3) o  TFhedData element C.1.4 ‘Date Report Was First Received from Source’ should
capture the date of receipt of the initial non-valid ICSR=.

e TFhedData element C.1.5 ‘Date of Most Recent Information for This Report’
should capture the date when al-thefeurelementsefthe minimum criteria
infermation-required for ICSR validation reperting-have become availables:.

e Clarification should be provided in the data element H.1 ‘Case Narrative
Including Clinical Course, Therapeutic Measures, Outcome and Additional
Relevant Information’ that some of the four elements were missing in the initial

report.

VI.C.6.2.4. Data quality of individual case safety reports transmitted electronically and
duplicate management

The EudraVigilance database should contain all cases of suspected adverse reactions that are
reportable according to Bireetive2001/83/EC-Directive 2001/83/EC and_-Regulation (EC) No

726/2004Regulation{EC)No—726/2004 to support pharmacovigilance activities. This applies to all

medicinal products authorised in the EU independent of their authorisation procedure.

The EudraVigilance database should also be based on the highest internationally recognised data
quality standards.

To achieve these objectives, al-the competent authorityies in a Member States and the marketing
authorisation holders should adhere to:

e the electronic reperting-submission requirements as defined in EU legislation;

e the concepts of data structuring, coding and reperting-submission in line with the EU legislation,
guidelines, standards and principles referred to in VI.C.6.12 .2 1..

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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In addition, the Agency in collaboration with stakeholders that submit ICSRs-te-EudraVigHanee, are
responsible to contribute to the quality and integrity of the data. This is alse-reflected in the legislation
as follows:

e The Agency shall, in collaboration with the marketing authorisation holder or with the competent
authority in Member Statestakehelder 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)].

e This includes as well the monitoring of use of the terminologies referred to in Cehapter IV_of the

Commission Implementing Regulation (EU) No 520/2012, ef-the-Commission-Implementing
Regulation{EY)-Ne-520/2012either systematically or by regular random evaluation [IR Art 25(3)].

Specific quality system procedures and processes shall be in place in order to ensure:

y —

e -the submission of accurate and verifiable data on serious and non-serious suspected adverse
reactions to the EudravigiHanee-EudraVigilance database within the 15 or 90-day time frame [IR Art
11 (1) (9)l.;

e-the quality,
integrity and completeness of the infermation-ICSRs submlttedeﬂ—t-he—ﬁsks—ef—me&emal—medﬂets—

neludingprocesses-toavoid-duphecatesubmissions HR-Are11{1){d}}, which should also be entire
and undiminished in their structure, format and content [IR Art 11 (1) (d) and Art 15 (1) (a)l~;

e the detection of duplicates of suspected adverse reactions reports in collaboration with the Agency
[DIR Art 107(5) and Art 107a (3)].

InthisregardTo confirm that the quality system enables for the detection and management of

duplicate ICSRs and the submission to the EudraVigilance database of ICSRs of the highest quality
within the correct time frames, the marketing authorisation holders and the competent authorityies in
a Member States sheuld-have-inplaceanauditsystemshall perform risk-based audits of the quality
system at reqular interval —wHeh—eﬁswe&Eh&mghequﬂan—eHhem&tFaﬁﬁH&ed—aeemaMe

managemeﬂt—ef—e&p%a’ee—IGSRSﬁ—t-haesysfeem—[IR Art 13(1) and Art 17(1)]. Corrective action,

including a follow-up audit of deficiencies shall be taken where necessary. The dates and results of
audits and follow-up audits shall be documented [IR Art 13 (2) and Art 17(2)].

High-tevelFor the purpose of a systematic approach towards quality in accordance with the quality

cycle as outlined in GVP Module I, the maﬁaeeﬁaJ—stafer—staff—mEkaaaaeemeﬁt—Feseeﬁabﬂm@—m
emarketing
authorisation holder, the competent authority in Member States and the Agency shall have sufficient
and appropriately qualified and trained personnel for the performance of pharmacovigilance activities
[IR Art 10(1) and 14(1)]. All personnel involved in the performance of pharmacovigilance activities
shall receive initial and continued training in relation to their role and responsibilities. Stakeholders
shall keep training plans and records for documenting, maintaining and developing the competences of
personnel based on an assessment of the training needs and make them available for audit or
inspection [IR Art 10 (3) and Art 14 (2)].
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—To suppertassist the training of personnel for
pharmacovigilance, the Agency has made available a detailed training plan and catalogue based on a
modular training approach focusing on the management of individual safety reportsadversereactions
reperting, signals management and EudraVigilance®®. It is accessible on the EudraVigilance training
webpage®” to stakeholders who wish to use it for their pharmacovigilance activities.

In support of the operation of the procedures that ensure the highest quality and full integrity of the
information collected in the EudraVigilance database as well as the monitoring of use of the
terminologies for the submission_of ICSRs, business process maps and process descriptions in relation
to the quality review of ICSRs and-the-are provided in VI.App.6..

A review of the ICSRs quality, integrity and compliance with the repertirgsubmission time frames wiH
beis performed by the Agency at regular intervals for all organisations repertingsubmitting ICSRs to
the EudraVigilance database in line with the Agency’s SOPs. Parameters upon which the review of
organisations may be initiated, refer for example to the volume of reports being submitted to the
EudraVigilance database, major changes to pharmacovigilance databases, quality issues identified as
part of the signal management, requests from pharmacovigilance inspectors, andor the time interval
since the last review. For-the-purpese-of-the-monitoring-of-the or-90-days-reperting-time-frame

The outcome of the review of the ICSRs quality and integrityreviews will-beis provided to the
organisations on the basis of a report, which includes the need for corrective measures where
applicable and the time frames for these measures to be applied. The time frames and the method for
corrective measures wil-depend on the quality issues identified (e.g. corrections of the MedDRA coding
of ICSRs to be performed by means of amendment reports).

For the purpose of the monitoring of the compliance with the 15 or 90 days submission time frames,
the Agency also provides the competent authority in a Member State and the marketing authorisation
holder with monthly compliance reports, which apply to both initial and follow-up ICSRs. Specific rules
on the compliance monitoring for amendment reports are detailed in VI.C.6.2.2.8..

With regard to the monitoring by the Agency of selected medical literature for reports of suspected
adverse reactions to medicinal products containing certain active substances (see VI.C.2.2.3.1. for EU
guidance on medical literature monitoring), and the entering of adversereactionrepertsthese reports
in the EudraVigilance database in accordance with Articleiele 27 of Regulation (EC) No 726/2004-ef
Regulation{(EC)726/2004, two-yearly audits are planned to ensure the quality and integrity of the
reports. SOPs and WINs for the routine quality review process are published aton the Agency’s
dedicated medical literature monitoring webpage-®8.

In support of the operation of procedures that ensure detection and management of duplicate ICSRs
ided-inVi—Appendix-6-and YI—Appendix7Furtherguidanee, business process maps and
process descriptions are provided in VI.App.7. taking into account various scenarios acknowledging

86

87 EudraVigilance training and support; EMA website: Home/ Human requlatory/ Post-authorisation/ Pharmacovigilance/
EudraVigilance/ EudraVigilance training

88 Monitoring of medical literature and entry of adverse reaction reports into EudraVigilance; EMA website: Home/ Human
regulatory/ Post-authorisation/ Pharmacovigilance/ Medical literature monitoring)
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that duplicates may be detected at various stages of the processing of ICSRs by numerous
stakeholders and-inEudraVigilance. The collaboration between the Agency, the competent authoritiesy
in a Member States and the marketing authorisation holders is required to ensure that potential
duplicates of reports of suspected adverse reactions are reviewed, confirmed and processed as
necessary. Guidance on the detection of duplicate ICSRs is availablealso provided in ghe-GVP Module VI
Addendum I - Duplicate management of adverse reaction reportsGuideline-on-the Detectionand

VI.C.6.2.5. Electronic re-transmission of ICSRs between multiple senders and receivers

The electronic re-transmission of cases refers to the electronic exchange of ICSRs between multiple

senders and receivers, for example where in case of contractual agreement, a third country ICSR is

first repertedsubmitted by a marketing authorisation holder outside the EU to another marketing
cy. Thi . W forthe i .

aCtantca [T i 7

During this re-transmission process, information on the case should not in principle be omitted or

changed if no new information on the case is available to the re-transmitting sender._Exceptions apply
to the following ICH-E2B data elements or sections:

ICH-E2B(R2) e Data element A.1.0.1 ‘Sender’s (case) safety report unigue identifier’.=

e Data element A.1.3 ‘Date of this transmission’.+

e Data element A.1.6 ‘Date report was first received from source’, for initial
reports.;

e Data element A.1.7 ‘Date of receipt of the most recent information for this
report’.:
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o PataelementSection A.3 ‘Information on sender and receiver of case safety
report’.=

o PataelementSection B.4.k.18 ‘Relatedness of drug to reaction(s)/event(s)’.=

e Data element B.5.3 ‘Sender's diagnosis/syndrome and/or reclassification of
reaction/event’.+

e Data element B.5.4 ‘Sender’s comments’.

ICH-E2B(R3)
guideline

Data element C.1.1 ‘Sender’s (case) Safety Report Unique Identifier’.+

e Data element C.1.2 ‘Date of creation’.

e Data element C.1.4 ‘Date Report Was First Received from Source, for initial
reports’.+

e Data element C.1.5 ‘Date of Most Recent Information for This Report’.

e Section C.3 ‘Information on Sender of Case Safety Report’.:

o PataelementSection G.k.9.i.2.r ‘Assessment of Relatedness of Drug to
Reaction(s)/Event(s)’.+

o DataelementSection H.3.r ‘Sender's Diagnosis (MedDRA code)’.+

e Data element H.4 ‘Sender's Comments’.=

In the interest of improving data quality, in case of errors or inconsistencies in the report, the re-
transmitters should go back to the originator of the report to correct the case accordingly. However, if
this cannot be done within normal repertinrg-submission time frames, the re-transmitter can correct
information that has been incorrectly structured.

In addition, any electronic data interchange partner should adhere to the ICH- EZB€R—2% rules regarding
the provision of follow-up information, w
HGH—EZBQR—B—A—I—LG)—she&ld—be—mamtamed—m accordance with the {GH—EZBGR—ZA—e&rdeH%—esee—G\#P
AnrrexIV)-principles set out in VI.C.6.2.2.7.. Non-adherence to these administrative requirements
endangers the electronic case management and leads to the potential for unnecessary duplication of
reports in the receiver’s database.

VI.C.6.2.6. Electronic reperting-submission of ICSRs through eempany’s-the headquarter_of
a marketing authorisation holders

If a pharmaceutical-companymarketing authorisation holder decides to centralise the electronic

reperting-submission of ICSRs (e.g. by reperting-submitting through the company’s global or EU
headquarter), the following should be taken into account:

¢ the central reperting-submitting arrangement should be clearly specified in the marketing
authorisation holder’s pharmacovigilance system master file and in the internal standard operating
procedures;

othe company’s headquarter designated for reperting-submitting the ICSRs should be registered
with EudraVigilancez.
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VI.C.6.3. Electronic submission of information on medicinal products

To support the objectives of Directive 2001/83/EC and Regulation (EC) No 726/2004, the provisions
provided in second sub-paragraph of Articleiete 57(2)_of Regulation (EC) No 726/2004-ef Regtation
EEe)No—726/2004, regarding the electronic submission and update of information on medicinal
products for human use authorised or registered in the EU, shall be followed by the marketing
authorisation holders. Inthis-aspeetWith regard to this, the marketing authorisation holders shall apply
the internationally agreed formats and terminologies described in Cehapter IV_of the Commission
Implementing Regulation (EU) No 520/2012-efthe-Commission-Implementing-Regulatieon{EU)Ne
520/2012. RecommendationsGuidance related to the electronic submission of information on medicines
areis provided on the Agency’s website®°,

89 EMA website: Home/ Human requlatory/ Post-authorisation/ Data submission on medicines (Article 57)/ Reporting
requirements for authorised medicines/ Guidance documents

an A _do a a hm on—o0 a
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VI. Appendix 1 Process for fidentificationFollow-up-precess
of biological-medicinal-proeductsICSRs

VI.App.1.1 Follow-up of ICSRs by competent authorities in Member States
and marketing authorisation holders

Business process map - Follow-up of ICSRs by competent authorities in Member States (NCAs) and
marketing authorisation holders (MAHs). See steps description in Table VI.2.

Figure VI.1.
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Table VI.2. Process description - Follow-up of ICSRs by competent authorities in Member States

(NCAs) and marketing authorisation holders (MAHSs). See process map in Figure VI.2.

1 Start. Receipt by the NCA or the MAH of a report of a NCA/MAH
suspected adverse reaction related to a
medicine-al product (ADR report). Go to step 2.
1 Reeeivereportof Bay-6- PAE
Receiptof-the-information
adversereaction{s}
fremprimary-seuree
2 Create and record Create an individual case safety report (ICSR) and NCA/MAH
ICSR. record it in the pharmacovigilance database. Go to
step 2.1
2.1 Is therepoertICSR Is the report received from the primary NCA/MAHMAH
valid? seureereporter a valid ICSR in accordance with
VI.B.2.5?
If Yes, go to step 3.
If No, go to step 10.
3 Fhereportreceived The report received from the reporterprimary-sedurece = NCA/MAH
ICSR is valid. is a valid ICSR-inacecordance-with-chapter-. The clock
start (DO) for the submission of the valid ICSR is the
date of receipt of the report (see VI.B.7. for day zero
definition). Go to step 3.1. VB2
3.21 RepertSubmit initial ReportSubmit the initial valid ICSR (EEA and non-EEA NCA/MAHMAH

ICSR to
EudraVigitance{EV).

serious and EEA non-serious) to EudraVigilance (EV)
within the relevant time frames (15 or 90 days, as

applicable)inacecerdance-with-the principles setoutin
ehapter-. Non-serious non-EEA ICSRs should not be
submitted to EV.

Go to step 6.2 for the end of the process for this
ICSR.

Go to step 3.2 for follow-up activity.2

NOTE: NCA/MAHthe-MAH can organise the
repertingsubmission of the initial repert-and the
follow-up report in accordance with the
repertingappropriate timelires frames. set-eutinthe
pharmaceovigianecetegistation-e—lIf time permits and
the follow-up information can be obtained and
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3.32

Is follow-up

(£

[un

required?-fer-the
vahdTESR2

Follow-up is
required. fer-valid

processed within the initial repertingsubmission time
frames, the MAHNCA/MAH is not required to
repertsubmit the initial and the follow-up report

separately.

Is follow-up with the reporter required for the valid

NCA/MAHMAH

ICSR?

If Yes, go to step 4.

If No, go to step 97.

The ICSR is valid. Follow-up is necessary to obtain
significant missing information for the evaluation of

IESR

Request information

the ICSR. This includes information on the patient
age or age group if missing, or the mandatory
information on the medicinal product batch number
when it is missing and the reaction is suspected to be
related to a biological medicinal product [DIR Art
102(e) and IR Art 28 (3)]. With respect to this, it is
recommended to specify in the case narrative if
information on the batch number has been
requested, when it is missing in the initially
submitted ICSR. Go to step 4.1.

Contact the reporterprimary-seuree to-obtain

from

reporterpsi
sedree.

Is follow-up
information

obtained?Hasnrew
inf . I
ease-be-obtained
from-the-primary
sedree?

Additional
information kas
been-obtained.

s Ling . . I Ld .
. | ncipl tinl

and-to obtain additional information pertinent to the

valid case. (see follow-up guidance in VI.B.3. and

VI.C.6.2.2.7.). Go to step 4.2.

Note: MAHsStakeholders should define in their SOPs
how many attempts to contact the reporter should be

made until the te-obtain-follow-up information is
obtained (or the follow-up attempts can be
ceased).are-made

Has follow-up information been obtained from the
reporter on the ICSR?

If Yes, go to peintstep 5.

If No, go to peintstep 8.

Additional follow-up information has been obtained

NCA/MAH

NCA/MAHMAH

NCA/MAHMAH

NCA/MAHMAH

from the reporter. Go to step 5.1.
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Record outcome of Record the eutecome-of-thefolow-up-andrecord NCA/MAHMAH
follow-up. follow-up information ebtaired-in the
pharmacovigilance database-. Go to step 5.2.
Is new information Determine if the new obtained information-ebtained NCA/MAHMAH
significant-and is significant enough te-be-submitted-inaccordance
reportable? with-(see VI.C.6.2.2.7. Subsection a for examples of
significant and non-significant information) to be
submitted to EV.
If Yes, go to peintstep 6.
If No, go to peintstep #9.
New information is The new follow-up information is significant enough NCA/MAH
significant.-and to be submitted to EV. Go to step 6.1.
reportable
ReportSubmit Submit the follow-up ICSR (EEA and non-EEA serious NCA/MAHMAH
follow-up ICSR to and EEA non-serious) with the new information to EV
EudraVigilanee-EV. within the relevant time frames (15 or 90 days, as
applicable). Non-serious non-EEA ICSRs should not
be submitted to EV. Repoertthe ICSR-with-the fellew-
VEE.6-Go to step 6.2.
End. The ICSR is stored in EV for signal detection and data NCA/MAH
quality analyses following recoding and duplicate
detection (see VI.App.6 for ICSRs data quality
monitoring in EV, and VI.App.7 for duplicate
detection and management). It is also available for
rerouting to the relevant NCA (See VI.App.3.4), and
for access to MAHSs to fulfil their pharmacovigilance
activities. Go back to step 1 on the receipt of a new
information for the ICSR.
F°”°_W'z is not ICSR is valid. Follow-up may be performed as NCA/MAH
required. necessary to obtain administrative information not
required for the scientific evaluation of the ICSR. Go
to step 7.1.
End. End of the process for this ICSR. Go back to step 1 NCA/MAH
on the receipt of a new information for the ICSR.
A inf Hon o inf Homi anifi fot
I et siq Iil'e‘allE alld Sel E .I aeeeldal ee Witll VI-G - 6 - 2 - 2 - ; -
netrepertable
End MAH
No information has The follow-up with the reporterprimary-seuree is NCA/MAH

been obtained.

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final)

Page 105/225



unsuccessful and no additional information on the
€aseICSR can be obtained. Go to step 8.1.

Record the fact that no further information has been

NCA/MAHMAH

obtained from the reporterprimary-seuree. Go to step

8.2.-inthepharmaceovigHance-database

End of the process for this ICSR. Go back to step 1

NCA/MAH

on the receipt of a new information for the ICSR.

Note: when the suspected medicinal product is a
biological product and the batch number information
is not available in the initially submitted ICSR, a
follow-up (or amendment) report should be
submitted when no information is received on the
missing batch number despite contact attempts with
the reporter (see step 4). This should be specified in
the narrative and with the nullFlavor ASKU where
applicable under ICH-E2B(R3) format.

ICSRi lid—Fol : :

The new follow-up information is not significant

8.1 Record the outcome
of follow-up.

8.2 End.

S Follow-tip-ishet

rodf Ld
IESR

St Ened

9 New information is
not significant.

9.1 End.

10 ICSR is not valid.Fhe
reportreceived-from
the-primary-seuree
s NOT L ICSF

16+ Recordnon-valid
IESR

10.2 Reguest missing info

1 from
reporter.prirmary
seuree

10.3 1Is follow-up Missirg

2 information-has
been obtained?

11 MissingFollow-up

information-khas
been obtained.-fer

enough to be submitted to EV. Go to step 9.1.

End of the process for this ICSR. Go back to step 1

NCA/MAH

NCA/MAH

on the receipt of a new information for the ICSR.

The report received from the reporter is NOT a valid

NCA/MAH

ICSR Fhereportreceivedisnota—valid-repertin
accordance with -VI.B.2.. Go to step 10.1. VB2

R 4 lid ICSR in-pl il
database

Request the missing information for the non-valid
ICSR from the reporterprimary-seurce through
fellow—up-n-tine-with(see guidance in -VI.B.3. and
VI.C.6.2.2.7.). Go to step 10.2.MEB3-and

Hasls follow-upsissing information obeer-ebtained

NCA/MAHMAH

NCA/MAHMAH

from the reporterfernen-vahdIESR?2?

If Yes, go to 11.

If No, go to 143.

Follow-up information has been obtained for the non-

NCA/MAHMAH

valid ICSR. Go to step 11.1.
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11.1

roa—vahtdTESR
Record the outcome

11.2

of follow-up with
reporter.prirmary
sedree

Is the ICSR valid?

ICSR is valid.

RepertSubmit ICSR

Record the euteomeofthefollew—up-ofnew follow-up

NCA/MAHMAH

missing-information in the pharmacovigilance
database. Go to step 11.2.

Is the repertICSR with the new follow-up information

NCA/MAHMAH

roew-valid in accordance with the guidance in VI.B.2..

fakingi he foll inf .

If Yes, go to 12.

If No, go to 134.

The ICSR is now valid taking into account the new
information obtained from the reporter. The clock
start (DO) for the submission of the valid ICSR is the
date of receipt of the new information (see VI.B.7.
for gquidance on day zero).

Go to step 12.1.

R I {d ICSR to-EudraViail . "

NCA/MAH

NCA/MAHMAH

to EV.EudraVgianee

the-prineiptes set eutin—VWEE6Submit the ICSR (EEA

m
>
o

No information is

and non-EEA serious and EEA non-serious) with the
new information to EV within the relevant time
frames (15 or 90 days, as applicable).

Non-serious non-EEA ICSRs should not be submitted
to EV. Go to step 12.2.=

The ICSR is stored in EV for signal detection and data

NCA/MAH

quality analyses following recoding and duplicate
detection (see VI.App.6 for ICSRs data quality
monitoring in EV, and VI.App.7 for duplicate
detection and management). It is also available for
rerouting to the relevant NCA (See VI.App.3.4), and
for access to MAHSs to fulfil their pharmacovigilance
activities. Go back to step 1 on the receipt of a new
information for the ICSR.

No further information is obtained from the reporter

NCA/MAH

obtained for non-

for the non-valid ICSR. Go to step 13.1

valid ICSR.

Record outcome of

Record the fact that no further information has been

NCA/MAH

the follow-up.

End.

obtained from the reporter for the non-valid ICSR.
Go to step 13.2.

End of the process for this non-valid ICSR. It should

NCA/MAH

be considered as applicable in the safety evaluation
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activities. Go back to step 1 on the receipt of a new

information.
134 ICSR is not valid. The ICSR remains non-valid despite the new follow- NCA/MAHMAH
up information received from the reporter. Go to step
14.1.
134. End End of the process for this non-valid ICSR. It should NCA/MAH
1 be considered as applicable in the safety evaluation
activities. Go back to step 1 on the receipt of a new
information.
14 Missinginf tiond No-furtherinf L tainedf "
| btainedf . it I il
AeA—vahd IESR database
foll I btainedf . .
I I il I
142 End
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5
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&

wEreperseparately
33 Is folow-up-required for H-Yes,gotostep4 MNEA
the-valid IESR?
HFNe,getestep9
4 Fellew—uprequired-for
valid-ICSR
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g

pftffhaty sodree add E'.e atinforn aEB'. BEIE' LS '.E Es_ the-valid
; . NCAs-should-definein-their- SOPst
many-attemptste-obtainfollow—up
inf - |
thecase beobtainedfrom
5 Additional-information-has MNEA
been-obtained
51 Record-outcome-of-folow-  Record-the-outcome-ofthefolow-up-and NEA
up | nf - iredi
| il |
: ble? anifi I ;
& New-informationis NEA
aRifi by
61 Repoert1ESR-to Reperthe TCShwith—hefetlevr—a NEA
EudraV inf - EudraViai -
2 ; : o inf L ble i
repertable
Zeis End NCSA
s A ¢ : I . . .
: Ehe le”e”FHE veith-H EIB'.'.“a ’.SGFH S5
thecasecanbeobtained
8+ Recerdtheoutecomeof Reecerd-the fact that nofurtherinformation NEA
followup I”as Elee' EEEE".'E.EII iR IE'e primary-sourcetn
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9 Fellevw-gp-tsrneiregired ICSR-is-valid-—Felew-up-isnot performed NEA
forvald1ESR

St Ened

10 e : B ved . ‘i
avahdIESR

161 Reecerd-non-vahdIESR Reeerd-thenon-vahdIESRin NEA

03 M ot I ssinaing ot btai : NCA
ebtained? ron—vahdIESR?
Yesgoteo 11
HNe;go-toi4:
been-obtained-fornon-
valid-TESR
-1 Reecord-the-outcome-of Reecord-the-outcome-of-the-folow—up-of NCEA
ol I cinainf . .
sedree database
e foll inf - - .
primary-source?
IfYesgo-to12:
I Ne,gote13-

12 ICChis—valie NCA
12 4 . L . NCA
IE:aEIa ;EEIEISI: = :.‘EES'.E t el /e 'd. IE. SI - Eud'a."'a!'!: ;'E. e% i
i3 ICSR-isnotvalid MAH
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131 End NCA
I ; £ ; ot | il
AeA-vahdIESR database
4+ Reecordtheoutcome-of-the Record-thefactthatnofurtherinformation NEA
follow+p I”as E|EEI eIsEal_le_ell Hoft IE e pRmary-sourceh
NCEA

142  End

VI.App.1.32 Follow-up of ICSRs by competent authorities in Member States

with involvement of marketing authorisation holders

Figure VI.2. Business process map - Follow-up of ICSRs by competent authorities in Member States

(NCAs) with involvement of marketing authorisation holders (MAHs). See steps description in Table

VI.3.
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Yes

Is follow-up in

Reporter
ADR
Report
MAH
Request for
ICSR follow-up
Submit
initial ICSR @
to EV
ICSR Message
Delivery

Contact

MAH to

initiate

follow-up %
ICSR Message
Deli
EudraVigilance elivery
Re-route
Follow-
is reqv:iruerc):l ICSR to @
NCA
y
ICSR Message|
Rerouting

NCA

Yes

Involve MAH in
follow-up?

® ® ® 6 6

® ©

progress?

Follow-up is
not in
progress

|

Contact
reporter

No info is
obtained

Reporter
provided info?

MAH does
not need to
be involved

i Yes
Record that
no info was Info
obtained obtained
from
i reporter
Inform
NCA
Record
follow-up
info
End
New info is )
Is new info
not significant?
significant 8 !
Inform
NCA
New info is
significant
End
Submit
follow-up @
ICSR to EV
Inform NCA @

@

Follow-up is
already in
progress

®

Inform
NCA
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Table VI.3. Process description - Follow-up of ICSRs by competent authorities in Member States

(NCAs) with involvement of marketing authorisation holders (MAHs). See process map in Figure VI.3.

1 Start. Receipt by the MAH of a valid report of MAH
suspected adverse reaction related to a
medicinal product (ADR report). The clock (DO)
for the submission of the valid ICSR starts (see
VI.B.7. for day zero definition). Go to step 2.
Receiptof areport of asuspectedadverse
s Reeeive-reportof Bay6: MAH
Reeceiptof-the-infermation
adversereaction{s}
frem-primary-seuree
2 Submit ICSR to RepoertSubmit the valid ICSR (EEA and non-EEA MAH
EV.Report ICSRto serious and EEA non-serious) -to EudraVigilance (EV)
EudraVigilance within the relevant time frames (15 or 90 days, as
applicable). Non-serious non-EEA ICSRs should not
be submitted to EV. Go to step 3.-intine-with-the
3 Re-route ICSR to Following technical validation and process, the MAH AgenreyEMA
NCA. EEA ICSR submitted by the MAH is rerouted from
EVEudraVigHanee to the relevant NCA-ef the-eountry
eftheprimary-seurcefor regulaterypurpeses. Go to
step 4.
4 Involve MAH in Is follow-up required for the ICSR with involvement NCA
follow-up?isfeHew- of the MAH?
upreguired-with
. If Yes, go to peintstep 5.
involverment-of
MAH? If No, go to peintstep 125.
5 Follow-up is Member States on whose territory the suspected NCA
required. adverse reaction occurred may involve the marketing

authorisation holder in the follow-up of the reports
[DIR Art 107a(2)] (see VI.C.2.1. for Member States
responsibilities on ICSRs collection). The criteria for
involving the MAH include:

- Need for important additional information for the
ICSR evaluation or reconciliation,

- Need for clarifications regarding inconsistent
data,

- Need to obtain further information in the context
of the validation of a signal, the evaluation of a
safety issue, the assessment of a periodic safety
update report, or the confirmation of a safety
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concern in a risk management plan.

Go to step 5.1.

5.1 Contact MAH to Send an email to the MAH QPPV (or the local contact = NCA
reguestinitiate person where applicable) to request for the missing
follow-up felltew—up-information.

- Indieatedentify the reference te-of the concerned
individual-case{sICSR(s) by using the World Wide
Unique Case Identifier(s)-fereases-thatrequire
follow-tp.
Indicate the eriterionfcriteria for the request to
involve the MAH in the ICSR(s) follow-up.
Indicate the timeframe by when follow-up
information should be iste-be-provided.
Go to step 6.

526 Is follow-up atready Has follow-up of the reporter already been initiated MAH
in progress? by the MAH?

If Yes, pregressgo to peintstep 67.
If No pregressgo to peintstep 78.

67 Follow-up is already  Follow-up has already been initiated by the MAH to MAH
in progress-. request additional information from the reporter. Go

to step7.1.

67.1 Inform NCA.-that Inform the NCA via-e-mait-that follow-up is already MAH
folow—up-isin already-in progress. Indicate iusing-functionat
progress maitbex-MAH-felowup@ema-eurepa-euf the follow-up

information cannot be provided within the requested
time frame and clarify the time by when the follow-
up can be expected.

Provide the reference to the individual casefs} using
the World Wide Unique Case Identifier in the
communication. Go to step 9.

Indi nelinet I ol ot

reguested

62 End

78 Follow-up hasnet Follow-up has not yet been initiated by the MAH with MAH
been-initiatedis not the reporter. Go to step 8.1.
in progress.

#8.1 Contact Contact- the reporterprimary-sedree as soon as MAH

reporter.primary

possible to obtain follow-up information as per
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sedree regquestofthe NCA's request. Go to step 9.
Note: When-contacting-the-primaryseuree{s};-MAH is
allewedmay-te indicate that the follow-up is
performed upon request of a NCA.
729 bBid-Reporterprirrary Was the requested information provided by the MAH
sedree provided reporter?
informationregueste .
dinfo? If Yes, proceed to peintstep 910.
If No, proceed to peintstep 811.
8 Peireaessourec—did MAH
notprevidefoHow-
up-infermation
8.1 R 4 R 4 . . idefoll MAL
ol inf inf .
.
Provid : divi | e World
Wide Uni - I ”
83 End
910 Information The requested information was obtained from the MAH
obtained from reporter. Go to step 10.1.
reporter.Primrary
seurce-did-provide
follow-up
nformation
910. Record follow-up Record the follow-up information in MAH
1 information. pharmacovigilance database. Go to step 12.
11 No information is The reporter did not provide follow-up information. MAH
obtained. Go to step 11.1.
11.1 Record that no Record that the reporter did not provide follow-up MAH
follow-up information. Go to step 11.2.
information was
obtained.
11.2 Inform NCA. Inform the NCA that it was not possible to obtain MAH
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follow-up information from the reporter.

Provide the reference to the individual case using the
World Wide Unique Case Identifier in the
communication. Go to step 11.3.

11.3 End. End of this follow-up process. NCA/MAH
921 Is new Determine if the new obtained follow-up information MAH
2 informationrmation is significant enough (see VI.C.6.2.2.7. Subsection a
significant-and for examples of significant and non-significant
reportable? information) to be submitted to EV.
E e if foll inf o signifi
I I ble | I " .
.
If Yes, proceed to peintstep 136~
If No, proceed to peintstep 114.
183 New The new follow-up information is significant enough MAH
information is to be submitted to EV. Go to step 13.1.
significant.-and
reportable
163. Sendubmit follow-up SerdSubmit the follow-up ICSR to EV within the MAH
1 ICSR to relevant time frames (15 or 90 days, as applicable).
EudraVtigHaneeEV. Following technical validation and process, the
follow-up ICSR is rerouted from EV to the relevant
NCA.
Go to step 13.2.teFEudraVtigitance—inaccordancewith
incint .
163. Inform NCA.-that Inform the NCA wia-e-mat-that significant follow-up MAH
2 feHeow—up-info-was information fremprimary-sedree-was received from
reeeived the reporter and submitted to EV.-using-functionat
Indicatereferenceto-individuat-casesProvide the
reference to the individual case using the World Wide
Unigue Case Identifier in the communication. Go to
step 13.3. usiag-WereMide Unicre CaseTdentifier
163 End
13.3 End. End of this follow-up process. The follow-up ICSR is NCA/MAH
now stored in the NCA database. It is available for
signal detection and data quality analyses.
144 New information is The new follow-up information is not significant MAH

not significant.

enough to be submitted to EV. Go to step 14.1.
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Inform the NCA that the new follow-up information

MAH

received from the reporter is not significant and does

not require submission to EV.

Provide the reference to the individual case using the

World Wide Unigue Case Identifier in the
communication. Go to step 14.2.Inferm-NCA-thatne

anifi ik . I btai .
accordance-with—

End of this follow-up process.

There is no need to involve the MAH in the ICSR the

NCA/MAH

NCA

follow-up-preeess.

inf ..
anificant
repertable

134. Inform NCA.

1

114. End.

2

125 MAH does NOT need
to be involved. i
foltew-up

125. End.

1

The ICSR is now stored in the NCA database. It is
available for signal detection and data quality

analyses.
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VI. Appendix 2 Detailed guidance on the monitoring of
seientifie-the medical literature

VI.App2App.2.1- When to start and stop searching in the seientifie-medical
literature

EU specific requirements; as regards the monitoring of the seientific-and-medical-iteraturemedical
literature are provided in VI.C.2.2.3..

In addition to the reperting-submission of serious and non-serious ICSRs or their presentation in
periodic safety update reports, the marketing authorisation holder has an obligation to review the
worldwide experience with medicinal product in the period between the submission of the marketing
authorisation application and the granting of the marketing authorisation. The worldwide experience
includes published seientificand-medical-titeraturemedical literature. For the period between
submission and granting of a marketing authorisation, literature searching should be conducted to
identify published articles that provide information that could impact on the risk-benefit assessment of
the product under evaluation. For the purpose of the preparation of periodic safety update reports (see
GVP Module VII) and the notification of emerging safety issues (see VI.C.2.2.6. and GVP Module IX for
guidance on emerging safety issue), the requirement for literature searching is not dependent on a
product being marketed. Literature searches should be conducted for all products with a marketing

authorisation, irrespective of commercial status. It would therefore be expected that literature
searching would start on submission of a marketing authorisation application and continue while the
authorisation is active.

VI.App2App.2.2 Where to look

Articles relevant to the safety of medicinal products are usually published in well-recognised scientific
and medical journals;; however, new and important information may be first presented at international
symposia or in local journals. Although the most well-known databases (e.g. Medline) cover the
majority of scientific and medical journals, the most relevant publications may be collated elsewhere in
very specialised medical fields for certain types of product (e.g. herbal medicinal products), or where
safety concerns are subject to non-clinical research. The marketing authorisation holder should
establish the most relevant source of published literature for each product.

Medline, Embase and Excerpta Medica are often used for the purpose of identifying ICSRs. These
databases have broad medical subject coverage. Other recognised appropriate systems may be used.
The database providers can advise on the sources of records, the currency of the data, and the nature
of database inclusions. It is best practice to have selected one or more databases appropriate to a
specific product. For example, in risk-benefit assessment, safety issues arising during non-clinical
safety studies may necessitate regular review of a database that has a less clinical focus and includes
more laboratory-based publications.

Relevant published abstracts from meetings and draft manuscripts should be reviewed for valid
repertable-ICSRs and for inclusion in periodic safety update reports. Although it is not a requirement
for marketing authorisation holders to attend all such meetings, if there are company personnel at
such a meeting, or it is sponsored by a marketing authorisation holder, it is expected that articles of
relevance would be available to the marketing authorisation holder's pharmacovigilance system. In
addition, literature that is produced or sponsored by a marketing authorisation holder should be
reviewed, so that any valid repertable-ICSRs can be repertedsubmitted as required in advance of
publication. If ICSRs are brought to the attention of a marketing authorisation holder from this source,
they should be processed in the same way as ICSRs found on searching a database or reviewing a
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journal. Abstracts from major scientific meetings are indexed and available in some databases, but
posters and communications are rarely available from this source.

VEApp2-3-Guidance in VI.C.2.2.3. should be followed for the searches of databases with broad medical
coverage by the Agency in accordance with Articleiele 27 of Regulation (EC) No 726/2004-ef Regulatien
{EC)Y726/2004 and the ICSRs submission reperting-obligations of marketing authorisation holders in
accordance with Articleiete 107-(3) of Directive 2001/83/EC-of Directive200+/83/EC.

VI.App.2.3 Database Searches

A search is more than a collection of terms used to interrogate a database. Decisions about the
database selection, approach to records retrieval, term or text selection and the application of limits
need to be relevant to the purpose of the search. For searches in pharmacovigilance, some of the
considerations for database searching are described below.

VI.App2App.2.3.1- Precision and recall

Medical and scientific databases are a collection of records relating to a set of publications. For any
given record, each database has a structure that facilitates the organisation of records and searching
by various means, from simple text to complex indexing terms with associated subheadings. Search
terms (text or indexed) can be linked using Boolean operators and proximity codes to combine
concepts, increasing or decreasing the specificity of a search. In addition, limits to the output can be
set. When searching, the application of search terms means that the output is less than the entire
database of the records held. The success of a search can be measured according to precision and
recall (also called sensitivity). Recall is the proportion of records retrieved ("hits") when considering
the total number of relevant records that are present in the database. Precision is the proportion of
"hits" that are relevant when considering the number of records that were retrieved. In general, the
higher recall searches would result in low precision.

VI.App2App.2.3.2- Search construction

Databases vary in structure, lag time in indexing and indexing policy for new terms. While some
database providers give information about the history of a particular indexing term or the application
of synonyms, other databases are less sophisticated. In addition, author abstracts are not always
consistent in the choice of words relating to pharmacovigilance concepts or medicinal products/active
substances names.

When constructing a search for pharmacovigilance, the highest recall for a search would be to enter
the medicinal product name and active substance name (in all their variants) only. In practice,
additional indexing terms and text are added to increase precision and to reduce the search result to
return records that are of relevance to pharmacovigilance. There is a balance to be achieved. It is;
therefore; expected that complicated searches are accompanied by initial testing to check that relevant
records are not omitted, however, there is no defined acceptable loss of recall when searching for
pharmacovigilance purposes. Term selection should be relevant to the database used and the subject
of the search.

VI.App2App.2.3.3= Selection of product terms

Searches should be performed to find records for active substances and not for brand names only. This
can also include excipients or adjuvants that may have a pharmacological effect. When choosing
search terms for medicinal products, there are a number of considerations.
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e Is the active substance an indexed term?
e What spellings might be used by authors (particularly if the active substance is not indexed)?

e What alternative names might apply (numbers or codes used for products newly developed,
chemical names, brand names, active metabolites)?

e Is it medically relevant to search only for a particular salt or specific compound for an active
substance?

During searches for ICSRs, it may be possible to construct a search that excludes records for
pharmaceutical forms or routes of administration different to that of the subject product, however,
restrictions should allow for the inclusion of articles where this is not specified. Search construction
should also allow for the retrieval of overdose, medication error, abuse, misuse, off-label use or
occupational exposure information, which could be poorly indexed. Searches should also not routinely
exclude records of unbranded products or records for other company brands.

VI.App2App.2.3.4- Selection of search terms

As described previously, there is no acceptable loss of recall when searching published literature for
pharmacovigilance. The use of search terms (free text or use of indexing) to construct more precise
searches may assist in managing the output. Deficiencies that have been found frequently during
Competent Authority inspections include:

e the omission of outcome terms, for example "death" as an outcome may be the only indexed term
in a case of sudden death;

e the omission of pregnancy terms to find adverse outcomes in pregnancy for submission as ICSR
reporting;

e the omission of terms to include special types of reports which needs to be addressed as well in
periodic safety update reports, for example,

— Reports of asymptomatic overdose, medication error, misuse, abuse, occupational exposure;

— Reports of uneventful pregnancy.

VI.App2App.2.3.5- Limits to a search

Some databases apply indexing that allows the application of limits to a search, for example by subject
age, sex, publication type. The limits applied to a search are not always shown in the "search strategy"
or search string.

If limits are applied, they should be relevant to the purpose of the search. When searching a worldwide
seientificand-medical-iteraturemedical literature database, titles and abstracts are usually in English
language. The use of limits that reduce the search result to only those published in the English
language is generally not acceptable. Limits applied to patient types, or other aspects of an article, for
example human, would need to be justified in the context of the purpose of a search.

Limits can be applied to produce results for date ranges, for example, weekly searches can be obtained
by specifying the start and end date for the records to be retrieved. Care should be taken to ensure
that the search is inclusive for an entire time period, for example, records that may have been added
later in the day for the day of the search should be covered in the next search period. The search
should also retrieve all records added in that period, and not just those initially entered or published
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during the specified period (so that records that have been updated or retrospectively added are
retrieved). This should be checked with the database provider if it is not clear.

Although one of the purposes of searching is to identify valid ICSRs which qualify for
repertinrgsubmission, the use of publication type limits is not robust. ICSRs may be presented within
review or study publications, and such records may not be indexed as "case-reports", resulting in their
omission for preparation of periodic safety update reports from search results limited by publication

type.
VI.App2App.2.4: Record keeping

Records of literature searches should be maintained in accordance with the requirements described in
Article 12 of the Commission Implementing Regulation (EU) No 520/2012. Marketing authorisation
holders should demonstrate due diligence in searching published seientific-and-medicat
literaturemedical literature. It is always good practice to retain a record of the search construction, the
database used and the date the search was run. In addition, it may be useful to retain results of the
search for an appropriate period of time, particularly in the event of zero results. If decision making is
documented on the results, it is particularly important to retain this information.

VI.App2App.2.5: Outputs

Databases can show search results in different ways, for example, titles only or title and abstract with
or without indexing terms. Some publications are of obvious relevance at first glance, whereas others
may be more difficult to identify. Consistent with the requirement to provide the full citation for an
article and to identify relevant publications, the title, citation and abstract (if available) should always
be retrieved and reviewed.

VI.App2App.2.6: Review and selection of articles

It is recognised that literature search results are a surrogate for the actual article. Therefore, it is
expected that the person reviewing the results of a search is trained to identify the articles of
relevance. This may be an information professional trained in pharmacovigilance or a
pharmacovigilance professional with knowledge of the database used. Recorded confirmation that the
search results have been reviewed will assist in demonstrating that there is a systematic approach to
collecting information about suspected adverse reactions from literature sources. It is recommended
that quality control checks are performed on a sample of literature reviews / selection of articles to
check the primary reviewer is identifying the relevant articles.

A common issue in selecting relevant articles from the results of a search is that often this process is
conducted for the purposes of identification of ICSRs only. Whereas the review should also be used as
the basis for collating articles for the periodic safety update report production, therefore relevant
studies with no ICSRs should also be identified, as well as those reports of events that do not qualify
for repertingsubmission as ICSR (see VI.C.2.2.3.2. for the exclusion criteria in the submission of ICSRs
published in the medical literature).

Outputs from searches may contain enough information to be a valid ICSR, in which case the article
should be ordered. All articles for search results that are likely to be relevant to pharmacovigilance
requirements should be obtained, as they may contain valid ICSRs or relevant safety information. The
urgency with which this occurs should be proportionate to the content of the material reviewed and the
resulting requirement for action as applicable for the marketing authorisation holder.
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Articles can be excluded forem the submission of valid ICSRs repertirg-by the marketing authorisation
holder if another company's branded medicinal product is the suspected medicinal product. In the
absence of a specified medicinal product source and/or invented name, ownership of the medicinal
product should be assumed for articles about an active substance. Alternative reasons for the exclusion
of a published article for the reperting-submission of ICSRs are detailed in VI.C.2.2.3.2..

VI.App2App.2.7- Day zero

As described in VI.B.7., day zero is the date on which an organisation becomes aware of a publication
containing the minimum information for an ICSR to be+repertablequalify for submission. Awareness of
a publication includes any personnel of that organisation, or third parties with contractual
arrangements with the organisation. It is sometimes possible to identify the date on which a record
was available on a database, although with weekly literature searching, day zero for the submission of
an reportable adverse reaction present in an abstract is taken to be the date on which the search was
conducted. For articles that have been ordered as a result of literature search results, day zero is the
date when the minimum information for an ICSR to be valid is available. Organisations should take
appropriate measures to obtain articles promptly in order to confirm the validity of a case.

VI.App2App.2.8- Duplicates

Consistent with the general requirements for the reperting-submission of cases of suspected adverse
reactionstESRs, literature cases should be checked to prevent repertingthe submission of duplicates
ICSRs;—and VA y identifi ed. It is, therefore,
expected that ICSRs are checked in the organisation database to identify literature articles that have
already been repertedsubmitted. Where applicable, this should include ICSRs resulting from the
Agency’s Medical Literature Monitoring activities in accordance with Articleiele 27 of Regulation (EC) No
726/2004-of Regulation (ECY726/2004.

VI.App2App.2.9- Contracting out literature search services

It is possible to use the services of another party to conduct searches of the published seientific-and
medicaHiteraturemedical literature. In this event, the responsibility for the performance of the search
and subsequent reperting-submission of ICSRs still remains-_with the exception of the provisions set
out in Articleiete 27 of Regulation (EC) No 726/2004 ef RegtulationECY726/20084-and Articleiete 107(3)
of Directive 2001/83/EC-of Birective2001/83/EC. The transfer of a pharmacovigilance task or function
should be detailed in a contract between the organisation and the service provider. The nature of third
party arrangements for literature searching can range from access to a particular database interface
only (access to a technology) to full literature searching, review and reperting-ICSRs submission (using
the professional pharmacovigilance services of another organisation). It is recognised that more than
one organisation may share services of a third party to conduct searches for generic active substances.
In this instance, each organisation should satisfy itself that the search and service is appropriate to
their needs and obligations.

Where an organisation is dependent on a particular service provider for literature searching, it is
expected that an assessment of the service(s) is undertaken to determine whether it meets the needs
and obligations of the organisation. In any case, the arrangement should be clearly documented.

The clock start for the repertingsubmission of ICSRs begins with awareness of the minimum
information by either the organisation or the contractual partner (whichever is the earliest). This also
applies where a third party provides a review or a collated report from the published secientificand
medicaHiteraturemedical literature, in order to ensure that published literature cases are
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repoertedsubmitted as required within the correct time frames. That is, day zero is the date the search
was run if the minimum criteria are available in the abstract and not the date the information was
supplied to the organisation.

VI.App2App.2.10- Electronic submission of copies of articles on suspected
adverse reactions published in the seientifieemedical literature
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Examplesfor-thereporting-of IESRsIn accordance with ArticleArtiele 28(3) of the Commission
Implementing Regulation (EU) No 520/2012, eftheCommissionImplementingRegulation(EY)
520/2612and-upon request of the Agency, the marketing authorisation holder that transmitted the
initial report shall provide a copy of the relevant article taking into account copyright restrictions, and a
full translation of that article into English.

Table VI.4. ; ; = i i ;
e#aﬂ—amete—me&réma—a—ﬂmmbﬂeﬁ—mﬂqefeaeﬁ%able—ﬂectromc Haﬂsmsaeﬁsubmlssmn of copies of
literature articles/translations en-suspectedadversereactiensin line with ICH-E2B

ICH-E2B(R2) 1. Mailing address and format of literature articles:

Literature articles reportable to the Agency should be provided in PDF format
and sent via e-mail to the following e-mail address: EVLIT@ema.europa.eu.

In relation to copies of articles from the published seientific and-medical
fiteraturemedical literature, marketing authorisation holders are recommended
to consider potential copyright issues specifically as regards the electronic
transmissionsubmission and handling of electronic copies in the frame of
regulatory activities.

2. File name of literature articles sent in electronic format to the Agency:

The file name of a literature article sent in PDF format should match exactly the
data element A.1.10.1 or A.1.10.2 ‘World-Wide Unigue Case Identification
Number’ assigned to the individual case, which is described in the article and
which is provided in the E2B(R2) ICSR format.

If there is a follow-up article to the individual case published in the literature,
the file name with the World-Wide Unique Case Identification Number must be
maintained but should include a sequence number separated with a dash.

Examples:

e Initial ICSR published in the literature: FR-ORGABC-23232321 data element
A.1.10.1 ‘World-Wide Unique Case Identification Number’;

— File name of the literature article: FR-ORGABC-23232321.pdf.

e Follow-up information published in the literature in a separate article:

— ICSR: FR-ORGABC-23232321 data element A.1.10.1"World-Wide Unique
Case Identification Number’ remains unchanged;

— _File name: FR-ORGABC-23232321-1.pdf.

3. ReportingSubmission of cases described in the seientific-and-medicat
literaturemedical literature referring to more than one patient:

When the literature article refers to the description of more than one patient, the
copy of the literature article should be sent only once.

The file name of a literature article sent in PDF format should match exactly data
element A.1.10.1 or A.1.10.2 as applicable *‘World-Wide Unique Case
Identification Number’ assigned to the first repertablesubmitted individual case
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described in the article.

In addition, all ICSRs which relate to the same literature article should be cross
referenced in data element A.1.12 ‘Identification number of the report which is
linked to this report’. The data element should be repeated as necessary to cross

refer all related cases.

ICH-E2B(R3) e Information on how to attach documents to an ICSR is provided in section 3.5
‘Document Attachments’ of the ICH-E2B(R3) Implementation Guide for
Electronic Transmission of Individual Case Safety Reports (ICSRs) - Data
Elements and Message Specification.

e When a literature article is sent as an attachment, the literature citation in
Vancouver style is captured in data element C.4.r.1 ‘Literature Reference(s)’.
The Digital Object Identifier (DOI) for the article should be included where
available. The example reference hereafter_highlights how this should be done:

“International Committee of Medical Journal Editors. Uniform requirements for
manuscripts submitted to biomedical journals. N Engl J Med 1997; 336:309-15.
doi:10.1056/NEIM199701233360422."

e The electronic version of the document (i.e. the journal article and a copy of the
translation where applicable) should be attached to the ICSR in data element
C.4.r.2. ‘'Included Documents’.

e If the article and/or translation are not provided at the time of ICSR
repertingsubmission, attachments can be trarssubmitted separately-frem-the
ICSR transmissienr. When the sender transmits an attachment later, the original
ICSR along with all the same medical information captured in E2B(R3) data
elements is retransmitted as an ‘amendment’ (see VI.C.6.2.2.8. for guidance on

amendment reports). If new information has been received and the data
elements in E2B(R3) have been updated, then the ICSR with attachment is
transmitted as a follow-up.

e In addition, all ICSRs which relate to the same literature article should be cross
referenced in data element C.1.10.r ‘Identification Number of the Report Linked
to this Report (repeat as necessary)’.

VI.App.2.11 Examples for the reporting-submission as ICSRs of suspected
adverse reactions described in the setentific-and-medicaltiteraturemedical

literature and referring to more than one patient
FableVIE2-Table VI1.5. Examples for the repertingsubmission as ICSRs of suspected adverse

reactions described in the scientificand-medical-titeraturemedical literature and referring to more than
one patient

Ex. Scenario Action
4 . . . Forc ibed-in_the i cla:
. Identificationt .
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Ex. Scenario Action

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final) Page 133/225



Ex. Scenario

21 A literature article describes
suspected adverse reactions that
have been experienced by more

than 3-single-patients-one

identifiable patient.

ICSRs should be created and and
repertedsubmitted for each
individual identifiable patient
described in the literature
article.

Each ICSR should contain all the
available information on the
case.

The cross reference with all the
linked ICSRs from this literature
article should only be provided in
the first easesubmitted ICSR, in
the data element ICH-E2B(R2)
A.1.12 ‘Identification number of
the report which is linked to this
report’. There is no need to
repeat all the cross references in
the other ICSRs.

Action

For the ICSRs which relate to the same literature article,
the cross reference in the data element ICH (E2B(R2)
A.1.12/ ICH-E2B(R3) C.1.10.r ‘Identification number of the

report which is linked to this report’ IcHA(E2B{R2}field
A+-12)-should be conducted as follows:

The first case should be linked to all other cases related
to the same articles (1-n);

All the other cases_(n) should be only linked to the first
one, as in the example below.

Example for the reperting-submission of cases originally
reperteddescribed in the seientific-and-rmedical
titeraturemedical literature referring to a large number of
patients:

For €asecase 1 described in the literature article:

data element ICH--E2B(R2) A.1.10.1/ ICH-E2B(R3)
C.1.8.1 ‘Worldwide Unique Case Identification Number’:
UK-ORGABC-0001

data element ICH-E2B(R2) A.1.12/ ICH-E2B(R3)
C.1.10.r ‘Identification number of the report which is
linked to this report’:

UK-ORGABC-0002

data element ICH-E2B(R2) A.1.12/ ICH-E2B(R3)
C.1.10.r ‘Identification number of the report which is
linked to this report’:

UK-ORGABC-0003

data element ICH-E2B(R2) A.1.12/ ICH-E2B(R3)-t
C.1.10.r ‘Identification number of the report which is
linked to this report’:

UK-ORGABC-0004

data element ICH-E2B(R2) A.1.12/ ICH-E2B(R3)
C.1.10.r ‘Identification number of the report which is
linked to this report’:

UK-ORGABC-000N

data element ICH-E2B(R2) A.2.2/ ICH-E2B(R3) C.4.r.
‘Literature reference(s)’:

File-rame foerthecopyLiterature reference in line with
uniform requirements for manuscripts submitted to
biomedical journals including DOI if available: e.g.“N
Engl J Med 1997; 336:309-15.
doi:10.1056/NEIM199701233360422"

Copy of literature article-te-be-sert-viae-mai-to
BEViT@ema-europa-eu:/translation: follow steps as
outlined in Table VI.4.

UK-ORGABEC-0001pdf-

For Case 2 described in the literature article:
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Ex. Scenario Action

e data element ICH--E2B(R2) A.1.10.1/ ICH-E2B(R3)
C.1.8.1 ‘Worldwide Unique Case Identification Number’:
UK-ORGABC-0002

e data element ICH-E2B(R2) A.1.12/ ICH-E2B(R3)
C.1.10.r ‘Identification number of the report which is
linked to this report’:

UK-ORGABC-0001

e data element ICH-E2B(R2) A.2.2/ ICH-E2B(R3) C.4.r.
‘Literature reference(s)”:

Literature reference in line with uniform requirements
for manuscripts submitted to biomedical journals
including DOI if available: e.g. ,N Engl J Med 1997;
336:309-15. doi:10.1056/NEJM199701233360422"

e No copy of the literature article required since the copy
was already submitted for case 1.

For Case N described in the literature article:

e data element ICH-E2B(R2) A.1.10.1/ ICH-E2B(R3)
C.1.8.1 ‘Worldwide Unique Case Identification
Number’:

UK-ORGABC-000N

e data element ICH-E2B(R2) A.1.12/ ICH-E2B(R3)
C.1.10.r ‘Identification number of the report which is
linked to this report’:

UK-ORGABC-0001

o data element ICH-E2B(R2) A.2.2/ ICH-E2B(R3) C.4.r.
‘Literature reference(s)”:

Literature reference in line with uniform requirements
for manuscripts submitted to biomedical journals
including DOI if available: e.g. ,N Engl J Med 1997;
336:309-15. doi:10.1056/NEJM199701233360422"

e No copy of the literature article required since the copy
was already submitted for case 1.

=
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VI. Appendix 3 MeodalitiesforreportingReportingmModalities

for the submission of ICSRs in EU

VI.App.3.1. Modalities applicable to competent authorities in Member
States and to marketing authorisation holders
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Figure-VE-1-Figure VI.3. Business process map - ICSRs submission in EU by competent authorities

in Member States (NCAs) and marketing authorisation holders (MAHSs). See steps description in Table
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Fable-VE-5-Table VI.6. Process description - Suspected-adversereaction-ICSRs repertirg-submission
in EU by competent authorities in Member States (NCAs) and marketing authorisation holders (MAHS).

See process map in Figure VI.4.—Finalarra—gements

Description Responsible

Organisation

1 Start. Receipt by the NCA or the MAH of a report of a NCA/MAH
. suspected adverse reaction related to a
medicine-al product (ADR report). Go to step 2.
2 Open-Create Open-and-<cCreate an individual case safety report NCA/MAH
ICSRease. (ICSR). Go to step 2.1.
2.1 Is ICSR valid? Is the report a valid ICSR in accordance with VI.B.2.? NCA/MAH
If no, follow-up on the ICSR as_described in
VI.App.1.1.
If yes, go to step 3.
3 Is-case-serious? If No-go-to-step-3-1- NCA/MAH
fYes,gotostep4-
3 Is ICSR serious? Is the ICSR serious? NCA/MAH
If No go to step 3.1.
If Yes, go to step 4.
3.1 Is ease-ICSR from Is the ICSR from EEA? NCA/MAH
EEA?
If No go to step 3.2.
If Yes, go to step 4.
3.2 End. The ICSR is not serious and it is not from the EEA. It NCA/MAH
should not be sent to EV.
4 Send-Submit ICSR Fransmit-Submit the ease-ICSR (EEA and non-EEA NCA/MAH
to EV. serious, and EEA non-serious) to EudraVigilance
(EV){aHserious—and-EY-nen-serious)telectronicatly; in
ICH--E2B(R2/R3) format as an XML message asan
xmiXME-message-within the relevant time frame (15
or 90 days, as applicable);-te-E\._Non-serious non-
EEA ICSRs should not be submitted to EV. Go to step
5.
See guidance in the EU ICSR Implementation Guide
(EMA/51938/2013) in case of system failure in safety
message generation, submission, receipt, processing
and rerouting.
5 Message received in  Receive the message in the EV._Go to step 6. EMA
6 Technical Validation Every message thatis-received in EV is validated EMA
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Description Responsible

Organisation

(EV Business Rules). against the EudraVigilance Business Rules and an

Ackrowledgement-acknowledgement message (ACK)
is created specifying whether ernetthe mmessage &

the-easelCSR(s) therein are validcorrect.

The acknowledgement message is sent to the sender
(Go to step 7).

- E2B(R2) messages will receive an E2B(R2)
acknowledgement.

- -andan-E2B(R3) messages will receive an
E2B(R3) acknowledgement.

- A valid-correct messageE2B(R2) ICSR will have an
E2B(R2) ACK code 01+ (ACK B.1.8).

- An nen—vatd-E2B(R2) ICSR not correct will have
an E2B(R2) ACK code 02 (ACK B.1.8).

- _An-ren-valid E2B(R2) message will havean
ACKreceive an 83-transmistontransmission
acknowledgement code 03 82(ACK A.1.6) {if a
case-contained-thereinthe message-itself is not

correctly formattedy.

- A walidcorrect E2B(R3) ICSR will have an E2B(R3)
ACK code “CA"” (ACK.B.r.6).

-__An nen-valid)}-or-083-E2B(R3) ICSR not correct will
have an E2B(R3) ACK code “"CR"” (ACK.B.r.6).

- An nen-valid-E2B(R3) message will receive an
SAR™transmisiontransmission acknowledgement
code “AR” (ACK.A.4)- {if the message itself-is not
correctly formatted).

7 Senrd-ACK_message The acknowledgement message created in step 6 is EMA
sent. transmitted to the ease-sender no later than 2
business days following the receipt of the easeICSR.

Go to step 9-11 for the EMA’s next step.

Go to step +8-8 for MAH/NCA'’s next step.

8 Stere-inEV- Onece-thecase-has beenvalidated,itissteredinthe EMA
B
9 Was-apesitive ACK IfNogotestep9-1= EMA
- IfYes,gotostep 92+
9+ Await-corrected Fhe-sendershould-correcteverycasewith-anerror EMA
ACK i within b | .
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Description Responsible
Organisation

EV-by-a MAH-it-will I :

168 Receive ACK Receive the ACK message.; NCA/MAHMAHA
message.Reeeive NEA

Aassociate it with the relevant easeICSR{s} and
check_that te-ensure-thatthe-ease-wasit was
considered valid._Go to step 9.

ACK:

119 Is a-ICSR pesitive Is a positive acknowledgement code received for the NCA/MAHMAH/
AACK positive?eede ICSR? NEA
Otreceived?

If yes, go to step—1+ 9.1.

If no, then the regulatory timeline clock has not
stopped and the ease-ICSR should be corrected and
re-transmitted to EV within the relevant regulatory
reperting-timelines. Day 0 remains as the day that
the first information was received. Go to step 10 to
correct the ICSR.A

Neither an_ICSR not correct (with an E2B(R2) ACK
code 02 or E2B(R3) ACK code “CR"), nor a message
not correct (with an E2B(R2) transmission
acknowledgement code 03 ACKk-deesnot-censtituteor
E2B(R3) transmission acknowledgement code “AR”
transmisienacknewledgementeede) constitutes new
information. Ge-te-step—12{Cerrectcase}

-+ End. End the process for this ICSRversien-of-the-€ease. NCA/MAHMAHA
9.1 Normal follow-up activities should continue and if any NEA
follow-up report is received, return to step 1.
1210 Correct easelCSR. Correct the ICSR ease-to remove the errors identified NCA/MAHMAH/
in the ACK._Go to step 10.1. NEA
124+ Resubmit corrected Resubmit the corrected ICSR to EV. NCA/MAHMAHA
10.1 ICSR. NEA

Go back to step 5 for the receipt of the corrected
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Description Responsible

Organisation

ICSR in EV.~

11 Store ICSR in EV. Once the ICSR has been technically validated (step EMA
6) and the acknowledgement message is transmitted
to the sender (step 7), the ICSR is stored in the EV.

Go to step 12.

12 Was ICSR ACK Did the technical validation of the ICSR in step 6 EMA
positive? create a positive ACK code?
If no, perform no further processing on this version
of the ICSR and go to step 12.1
If Yes, go to step 13.
12.1 Await corrected The sender should correct every ICSR with an error EMA
case. ACK and retransmit it within the appropriate
regulatory timelines.
EMA periodically assesses all ICSRs with an error ACK
for which a corrected version has not been
transmitted and contact the sender to inform of these
missing corrected ICSRs. If a sender fails to correct
the ICSRs, this information is incorporated into data
quality assessments and the appropriate committee
is informed.
The ICSR stored in EV (step 11) while waiting for
corrected version. Go back to step 5 upon receipt of
the corrected ICSR.
13 End. The ICSR is now stored in EV. EMA

It is available for signal detection and data quality
analyses following duplicate detection and recoding.

If the ICSR occurred in the EU and was transmitted
to EV by a MAH, it will be rerouted to the relevant
NCA (see VI.App.3.4).

See guidance in the EU ICSR Implementation Guide
(EMA/51938/2013) in case of system failure in safety
message generation, submission, receipt, processing

and rerouting.
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| VI.App3-2App.3.12. Final-arrangementsRequirements applicable to
marketing authorisation holders

FableVI-6--Table VI.7. ICSRs submission requirements Reperting-requirements-applicable to

marketing authorisation holders —Final-arrangements

Marketing authorisation Origin Adverse Destination
procedure reaction type
e Centralised EU All serious e EudraVigilance database 15 days
¢ Mutual recognition, All non-serious o EudraVigilance database 90 days
decentralised or
subject to referral Non-EU All serious o EudraVigilance database 15 days

e  Purely national

| VI.App3-2-2—Final-arrangementsApp.3.23. Requirements applicable to

competent authorities in Member States

Fable-VI-7-Table VI.8. ICSRs submission requirements Reperting-requirements-applicable to
competent authorities in Member States —Final-arrangements

Marketing authorisation Origin Adverse Destination

procedure reaction type

e Centralised EU All serious e EudraVigilance database 15 days

e Mutual recognition,
decentralised or

All non-serious e EudraVigilance database 90 days

subject to referral

e Purely national
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VI.App3App.3.34 Fransmissien-and-+rRerouting of-FESRs-to competent
authorities in Member States-> of ICSRs submitted to Eudra Vigilance by

marketing authorisation holders

Figure-VVI3-—Figure VI1.4. Business process map - Fransmissienand+rRerouting ef FESRs-to
competent authorities in Member States_(NCAs) of ICSRs submitted to EudraVigilance by marketing

authorisation holders (MAHSs). See steps description in Table VI.9.
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Fable-VI8-Table VI.9. Process description - Fransmissienand-rRerouting ef FESRs-to competent
authorities in Member States (NCAs) *?of ICSRs submitted to EudraVigilance by marketing
authorisation holders (MAHSs). See process map in Figure VI.5.

Description Responsible

Organisation

1 Start. Receipt by the MAH of a report of a-suspected MAH
) adverse reaction related to a medicine-al
Reeeivereport:
product (ADR report). Go to step 2.

2 Create ICSR.Open Open—and-€eCreate an individual case safety report MAH
cases (ICSR). Go to step 3.

3 Send-Submit valid Submit the valid ICSR (EEA and non-EEA serious, MAH
ICSR to and EEA non-serious) to EudraVigilance (EV)

EudraViganee (EV}. Transmitthecaseeleetronically—in ICH--E2B(R2/R3)
format as an xmtXML message within the relevant
time frames (15 or 90 days, as applicable);te-EV.
Non-serious non-EEA ICSRs should not be submitted
to EV. Go to step 4.

Proceed as outlined in VI.App.1.1. if the ICSR is not
valid.

See guidance in the EU ICSR Implementation Guide
(EMA/51938/2013) in case of system failure in safety
message generation, submission, receipt, processing

and rerouting.

4 Message rReceived Receive the message in the EV._Go to step 5. EMA
in EV.
5 Technical Validation Every message that is received in EV is validated EMA

(EV Business Rules). against the EudraVigilance Business Rules and an
Acknowledgement message (ACK) is created
specifying whether ernetthe message &and the
ICSRease(s) therein are valid.

The acknowledgement message is sent to the MAH

(Go to step 6).

- E2B(R2) messages will receive an E2B(R2)
acknowledgement.

- —andanr-E2B(R3) message will receive an E2B(R3)
acknowledgement.

- A valid-correct messageE2B(R2) ICSR will have an
E2B(R2) ACK code 01+ (ACK B.1.8).

- __An ren-valid-messageE2B(R2) ICSR not correct

will have an E2B(R2) ACK code 02 {ifa—<€ase
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Description Responsible

Organisation

contained-therein-is(ACK B.1.8).

——An nen-vatid)yoerB83-E2B(R2) message will receive
a an-03-transmisiontransmission

acknowledgement code 03 (ACK A.1.6) {if the
message itself-is not correctly formattedy.

- A correct vahid-E2B(R3) ICSR will have an
E2B(R3) ACK code “CA” (ACK.B.r.6).

- An nen-vahid-E2B(R3) ICSR not correct will have
an E2B(R3) ACK code "CR” (ACK.B.r.6).

- An nen-valid-E2B(R3) message will receive a f
AR transmisientransmission acknowledgement
code “AR” (ACK.A.4)- {if the message itself-is not
correctly formattedy.

6 ACK message sent. The acknowledgement message created in step 5 is EMA
transmitted to the MAH no later than 2 business days
following the receipt of the ICSR.

Go to step 10 for EMA’s next step.
Go to step 7 for MAH’s next step.

=z Send-ACK- The-acknowledgement-message-created-in-step-5-is EMA
transmitted-to-the case sendernolaterthan2
busi I Colowi . : _

717 Receive ACK Receive the ACK message.; Aassociate it with the MAH

message. relevant ICSR easef{s}-and check to ensure that the
€ase-it was considered valid._Go to step 8.
728 Waslsa Is a positive acknowledgement code received for the MAH
itiveICSR ACK ICSR?
eode

If Yes, go to step 7~2-8.1.
Qireeeivedpositive? 9 P =

If no, then the regulatory timeline clock has not
stopped and the ICSRease should be corrected and
re-transmitted to EV within the relevant regulatory
repoerting-timelines. Day 0 remains as the day that
the first information was received. Go to step 9 to
correct the ICSR.A

Neither an_ICSR not correct (E2B(R2) ACK code 02 or
E2B(R3) ACK code “"CR"), nor a message not correct
(E2B(R2) transmission acknowledgement code 03
ACK-doesnot-constituteor E2B(R3) transmission
acknowledgement code “AR"transmision
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Description Responsible

Organisation

acknewledgementeede) constitutes new
information.Ge-te-step7-2-2{Correctease):

72 End. End the process of transmitting this version of the MAH
18.1 ICSRease to EV. Normal follow-up activities should
continue and if any follow-up is received, return to
step 1.
72  Correct ICSRease. Correct the ICSRease to remove the errors identified MAH
29 in the ACK. Go to step 9.1. andretransmitthe-ease
te-EV{gebacktostep3)-
9.1 Resubmit corrected Resubmit the corrected ICSR to EV. MAH

ICSR.
Go back to step 4 for the receipt of the corrected

ICSR in EV.

10 ICSR stored in EV. Once the ICSR has been technically validated (step EMA
5) and the acknowledgement message is transmitted
to the MAH (step 6), the ICSR is stored in EV. Go to

step 11.
11 Was ICSR ACK Did the technical validation of the ICSR in step 5 EMA
positive? create a positive ACK code?
If no, perform no further processing on this version
of the ICSR and go to step 11.1
If Yes, go to step 12.
8 Was-apesitive ACK fyes,go-tostep S+ EMA
code-Blreceived?
recetvea ¥ro : : . . .
ef thecaseand-gotostep-8-1
811 Await corrected Fhe-sendershould-correct-everycase-with-an-error EMA
1 ICSRease. ACK—and-retransmitit-withinthe regulatery reperting

be-infermed-The sender should correct every ICSR
with an error ACK and retransmit it within the
appropriate regulatory timelines.

EMA periodically assesses all ICSRs with an error ACK
for which a corrected version has not been
transmitted and contact the sender to inform of these
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Description Responsible

Organisation

missing corrected ICSRs. If a sender fails to correct
the ICSRs, this information is incorporated into data
guality assessments and the appropriate committee
is informed.

ICSR stored in EV (step 10) while waiting for
corrected version. Go back to step 4 upon receipt of
the corrected ICSR.

912  Assess-easesin Whenever a message has passed the technical EMA
message:Is ICSR validation_(step 11), the ICSReases therein should
from EEA? beare immediately assessed to determine the

primary source country where-thereaction-eceurred
for regulatory reporting purposes.

Is the ICSR from EEA?

If Yes, go to step 13.

If No, go to step 12.1.

16 Was-ease-fromEY? Fer-every-caseassesswhetherthe-countryof EMA
fYes,gotostep11-
H-Ne;gotostep16-1
10812 End. The ICSRease is now stored in EV-. EMA
.1

It is 8-foHowi T ion-8 . .

be-available for signal detection and data quality
analyses_following duplicate detection and recoding.

4113 EEA ICSR processing The ICSReases occurring in the EEAEU-will-be_are EMA
for rerouting. extracted from the message for processing prior to
Extract-easesfrom retransmission_to the relevant NCA.
messages

For the retransmission of E2B(R2) messages the
‘Message sender identifier’ (ICH E2B(R2) M.1.5) of
the sending MAH is inserted in data element ‘Sender
organisation’ (ICH-E2B(R2) A.3.1.2) prior to
retransmission. This is to permit the receiving
National Competent Authority (NCA) to
unambiguously identify the MAH responsible for
transmitting the ICSR to EV.

For the retransmission of E2B(R3) messages the data
element N.2.r.2 ‘Message sender identifier’ remains
unchanged with the MAH identifier.

Go to step 14.

See guidance in the EU ICSR Implementation Guide
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Description Responsible

Organisation

1314 ICSR sSentd to
relevant NCA.

145  Reeeivein
: .
DataBase{PhV

BB)-Message
received in NCA

database.

156  Technical Validation
(EV Business Rules).

(EMA/51938/2013) in case of system failure in safety
message generation, submission, receipt, processing

and rerouting.
| e ey |

N-2F2'M dentifier_will
remainunchanged

The ICSRease is transmitted to the relevant NCA ef EMA
the-Member-State-where-thereaction-eceurred-with

no other changes.

Where a Member State has more than one NCA

responsible for post-marketing reports, the

ICSReases occurring in that Member State are sent

to all relevant NCAs._Go to step 15.

Message with FherelevantNCAreceivesthe-message NCA
s PRV-DBEEA ICSRs are_received in the relevant

NCA database. Go to step 16.

Every message should be validated against the NCA
EudraVigilance Business Rules (the same business

rules as in Step-step 5 and an Acknowledgement

message (ACK) is created specifying whether erret

the message &-and the ICSReases therein are valid.

The acknowledgement message is sent to EV (step

17).

A-valid-messagelCSR-will-haveanE2B{R2)}-ACK—<code

w "

A A A A\ ”

A id)-or-63 " . E2B(R2.

w ”

code (it ot |
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Description Responsible

Organisation

formatted)-

- A correct E2B(R2) ICSR will have an E2B(R2) ACK
code 01 (ACK B.1.8).

- An_E2B(R2) ICSR not correct will have an E2B(R2)
ACK code 02 (ACK B.1.8).

- An_E2B(R2) message not correct will receive a
transmission acknowledgement code 03
(ACK A.1.6) if the message is not correctly
formatted.

- A correct E2B(R3) ICSR will have an E2B(R3) ACK
code “"CA” (ACK.B.r.6).

- __An_E2B(R3) ICSR not correct will have an E2B(R3)
ACK code “"CR” (ACK.B.r.6).

- An_E2B(R3) message not correct will receive a

transmission acknowledgement code “AR”
(ACK.A.4) if the message is not correctly

formatted.
16 Stere-in Onee-the-case-has-been-validateditisstored-inthe NEA
BataBase{PhV-DBB)-
1717 Send-ACK_message The acknowledgement message created in step 15 NCA
sent. 16 is transmitted to EV_within 2 business days
following the receipt of the ICSR-re-taterthan2
businessdaysfellowingreceiptof-theease._Go to
step 18.
18 ICSR stored. The ICSR is stored in the NCA database. Go to step NCA
19,
19 Was ICSR ACK Did the technical validation of the ICSR in step 16 NCA
positive? create a positive ACK code?
If no go to step 19.1.
If yes go to step 20.
19.1 Await corrective The concerned NCA with negative acknowledgement NCA
action. is contacted by EMA to resolve the technical issues
and the message is retransmitted if needed.
The ICSR is stored in the NCA database (step 18
while waiting for a corrected version). Go back to
step 15 upon receipt of the corrected ICSR.
End. The ICSRease is now stored in the NEA's-NCA NCA

’8$

database. It isPharmaceVigilanrce DataBase &,

available for signal detection and data quality
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Description Responsible

Organisation

analysesfellewing-duplicate-detection&receding.-wil
I Hable forsi I . I ”

analyses-
18 Reeeive-ACK Fheacknowledgement-message sentin EMA
19 End Fhe-casehasnew been-sueeessfully EMA
retransmitted-to-therelevant NCA:
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VI. Appendix 4 Fransmission-Submission of ICSRs to the
World Health 6rganizatien-Organisation (WHO)*

Figure-VI4—Figure VI.5. Business process map - Fransmission-Submission of ICSRs to the World
Health Organization (WHO) Collaborating Centre for International Drug Monitoring. See steps
description in Table VI.10.
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FableVE9-Table VI.10. Process description - Fransmission-Submission of ICSRs to_the World
Health Organisation (WHO) Collaborating Centre for International Drug Monitoring. See process map in
Figure VI1.6.%*

Description Responsible

Organisation

1 Start. Receipt by the NCA or the MAH of a report of a MAH/NCA/MA
) suspected adverse reaction related to a H
Recelvereport: medicine-al product (ADR report). Go to step
2.Natienal-Competent-Authority (NEA)-or
Marketi Authorisation-Helder—MAH) .
inf 4 ted-ad t
: tient-healt! fessi " H

valid-repeorters
2 Create ICSR.Open Open-and-<cCreate an individual case safety report MAH/NCA/MAH
€aser (ICSR)._Go to step 3.
3 Send-Submit valid Submit the valid ICSR (EEA and non-EEA serious, MAH/NCA/MAH
ICSR to EV. and EEA non-serious) to EudraVigilance (EV)

Fransmit-the-case-electronically—in ICH--E2B(R2/R3)
format as an xmtXML message within the relevant
time frames (15 or 90 days, as applicable);+te
EudraVtigance {E\Y)-. Non-serious non-EEA ICSRs
should not be submitted to EV. Go to step 4.

Proceed as outlined in VI.App.1.1. if the ICSR is not
valid.

See guidance in the EU ICSR Implementation Guide
(EMA/51938/2013) in case of system failure in safety
message generation, submission, receipt, processing
and rerouting.

4 Message rReceived Receive the message in EV._Go to step 5. EMA
in EV.
5 Technical Validation Every message that is received in EV is validated EMA

(EV Business Rules). against the EudraVigilance Business Rules and an
Acknowledgement message (ACK) is created
specifying whether ernetthe message &and the
ICSRease(s) therein are valid.

The acknowledgement message is sent to the sender

(step 6).

- E2B(R2) messages will receive an E2B(R2)
acknowledgement.

- E2B(R3) message will receive an E2B(R3)
acknowledgement.

- A correct E2B(R2) ICSR will have an E2B(R2) ACK
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Description Responsible

Organisation

code 01 (ACK B.1.8).

- An E2B(R2) ICSR not correct will have an E2B(R2)
ACK code 02 (ACK B.1.8).

- An E2B(R2) message will receive a transmission
acknowledgement code 03 (ACK A.1.6) if the
message is not correctly formatted.

- A correct E2B(R3) ICSR will have an E2B(R3) ACK
code “CA” (ACK.B.r.6).

- An E2B(R3) ICSR not correct will have an E2B(R3)
ACK code “CR” (ACK.B.r.6).

- An E2B(R3) message will receive a transmission
acknowledgement code “"AR"” (ACK.A.4) if the
message is not correctly formatted.

A\ ”

w ”

6 ACK message The acknowledgement message created in step 5 is EMA
sent.StereinEV~ transmitted to the sender no later than 2 business

days following the receipt of the ICSR.

Go to step 10 for EMA’s next step.

Go to step 7 for NCA/MAH’s next step.Onee-the-€ease
I Ld i ¥ _
7 Send-ACK- Fhe-acknowledgement-messagecreated-instep5is EMA
transmitted to-the case sender no-later than2
busi I toHowi . ¢ _

7+ Receive ACK Receive the ACK message;. Aassociate it with the MAH/NCA/MAH
message. relevant ICSRease{s) and check to ensure that the

ICSRease was considered valid.

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final) Page 164/225



Description Responsible

Organisation

728 Wasapesitive-Is Is a positive acknowledgement code received for the MAH/NCA/MAH
ICSR ACK eede ICSR?
O1treeeivedpositive?

If Yes, go to step 7~28.1.

If no, then the regulatory timeline clock has not
stopped and the ICSRease should be corrected and
re-transmitted to EV within the relevant regulatory
reperting-timelines. Day 0 remains as the day that
the first information was received. Go to step 9 to
correct the ICSR.

ANeither an_ICSR not correct (E2B(R2) ACK code 02
or E2B(R3) ACK code “CR"), nor a message not
correct (E2B(R2) transmission acknowledgement
code 03 AEKk-doeesneteconstituteor E2B(R3)
transmission acknowledgement code “AR”
transmision-acknowledgement-code) constitutes new
information. Ge-te-step722{Correctease)-

728 End. End the process of transmitting this version of the MAH/NCA/MAH
1 ICSRease to EV. Normal follow-up activities should

continue and if any follow-up is received, return to

step 1.

72  Correct ICSR.ease Correct the ICSRease to remove the errors identified MAH/NCA/MAH
29 in the-ACk—and-retransmitthe-case toEVV{go-backte
step—3). Go to step 9.1.

9.1  Resubmit corrected  Resubmit the corrected ICSR to EV. NCA/MAH
ICSR.
Go back to step 4 for the receipt of the corrected
ICSR in EV.
10 ICSR stored in EV. Once the ICSR has been technically validated (step EMA

5) and the acknowledgement message is transmitted
to the MAH (step 6), the ICSR is stored in EV. Go to

step 11.
811  Was a-pesitiveICSR Did the technical validation of the ICSR in step 5 EMA
ACK —<ede create a positive ACK code?
01 ?reeeivedpositive?
Ifyes,go-tostep9
2
If no, perform no further processing on this version
of the ICSRease and go to step 811.1.
If Yes, go to step 12.
811. Await corrected The sender should correct every ICSRease with an EMA
1 ICSRease. error ACK and retransmit it within the appropriate

regulatory reperting-timelines.Periodically-the EMA
I " ” ACKf hict
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N

W lE

Is ICSR from
EEA?Assess—easesin
message-

End.

EEA ICSR

processing. Extract
casesfrom-message

Redaet&

replaceExtractdata
i h B\ E

Responsible
Organisation

Description

corrected-cases— EMA periodically assesses all ICSRs
with an error ACK for which a corrected version has
not been transmitted and contact the sender to
inform of these missing corrected ICSRs. If a sender
fails to correct_the ICSReases, this information sheuld
beis incorporated into data quality assessments and
the appropriate committees-shewld-be_is informed.

The ICSR is stored in EV (step 10) while waiting for a
corrected version. Go back to step 4 upon receipt of
the corrected ICSR.

Once a week, for every message that has passed the EMA
technical validation, the ICSReases therein sheuld
beare assessed to determine the country where the

reaction occurred for regulatory reporting purposes.

Is the ICSR from EEA?

If Yes, go to step 13.

If No, go to step 12.1.

The ICSRease is now stored in EV. &fellewing EMA

duplicate-detection-&recoeding-will-belt is available
for signal detection and data quality analyses
following duplicate detection and recoding.

Prior to sending the ICSRs_to the World Health
Organization (WHO) Collaborating Centre for
International Drug Monitoring, theFhe ICSRseases
occurring in the EY-EEA is-are extracted frem-the
message-for-processing-priortoretransmissionin line
with the EudraVigilance Access Policy for Medicines
for Human Use®®. Go to step 14.

Priort e th to-the WorldH
- L (WHO)-Collat . - :

EMA

95 Ref.: EMA/759287/2009; EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/
EudraVigilance/ Access to data.
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Description

Responsible
Organisation

131 CopySend The ICSRseases are copied-to-physical-media-sent EMA
4 ICSReases to through the VigiBase API-which—returnsa-messagelb
physieal-mediasent for-each-file submitted. Go to step 15.
through-theVigiBase
APto WHOZ-.
Centres
151 Message rReceived The submitted message with the EEA ICSRs is WHO
45 physical-mediaCases received by WHO Collaborating Centre—reeeives-the
by WHO. physical-mediacases. A Message ID for each
submitted file is created and sent back to- EMA. Go
to step 16.
16 Technical Validation. Technical validation is performed on the submitted WHO
ICSRs. A status code is recorded for each message.
Go to step 17.
17 Status code sent to The message status code created in step 16 is WHO
EMA. transmitted to EMA with the corresponding Message
ID. Go to step 18.
161  Stereecasesin Once the ICSReases have been validated, they are WHO
58 PharmacoVigianee stored in the PRV-WHO databasebB--A-statuscede-is
DataBase{PhV recorded-foreach—message. Go to step 19.
BB)-ICSRs stored in
WHO database.
16 EMA-Cheeksstatus EMA-uses-the-messagelb-to-checkthe statusecodeof EMA
197 Was apesitive Ifyes;go-to-step19Did the technical validation in EMAWHO
status code step 16 create a positive status code?
reeeivedpositive?
If no, go to step 189.1.
If yes, go to step 20.
189. Await corrective WHO UMC is contacted by EMA to resolve the EMAWHO
1 action.CentaetWHO  technical issues: and the message is-Hf-a-message

toreselve-teehnicat

issue

needste-be- retransmitted if needed. go-to-step12;
£ thic i o | "

-ICSRs are stored in WHO database (step 18 while

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final)

Page 167/225



Description Responsible

Organisation

waiting for corrected version). Go back to step 15
upon receipt of the corrected ICSRs.

End. ICSREases are now stored in the WHO Collaborating WHO
Centre’s PharmaceVigianree-BdataBbase-&;— and
-~ ol I ong8 . e
available for signal detection-and-data—guatity
analyses.

S
N
o |
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VI. Appendix 5 Nullification of cases

General principles regarding the nullification of cases are previded-inMEE 62210 Thefolowing
recommendatiensoutlined in VI.C.6.2.2.9.

Fable-VI-10-Table VI.11. Examples of scenarios for which #eSRs-cases should be nullified

Ex. Scenario Action

1 An individual case has been identified as One of the individual cases should be nullified. The
a duplicate of another individual case remaining valid case should be updated with any
previously submitted- by the same additional relevant information from the nullified
sender. case.

e NOTE: In case of duplicate reports where one
report needs to be nullified, the update of the
remaining case should be performed in the form
of a follow-up report®®. Information on the
identification of the nullified case(s) should be
provided in the follow-up ICSR_(Section ICH-
E2B(R2) A.1.11/ ICH-E2B(R3) C.1.9.1 ‘Other
case identifiers in previous transmissions’).

2 A wrong ‘Worldwide unique case The case with the wrong ‘Worldwide unique case
identification number’ (ICH-E2B(R2) identification number’ (ICH-E2B(R2) A.1.10/ ICH-
A.1.10/ ICH-E2B(R3) C.1.8.1) was E2B(R3) C.1.8.1) should be nullified.

accidentally used and does not refer to
an existing case.

A-nrew-case-sheuld-becreated-witha—<cerreet
‘Ml.c.l:ld”’ids ”qq re-case dE?EIfEEEEF 2 qqlEEl:,-

3 On receipt of further information it is The case should be nullified.
confirmed that that the adverse
reaction(s) occurred before the suspect
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Ex. Scenario Action

drug(s) was taken.

4 On receipt of further information on an The case should be nullified.
individual case, it is confirmed that the
patient did not receive the suspect
drug=(s). Minimum repertinrg-criteria for
an-ICSR submission as outlined in VI.B.2
are no longer met.

5 On receipt of further information it is The case should be nullified.
confirmed by the same reporter that the
reported adverse reaction(s) did not
occur to the patient. Minimum reperting
criteria foran ICSR submission as
outlined in VI.B.2are no longer met.

6 On receipt of further information it is If #there is confirmation in a follow-up report that
confirmed that there was no no patient was involved, ret-pessible-te-ebtain
vatididentifiable patient for the individual eenfirmation-efverify-the-patient’s-existence;then

case. The Mminimum repertirg-criteria the case should be nullified.
for an ICSR as outlined in VI.B.2 are no
longer met.

Fable-VI1i1-Table VI.12. Examples of scenarios for which IESRs-cases should NOT be nullified

Ex. Scenario Action

7 A wrong ‘Worldwide unique case The report with the wrong ‘Worldwide unique case
identification number’ (ICH--E2B(R2) identification number’ (ICH-E2B(R2) A.1.10/ ICH-
A.1.10/ ICH-E2B(R3) C.1.8.1) was E2B(R3) C.1.8.1) should not be nullified.

accidentally used. This wrong 1€H-
E2B{R2)-A-1+-10-"'Worldwide unique case

identification number’ referred to anra
different existing case.

A-felloew-upAn amendment report should be
submitted to correct the information previously
submitted.

A new ICSR should be created and submitted with
the correct ‘Worldwide unique case identification
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EXx. Scenario

8 On receipt of further information on an
individual case, it is confirmed that the
patient did not receive the marketing
authorisation holder’s suspeet
dragmedicinal product. However, the
patient received another suspected
drugsproduct (active substance)
previously not reported and the
minimum reperting-criteria foran ICSR
submission are still met.

9 On receipt of further information the
reporter has confirmed that the reported
adverse reaction is no longer considered
to be related to the suspect medicinal
product(s).

10 Change of the individual case from
serious to non-serious (downgrading).

Action

number’.
The case should not be nullified.

A follow-up should be submitted within the
appropriate time frame-with-the updatedinformation
enthe—case.

The case narrative should clearly indicate that the
patient did not receive the company’s medicinal

product.

The new suspected medicinal product (active
substance) should be specified in section ‘Drug
information’ (ICH-E2B(R2) B.4/ ICH-E2B(R3) G.k) of
the ICSR. Furtheritisrecommended-thattheinitial

Kok thorisationholder(ICH-E2B(R2) ;

The case should not be nullified.

A follow-up report should be submitted within the
appropriate time frame with the updated information
on the case.

e ICH-E2B(R2): Section B.4.k.18 ‘Relatedness of
drug to reaction(s)/event(s) (repeat B.4.k.18.1
through B.4.k.18.4 as necessary)’ should be
populated as necessary.

e ICH-E2B(R3): Section G.k.9.i ‘Drug-
reaction(s)/ Event(s) Matrix (repeat as
necessary)’ should be populated as necessary.

The case should not be nullified.

A follow-up report or an amendment report
(depending on whether new information was
received or not) should be submitted-with:

« ICH-E2B(R2): the data element A.1.5.1
‘Seriousness’ (FEH-E2B{R2)-A-1-5-1)should be

populated with the value ‘No’ without selection
of a value for the data element A.1.5.2
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EXx. Scenario

11 The primary source country has
changed, which has an impact on the
IEH-E2B{R2) convention regarding the
creation of the ‘Worldwide unique case
identification number’ (ICH-E2B(R2)
A.1.10)-/ICH-E2B(R3) C1.8.1).

Action

‘Seriousness criteria {(IEH-E2B{R2)}-A-1-52)-

. The data element A.1.9 ‘Does this case fulfil

the local criteria for an expedited report?’ (fcH-

E2B(R2)-field-A-1+9should remain populated

with the value ‘Yes’.

ICH-E2B(R3): the data element E.i.3.2
‘Seriousness Criteria at Event Level’ should not
be populated if the reaction is not serious. The
data element C.1.7 ‘Does This Case Fulfil the
Local Criteria for an Expedited Report?’ should
remain populated with the value ‘Yes'.

The case should not be nullified.

o TheICH-E2B(R2): The data element A.1.0.1

‘Sender’s (case) safety report unique identifier’
HEH-E2B{R2)A-1+-08-1)can be updated on the
basis of the new primary source country code.
However, the data element A.1.10 ‘Worldwide
unique case identification number’ ({cH-E2B{R2)
A-1-168)-should remain unchanged.

If, for some technical reason; the sender’s local
system is-notfully TCH-E2B(R2)-compliantand
cannot fellewapply this policy, then the sender
should nullify the original case. A new case
should be created using the data element A.1.10
with a new ‘Worldwide unique case identification
number’ FEH-E2B{R2)-A-1-18) reflecting the
changed primary source country code. The
‘Worldwide unique case identification number’
HEH-E2B{R2)-A-1-10)-of the case that was
nullified should be reflected in the-data
elementssection A.1.11 ‘Other case identifiers in

previous transmissions {EH-E2B{R2}-A-1-11)-.

ICH-E2B(R3): The data element C.1.1
‘Sender’s (Case) Safety Report Unique Identifier’
can be updated on the basis of the new primary
source country code. However, the data element
C.1.8.1 ‘Worldwide Unigue Case Identification
Number’ should remain unchanged. If, for some
technical reason the sender’s local system
cannot apply this policy, then the sender should
nullify the original case. A new case should be
created using the data element C.1.8.1 with a
new ‘Worldwide Unique Case Identification

Number’ reflecting the changed primary source
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EXx. Scenario

12

13

14

The suspected medicinal product belongs
to another marketing authorisation
holder (e.g. a product with the same
active substance but marketed under a
different invented name).

The suspected medicinal product taker
received by the patient does not belong
to the marketing authorisation holder
(same active substance, the invented
name is unknown and the report

originates from a country, where the
marketing authorisation holder has no
marketing authorisation for the medicinal
product in question).

The case is mistakenly
repertedsubmitted by the marketing
authorisation holder A although the
marketing authorisation holder B as co-
marketer is responsible for reperting-the
submission of the case.

Action

country code. The ‘Worldwide unique case

identification number’ of the case that was
nullified should be reflected in the data elements
C.1.9.1 ‘Other Case Identifiers in Previous
Transmissions’.

The case should not be nullified.

It is recommended that the initial sender informs the
other marketing authorisation holder about this case
(including the ‘Worldwide unigue—€case-identification
Aumber'Unique Case Identification Number’ (ICH-
E2B(R2) A.1.10)used/ ICH-E2B(R3) C.1.8.1). The
original organisation should also submit a follow-up
report to provide this new information.

The other concerned marketing authorisation holder
should create a new case and specify the reference
case number and the name of the initial sending
marketing authorisation holder inthe-data—elements
company-Rame-of regulatery-ageney) (ICH-E2B{R2)
EudraVigitance-database-(ICH-E2B(R2) section
A.1.11/ ICH-E2B(R3) section C.1.9.1'Other case
identifiers in previous transmissions’).

The case should not be nullified.

The marketing authorisation holder should submit a
follow-up report with this information within the
appropriate time frame.

The case should not be nullified.

An explanation should be sent by the marketing
authorisation holder A to the co-marketer marketing
autherisation-helder-B that the case has already
been reportedsubmitted. The marketing
authorisation holder B should provide any additional
information on the case as a follow-up report with
the same ‘Worldwide unique case identification
number’ (ICH-E2B(R2) A.1.10)/ ICH-E2B(R3)

C.1.8.1).
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VI. Appendix 6 Data quality monitoring of ICSRs transmitted

electronically

Figure-VI-5—Figure VI.6. Business process map - BataReview of quality meniterirgand integrity of
ICSRs transmitted-electronicallyby the Agency in collaboration with competent authorities in Member
States (NCAs) and marketing authorisation holders (MAHs). See steps description in Table VI.13.

Have
meeting [

|

Yes

Inform
sender
of findings

Highlight for
PhV audit
b o - -l —— —
1

Optional \l

*

AN

Prioritise for |

-———Xo—q

rrors found?

INPUT:
Findings from
previous
assessments

INPUT:
Request from
PhV audit

Decide upon
Sender to

evaluate

Write reporjand
holder

errors

Check for

ICSRs —»| data quality || send to Ph} DB

¥
Sample
for sender

lspjoy aseqeieq Ayd

slojlpne
s 8pjoy
84 Aud

18puag

siossasse Ajpenb
elep s Jap|oy
aseqeled AUd

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final)

Page 175/225



sanuIW e sanuiw Sunsaw
|euy paosay < snoidde | [« yeip o) < asiuesio
) 01 VINg uonesjuesio 01 ¥IA3
ﬁ \ 4
sainseaw
ving an39a.1102 SR CATD
wiopuioy | e Juswaduwr /sainseaw
uonesiuegio o EARRENED
uonesiuegio uo @23y
uonesjuedio awonno
0} Jepuiwizl Jojuow pue  feg
puss 01 N3 p10234 03 YINT
> pu3

JUSWIWOD
pue

Yy

M3IADI 01
uonesuesiQ|

awenno
pioday

y

Aanpg
afessaly Yso|

&

=i
—

A
Ausaiu
pue Ayjenb
YSII 40 MalA3)
viNg

A
uonesjuedio
01 poday
maina1 Ayjenb
pu=s 0} Y3

A
jl\ .
2oueIBIARIPNT
<

U-T ¥ON
<
uysaI h
suonesiuediQ Japusg
U-T HYW
uysd| h
AanRg
3Bessaly ¥saI

&

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)

Page 176/225

EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final)



—
[
NCA 1-n
ICSRs quality I
and integrity
—
review by [
EMA
MAH 1-n
Y H
EV quality I
review report
sent to
organisation :
No corrective No Yes Corrective
. Need for N
actions . actions
required by EEIEE required b
actions? q Y
sender sender
® ,, e
Record el Meeting is not
QUIFEEITIE of @ View tt Is meeting required by
SRS commentto required? EMA or
EMA
sender
Meeti . Meeting i
fee ing Meeting ee.tlng is
minutes P organised b P required by
drafted by g Y EMA or
EMA
sender sender
Y
T T
Minutes Final minutes .
Corrective
approved by N recorded by »| |actions agreed| e
EMA and EMA and 2
by sender
sender - sender | |
Corrective
actions .
implemented | |
by sender
EMA record Sender inform
o < EMA about
notification
outcome
Corrective Corrective Reminder sent
actions Are actions actions not | by EMA to
implemented implemented ?, implemented d reviewed
by sender by sender organisation

o @ 0¥ ©

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final) Page 177/225



may-beperformed-by-the same people-orgroups-_Process description — Review of quality and integrity

of ICSRs by the Agency in collaboration with competent authorities in Member States (NCAs) and

marketing authorisation holders (MAHs). See process map in Figure VI.7.

s

43

Description Responsible

Organisation

Start:. Receipt of ICSRs in EudraVigilance (EV) from PRA-RE
. sender organisations (NCAs and MAHs) with helderEMA
Becide-upon obligations for the submission of ICSRs related
S to medicinal products authorised in the EEA. Go
SR to step 2.Seleet-one-of-the-organisations-that
has-transmitted-IESRs-to-your-database:
I"puts i“Ee Ehis dee-ls-le" €ah i"eludel but "eed
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I il fits-Revi : fit !
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hoelder-organisation.

Errorsfound?Are
. .
reguiredNeed for

corrective actions?

Description

related-cheecks,such-as15-day reporting-compliance;
I I il
statistical-Hnrfermatien-A draft report summarising the
outcome of the quality review euteeme-is sent by e-
mail to the concerned sending organisation (EU-QPPV
fer MAH/-NCA hHead of PR¥YPharmacovigilance
Department or MAH EU QPPV-ef NCA)-by-e-mait. Go
to step 4.
\ : i Wsis of th
€ases?
Are corrective actions required by the organisation
being reviewed (NCA/MAH)?

Corrective actions

If Yes, go to peinstept 45.

If No, go to stepstep-5-+-
25 -point 106.

Corrective actions are required by organisation being

Responsible

Organisation

PhV-BB
helderOrganisa

tion being
reviewed

(NCA/MAH)

Organisation

reviewed. Go to step 5.1.

required.Cerrective
. .

! .

- .

End:-Review and

comment.

Hiahii Ry
atreit:

No corrective actions

Review -the draft quality review-report and provide
comments to EMA within the requested time frame.
Go to step 7.

I : aRifi findi houl I
shared-with-them-

No corrective actions are required following the

required by sender.

quality review of the ICSRs submitted by the

Record outcome of

concerned organisation. Go to step 6.1.

Record the outcome of the quality review report. Go

being reviewed
(NCA/MAH)

Phv-DBB
helderOrganisa
tion being
reviewed

(NCA/MAH)

Organisation
being reviewed
(NCA/MAH)

Organisation

review.

End.

to step 6.2.

End of the quality review procedure.

being reviewed
(NCA/MAH)

EMA/
Organisation
being reviewed
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Description

Responsible

Organisation

(NCA/MAH)

572 PrioritiseforAuditIs Is there a need to organise a meeting between the EMA/ PRV-BB

=+ mls meeting reviewed organisation and EMA? holder’s
required? . . . auditersOrganis

Fheauditorinspections-department shouldusethe . .
. . . . . ation being
information-provided-to-them-tofeed-into-decisions }

Yo f I . reviewed
abeut-prieritising-erganisationsferauditor

(NCA/MAH)

inspeetion:If Yes, progressgo to step 68.
If No, pregresqgo s-to step #9.

8 frerm—previous incerporated-into-decisionsabeut-which-sendersto helderEMA/
assessments-A evaluate-&sheouldalse-inferm-the performanceof the QOrganisation
Mmeeting is assessments{e.g-—targetingparticulartypes-ofecase}  being reviewed
required by EMA or and-therepert{decumenting-whetherprevieusty (NCA/MAH)
sender. identified-issues-have-beenaddressed)-A review

meeting is requested by the Ssender ©organisation
or is proposed by EMA. Go to step 8.1.

68.1 A-Mmeeting is A meeting is organised (via TC or face-to-face). Go EMA
organised by EMA. to step 8.2.

68.2 Inferm—senderbraft Inform-the-sender-of-thefindings,including PRV-BB
Meeting minutes requestedremedialactions{e-g-—retransmitting hetderOrganisati
drafted by sender.-ef certain-cases)and-timeframesforthese on being
findings-the-meeting actionsAgreed actions and outcome of discussions to reviewed

be summarised in draft meeting minutes. Go to step (NCA/MAH)
8.3.

68.3 Approvemeeting Approve the meeting minutes as final. Go to step EMA/
mMinutes approved 8.4. Organisation
by EMA and sender. being reviewed

(NCA/MAH)

68.4 Reecerdfinal-Final Record the final meeting minutes. Go to step 10. EMA/
msrinutes recorded Organisation
by EMA and sender. being reviewed

(NCA/MAH)

65 End

79 RequestA meeting? TFhe-sendersheuld-have-the-option-to-choeseto EMA/

is N©Fnot required
by EMA or sender.

neto di the findi
. . " e ¢ _

If-reNo review meeting is required (requested;,—ge-te

step7-1-—Ha-meetingisrequested-go-testep by the

Ssender ©organisation or proposed by EMA).

Proceed-withGo to peintstep 810.

Organisation
being reviewed

(NCA/MAH)Sen
der
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s g

enC-eorrective
measureactionss/tim

Description

The Addressal-findings,takenecessary-stepsto

Responsible

Organisation

SenderOrganisa

preventreecurrence-of such-findings&retransmitany  tion being
required-cases-Reach-agreement-oen-corrective reviewed
measuresactions/ and time frames are agreed by the (NCA/MAH)

sending organisation being reviewed. +—oeutcormeof

eframes agreed by

£The agreement is to be reflected on the basis of the

sender.

Implement

=

(N}
S)

|w  do

£

=
[y

€Corrective
measuresactions
implemented by
sender.

End:-Sender ifnform
EMA about outcome.

Have-meeting-REMA
record
notificationand
moniterouteeme.

End-Have-Are
corrective
measureactions
implemented? been

final quality review report, which is to be recorded.
Go to step 10.1.

The sending organisation should fimplement the
corrective measureactions in accordance with the
agreed methods and time frames. Go to step 10.2.

Organisation

being reviewed
(NCA/MAH)

h-findi I ired } L

, ittedth  untilt
next-time-the-senderis-assessed:Inform EMA
when the corrective measudreactions have been
implemented in line with the final quality review
report. Go to step 10.3.

Ypen-requestfrom-oneparty,ameeting-sheuld-be
hel "’ he findi . r
I . . I . .

ensure-thatthe-casesin-the-database-arecorrectand

shal-be-se-inthe future-Recoerd-The notification of
implementation of the corrective actions in line with
the final quality review report is recorded by the
Agency. Go to step 11. and-meniterthe

ol ) I I ]

Have the agreed corrective actions been
implemented by the sending organisation? EMA
Ynless-furtheractien-hasmonitors and €checks if the
agreed corrective measureactions have been

applied?

e targfun "
assessments);implemented. -by-the organisation

ey I wilt Hitd i
the-senderisassessed

If No, preeeed-go to step 912.

If Yes, go to step 13.

SenderOrganis

ation being
reviewed

(NCA/MAH)

f

:
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Description Responsible

Organisation

12 Corrective actions The agreed corrective actions have not been Organisation
not implemented by implemented by the sending organisation. Go to step being reviewed
sender. 12.1 (NCA/MAH)

912. Sendreminderte Send reminder to the sending organisation being EMA

1 erganisation-being reviewed to implement corrective measureactions.

reviewedReminder Go back to step 10.1.-and-proceed-with-point 84

sent by EMA to
reviewed

organisation.

13 Corrective actions The agreed corrective actions have been Organisation
implemented. implemented by the sending organisation. Go to being reviewed
step 13.1 (NCA/MAH)
13.1 End. The ICSRs quality review procedure ends. EMA/

Organisation
being reviewed

(NCA/MAH)
NOFrequired any-corrective-measures
reviewed
162  End
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VI. Appendix 7 Duplicate detection and management of ICSRs

VI.App.7.1 Duplicate Bdetection in EudraVigilance — Collaboration between

the Agency, competent authorities in Member States and MAHsmarketing
authorisation holders where- dDuplicate ICSRs eriginate-fromsubmitted to
EudraVigilance by the same sender and identified by the Agency
Figure-VI-6—Figure VI.7. Business process map - Duplicate detectionand-managementof
IESRsbDetection (DD) in EudraVigilance - Collaboration between the Agency, competent authorities in
Member States (NCAs) and marketing authorisation holders (MAHs) where- dDuplicate ICSRs eriginate

fremsubmitted to EudraVigilance by the same sender and identified by the Agency. See steps
description in Table VI.14.
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Duplicates

@ confirmed by
EMA?

No

&

“) @

Updated

ICSR Message
Delivery

Duplicates
Same sender?

©

A
Proceed as
outlined in Fig
VI.9 (DD
different
senders)

ICSRs
submitted

to EV

\_/
——— )
Duplicate

Sender PhV management
database

A

Sender to
update/ @
nullify ICSRs
Yes

@ Duplicates

»

No

» confirmed by
sender?

Yes

Y

Duplicates @
addressed?

Yes
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Table VI.14. Process description - Duplicate detectionand-management-of IESRsPDetection (DD) in

EudraVigilance — Collaboration between the Agency, competent authorities in Member States (NCASs)
and marketing authorisation holders (MAHs) where- dDuplicate ICSRs submitted to EudraVigilance
eriginatefremby the same sender and identified by the Agency. See process map in Figure VI.8.

Description Responsible

Detection—with-dDuplicate ICSRs eriginating
fremsubmitted to EudraVigilance by the same

Ssender —Duplieatesand- identified by the
Agency.

1 Buplicate Detection A duplicate detection algorithm is operated in EMA
Bb)in EudraVigilance to detect potential duplicate ICSRs.
EudraVigHaneeEudra Go to step 2.

Vigilance DD
algorithm.

2 Assessment:EMA AHThe potential duplicate_ICSRs need BPMTEMA
Duplicate assessmentidentified by the erganisatien
PeteetionrDD Buplicate-ManagementTFeam{(BDMTF)to-confirm
Management er-deny-their-duplicate-status-

Process. Eollowi I I bl .
-— NeotaDuplicate {go-to-step2-1);

eutcomes-can-alse-be-used-torefine
theEudraVigilance duplicate detection metheds

during-future-development-algorithm are reviewed by
EMA in accordance with the applicable SOP£ and

WINs

3323 SOP— Performi licate_detection i
EudraViail 2 .

3324 WIN—Evatluatienand-managementof detected
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Description

Responsible

Go to step 2.1.

HAre the easesareassessed-as-not-beinrg-duplicate PMTEMA
ICSRs of-oncanetherthenmark-bethcasesas

2.1 Are duplicate ICSRs
confirmed by

EMA?Neta sueh-identified by the EudraVigilance duplicate
BuplicaterMark-as detection algorithm confirmed by EMA?
nota-duplicateAre

. Geolf Yes, proceed to step step-3-(End)-.
there-duplicates?

If No, proceed to step 64.

ifse;when-
13 Sender:Are the make-a-definite-assessment: hoelderEMA
eenfirmed-duplicate . . .
Fhe-sender{who-transmitted-the-case{s)inquestion
ICSRs from the , .
te-the Ph\VBB-holder’s-erganisation)should-be
same sender . .
contacted-torequest-specific infermationneecessary
organisation? ) L
te—confirm-or-deny-duplicatien-
Persenal-dataprotection-mustremainparameunt;—Sse
sufficient-datato-identifyan-individual—Are the
confirmed duplicate ICSRs from the same sender
organisation-era-different sender-organisation?
If Yes, proceed to step 45.
If No, proceed according to the business process map
related to duplicate detection of ICSRs from different
senders outlined in Figure VI.41+9 and Table VI.15 for
the management of duplicate ICSRs eriginate-from
submitted to EudraVigilance by different senders and
identified by the Agency.

4 No confirmed As a result of the duplicate detection management EMA

duplicate ICSRs. process by EMA, it is confirmed that the individual
cases are not duplicate ICSRs. Go to step 4.1.

4.1 EMA to record The outcome of the duplicate detection management EMA
outcome of duplicate process is recorded in accordance with the applicable
management. SOP and WINs. Go to step 4.2.

4.2 End. EMA

22 Reeeiverequest; Once-arequestfor-moreinformation-has-been SenderEMA

draftand-send

reeeived,the-Senderof the case should respend
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(o))

e l.;g

g

-h|$

respentsesEMA to
contact- ICSRs

Ssender.{MAH/NCAY}

Are duplicates

confirmed by
sender?

Description Responsible

rew-irfermatien{Ge-backtestep2)-EEMA contacts
the FESR-sender organisation (MAH/NCA) to inform

about the potential duplicate ICSRs that-havebeen
identified and-confirmed-as-duplicates-in
EudraVigilance-iraceordance-with-the-applicable
WIN=

3325 WIN-Folowi tentialdupti ICSR
with-the-original-senders{indraft}. Go to step 6.

Does the sender organisation confirm EMA EMA/ Sender
assessment of the duplicate ICSRs? organisation

(MAH/NCA)

If Yes, proceed to step 7 for sender next step and to
step 8 for EMA next step.

If No, proceed to step 8 for EMA next step.

Onee-cases-have-been-determined-to-be-duplicates-of BMTFEMA
eneaneotherand-have beentransmittedto-the PhY

Hany-follow—upsarrive foranyof theeases; this = DMT
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http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2012/06/WC500129037.pdf

g%

"4

i

“E ¥

dn
N
N

|co

Write-te-Senders
MAH/NEA)-to

update/nullify cases.

Description

The sender-organisation,asSsender Qorganisation
has-te-updates/nullifiesy the seurece-ofthe-duplicates;
sheuld-be-contactedduplicate easesICSRs in their

Responsible

Sender PhV-DBB
helderOorganis
ation

pharmacovigilance database in aceerdanee-line with (MAH/NCA)
chapter2-3-3-of the guidance provided in GVP
Module VI Addendum I — Duplicate management of
adverse reaction reportsGuideline-enthe Detection
{EMA/13432/20069-
Fhe-sendershould-be-asked-teo<cenfirmerdeny
upticati . . ) I
Go to step 7.1.
R . E. R . | L . S .
PRV-BB-
duplicates-ef eneanother?
Merge Merge-the-duplicates;takinginteaccount Flewehart+ SenderOSender
duplicatesSender 31 he Ssender Sorganisation has organisation
MAHNCAY to-send tesendsubmits anrthe updated ICSRs/nullification (MAH/NCA)
dpdated reports to EudraVigilance in accordance with the
IESR/nutification guidance provided in GVP Module VI Addendum I -
repertUpdated Duplicate management of adverse reaction
ICSRs submitted to reportsGuideline-on-the Detectionand Management
EV. € Dupli Individual-C | Individ -
Safety-Reports(1ESRS)IH(EMAA3432/2009:).. Go to
step 7.2.
End. Sender
organisation
(MAH/NCA)
EMA to If the ICSRs are not confirmed as duplicates by the EMA
record/monitor sender, EMA records the outcome of the duplicate
duplicate
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(o]
-

LT R

TEE

SIS

management
outcome.

Responsible

Description

management. Go to step 8.1.

If the sender confirms the duplicate ICSRs, EMA
monitors that the sender has addressed them by
submitting updated/nullified ICSRs to EV. Go to step

8.1.
Are the duplicate Have the duplicate ICSRs been addressed by the EMA
ICSRs addressed? sender organisation?
If Yes, process to step 8.2.
If No, process back to step 5.
End.
Send-follow- Ferthe-casesthatare merged-underthe master, sendAs SenderEMA
ification-The Wificati he PRV DB holder.
re-arene .
) For-the-case thatis-master;, send-theupdated-caseto
eenfirmed . .
. the Ph\-DB-helderasfellow-up-infermatien—Fhe
duplicates g ission-of y leted
. {HhiA15 e of ¢
. £ the inf o f RV
hotd " . o
i 4 he individual . |
| i ot i I I
I c it of inf orf
Enex The-duplicates-havenow-beenremovedfrom-beth Sender
the-Sender’'s systemand-that of-the PhVV-BBheolder
and-only-the-mastershoewld be-available for-signal
ullless le"ehu up 'III|BIIIIaE'IBII is Ieeeiuedl Ellell Ile
further-stepsneed-betakens
Draftand-senda Reply-to-the Ph\/-BDB-helderwhosent the communication Sender
Mart “NotaEMA  UpenreceiptThe outcome of confirmation-from-the BMTEMA
I Send . I r I .
g " . . it
3323 SOP— Perf . e L
£ Viail (in-draft

A 5 w A ”
I
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Description Responsible
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VI.App.7.2 Duplicate Bdetection in EudraVigilance — Collaboration between
the Agency, competent authorities in Member States and marketing
authorisation holdersMAHs—where dDuplicate ICSRs eriginate
fromsubmitted to EudraVigilance by different sSenders and identified by
the Agency

Business process map - Duplicate BDetection (DD) in EudraVigilance — Collaboration between
the Agency, competent authorities in Member States (NCAs) and marketing authorisation holders
(MAHSs) where— dDuplicate ICSRs eriginatefremsubmitted to EudraVigilance by different senders and
identified by the Agency. See steps description in Table VI.15.

Figure VI.8.
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EV Duplicate
Detection
Different

Senders

_——
EudraVigilance & j¢
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Agorithn__

L 4

EMA merge
v

duplicates & EM& to

record infarm

EMA DD outcome Senders
Management
Process

h 4

Senders to
administrate

duplicates
locally

Fuplicate
from same
ender?,

F Y

Duplicate?

EMA to record
- Ead

TR AT L3
duplicate Y Ll
ranagement Proceed as
outlined in
Figure V1,10

Local Phiv
databases

Mo Yed

End enders
provided

infod

L 4
EMA to
review

requested

info

EMA to

merge Yies
duplicates
and record
autcome

EMA to
record
outcome

¥
F 3

Duplicate

L 4 r
EMA to End
infarm
Senders

about
outcome

Table VI.15. Process description - Duplicate BDetection (DD) in EudraVigilance — Collaboration
between the Agency, competent authorities in Member States (NCAs) and marketing authorisation
holders (MAHs) where- dDuplicate ICSRs eriginatefrom-submitted to EudraVigilance by different
senders and identified by the Agency. See process map in Figure VI.9.

Start. EudraVigilance (EV) Duplicate Detection with
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=

N

N
—

(o8]

[A

duplicates originating from different Senders —
Duplicates identified by the Agency

Example: there is more than one suspect drug and
the same case is submitted to EV by two
MAHssenders; the patient reported the same adverse
reaction to a NCA and the MAH.

Buplicate Detection A duplicate detection algorithm is operated in
{Bbyin EudraVigilance to detect potential duplicate ICSRs.
EudraVighaneeEudra Go to step 2.

Vigilance DD

Algorithm.

EMA Buplicate The potential duplicate ISCRs identified by the
Peteetion-DD EudraVigilance duplicate detection algorithm are
Management reviewed in accordance with the applicable SOP# and
Process. WINs

Are duplicate ICSRs

3323 SOP— Performi " I oo
Eudra\iail . £

3324-WIN—FEvaluationand-management-of detected
b duph i EudraViail z Y.
_Go to step 2.1.

Are the potential duplicate ICSRs identified by the

confirmed by
EMA?Are-there

dupticates?

Are the duplicate

EudraVigilance duplicate detection algorithm
confirmed?

If Yes, proceed to peintstep 3.

If No, proceed to steppeint 49.

ICSRs from the
same Ssender?

Duplicates not
confirmed by EMA.

Are the duplicate ICSRs identified-by-the
EudraViail i I . "
eenfirmedfrom the same sender organisation (NCA or

MAH)?

If Yes, proceed as outlined in Figure VI.8 and Table
VI.14 for the management of duplicate ICSRs
submitted to EudraVigilance by the same sender and
identified by the Agency18.

If No, proceed to steppeint 45.

The potential duplicate ICSRs have been reviewed
and are not considered as duplicate of a single case.

EMA to record
outcome of duplicate

Go to step 4.1.

The outcome of the duplicate detection management

m
=
>

m
>

m
>

m
=
>

m
=<
>

EMA

process is recorded in accordance with the applicable
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management.

SOP and WINs. Go to step 4.2.

4.2 End. EMA

45 Is further Is-there further information necessary from the EMA
information senders’ organisations reguired-to confirm if the
required? potential duplicate ICSRs identified by the duplicate

detection algorithm are duplicates?
If Yes, proceed to steppeint 56.
If No, proceed to steppeint 87.

56 EMA to contact }ESR  Contact the }ESR-sendersenders’ organisationss to EMA
Senders’ obtain additional information on the individual cases
organisationss that have been identified as potential duplicate
(MAH/NCA). ICSRs. Go to step 8.

& Has Senderprovided Cheekifthe Sendershaveprovidedtherequested EMA

H-No;proceedte-5-

7 Duplicate ICSRs The ICSRs are confirmed as duplicate of a single EMA
confirmed. case. Go to step 7.1.

7.1 EMA to merge EMA merges the duplicate ICSRs in line with the EMA
duplicate ICSRs and guidance provided in GVP Module VI Addendum I -
create master case. Duplicate management of adverse reaction reports.

Go to step 7.2.
7.2 EMA to inform EMA informs the senders’ organisations (MAH/NCA) EMA

senders’
organisations about

about the outcome of the duplicate management
(creation of master case) to allow them to take

master case.

action where necessary?®:°°'1%, Go to step 7.3.

%8 NOTE: MAHSs will be able to download “master cases” from EudraVigilance in line with the EudraVigilance Access Policy for
Medicines for Human Use (EMA/759287/2009). The message type (E2B(R2) data element M.1.1; E2B(R3) data element
N.1.1) will have the code “master” to distinguish it from all other ICSR messages, which will have the message type
“ichicsr” (see EU ICSR Implementation Guide; EMA/51938/2013).

MAHs will be able to export from EudraVigilance the original ICSRs that have been merged under the “master case” and
also any nullification to these ICSRs, where applicable (see EU ICSR Implementation Guide; EMA/51938/2013). It is up to
the MAH to decide if they wish to process “master cases” or not.

If the MAH does process the “master case” and it results in the update of one of its own individual cases with the
information from the EudraVigilance master case, the MAH MUST NOT resubmit an updated version of this individual case
to EudraVigilance if there is no receipt of new information that warrants the submission of a follow-up report.

9% A table of master cases and associated duplicates will be made available to aid the duplicate management by Sender
organisations.

100 NCAs can use the EudraVigilance Rerouting Rules Engine to update the rerouting rules to determine if they wish to
receive EudraVigilance “master cases” or not (see EU ICSR Implementation Guide; EMA/51938/2013). The “master cases”
MUST NOT be retransmitted by the NCA to EudraVigilance if there is no receipt of new information that warrants the
submission of a follow-up report.
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7.3 Senders’ The senders’ organisations of the individual cases Sender
organisations to identified as duplicate ICSRs manage the duplicate organisations
administrate ICSRs locally in line with the guidance provided in (MAH/NCA)
duplicate ICSRs GVP Module VI Addendum I — Duplicate management
locally. of adverse reaction reports.

The reference numbers of the duplicate ICSRs and of

EMA master case are captured in data element ‘Other

case identifiers in previous transmissions’ (ICH-

E2B(R2) A.11/ ICH-E2B(R3) section C.1.9.1.).

Go to step 7.4.

7.4 End. Sender

organisations
(MAH/NCA)

8 Have senders’ Check if the sender’s organisations have provided the EMA
organisations requested information?
provided
. . If Yes, proceed to step 9.
information?

If No, proceed back to step 6.

79 EMA to review Review the potential duplicate ICSRs together with EMA

requested info. the requested information provided by the senders’
organisations. Go to step 10.

10 Are duplicate ICSRs Are the potential duplicate ICSRs confirmed following EMA
confirmed? the receipt of the requested information from the

sender’s organisations?
If Yes, proceed to step 11.
If No, proceed to step 12.

11 Duplicate ICSRs The ICSRs are confirmed as duplicate of a single EMA
confirmed. case. Go to step 11.1.

11.1 EMA to merge EMA merges the duplicate ICSRs in EudraVigilance in EMA
duplicate ICSRs and line with the guidance provided in GVP Module VI
create master case. Addendum I - Duplicate management of adverse

reaction reports. Go to step 11.2.
11.2 EMA to inform EMA informs the senders’ organisations (MAH/NCA) EMA

senders’
organisations about

about the outcome of the duplicate management
(creation of master case) to allow them to take

master case.

action where necessary!°*1%2103 Go to step 11.3.

1

%! NOTE: MAHSs will be able to download “master cases” from EudraVigilance in line with the EudraVigilance Access Polic

- NOTE: MAHs will be able to download master cases from EudraVigllance in line with the EudraVigilance Access Policy
for Medicines for Human Use (EMA/759287/2009). The message type (E2B(R2) data element M.1.1; E2B(R3) data element
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11.3 Senders’ The senders’ organisations of the individual cases Sender
organisations to identified as duplicate ICSRs manage the duplicate organisations
administrate ICSRs locally in line with the guidance provided in (MAH/NCA)
duplicate ICSRs GVP Module VI Addendum I — Duplicate management
locally. of adverse reaction reports.

The reference numbers of the duplicate ICSRs and of

EMA master case are captured in data element ‘Other

case identifiers in previous transmissions’ (ICH-

E2B(R2) A.11/ ICH-E2B(R3) section C.1.9.1.).

Go to step 11.4.

11.4 End. Sender

organisations
(MAH/NCA)

12 Duplicate ICSRs not  The potential duplicate ICSRs are not considered as EMA
confirmed. duplicate of a single case based on the review of the

information provided by the senders’ organisations.
Go to step 12.1.

12.1 EMA to record The outcome of the duplicate management process is EMA
outcome of duplicate recorded in accordance with the applicable SOP and
management. WINs. Go to step 12.2.

12.2 End. EMA

8 Fhe-easesare EMA
confirmed
dupticates

N.1.1) will have the code “master” to distinguish it from all other ICSR messages, which will have the message type

“ichicsr” (see EU ICSR Implementation Guide; EMA/51938/2013).

MAHs will be able to export from EudraVigilance the original ICSRs that have been merged under the “master case” and
also any nullification to these ICSRs, where applicable (see EU ICSR Implementation Guide; EMA/51938/2013). It is up to
the MAH to decide if they wish to process “master cases” or not.

If the MAH does process the “master case” and it results in the update of one of its own individual cases with the
information from the EudraVigilance master case, the MAH MUST NOT resubmit an updated version of this individual case
to EudraVigilance if there is no receipt of new information that warrants the submission of a follow-up report.

102 A table of master cases and associated duplicates will be made available to aid duplicate management by Sender
organisations.

103 NCAs can use the EudraVigilance Rerouting Rules Engine to update the rerouting rules to determine if they wish to
receive EudraVigilance “master cases” or not (see EU ICSR Implementation Guide; EMA/51938/2013). The “master cases”
MUST NOT be retransmitted by the NCA to EudraVigilance if there is no receipt of new information that warrants the
submission of a follow-up report.
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9 Fheecasesare NOF = TFhepotential-duplicateshave beenreviewedand-are EMA
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VI.App.7.3 Duplicate detection in EudraVigilance — Collaboration between

the Agency, competent authorities in Member States and marketing
authorisation holders — Duplicate ICSRs submitted to EudraVigilance
byfrem the same Ssender Organisation—duplicatesand identified detected
by the sender organisation prior to the detection by the Agency-in
EudraVigil

Figure VI.9. Business process map -— Duplicate Detection (DD) in EudraVigilance — Collaboration
between the Agency, competent authorities in Member States (NCAs) and marketing authorisation
holders (MAHs) — Duplicate ICSRs eriginating-fremsubmitted to EudraVigilance by-apharmacevigianee
databaseof - o- - Sso0 0 - Organisation INCA/MARN —which-were sentto-EudraMigiance—
Puplicates-deteetedand identified by the sSender ©organisation prior to the detection by the Agency.
See steps description in Table VI.16.

i E e

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final) Page 201/225



End

F 3
MAH to
MAH update/
MAH DD = detects. i
“| | duplicates > nullfy
Management up case(s) and
Process sent to EV send to EV
) -
MAH to access N "
ICSRs in EV 71 MAHPRY -
| database I
F 3
MAH sends
ICSR P ICSR1 IC5FR Messagn Delhary
duplicates —
D F |C3R Message Delvery
-+
EudraVigilance [
"
NCA sends
|CSR ; IGRI ICSR Mass Dedivar
duplicates y e
p 1052 Message Dielivery
EMA to re-route . »”
ICSRs to NCAs ’| NCA PhV I“
database
v
MCA to
NCA update/
NCA DD N detects N nullify
Management "1 | duplicates "1 | case(s) and
Process sent to EV send to EV
v
End

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final)

Page 202/225



MAH or NCA ]
sends ICSR J

ICSR Message
Delivery

duplicates

MAH or NCA
sends ICSR
duplicates

—F—]

®

MAH to access
ICSRs in EV

A

@

End @

AA

EudraVigilance

-

A 4

EMA to re-route
ICSRs to NCAs

©

MAH to
MAH update/
@ MAH DD -~ detects _| |nullify ICSRs @
Management "| | duplicates " & send
Process sent to EV update to
A—/ Ev
ICSR Message
Download
MAHPhV  [*
database
ICSR Message
Delivery
ICSR Message
Delivery
NcAPhy  [¢
% database
ICSR Message
rerouting
y NCA to
NCA update/
@ NCA DD detects nullify ICSRs @
Management "1 | duplicates d & send
Process sent to EV update to
EV
A 4

End @
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Table VI.16. Process description -— Duplicate Detection (DD) in EudraVigilance — Collaboration

between the Agency, Member States and MAHs - Duplicate ICSRs submitted to EudraVigilance

eriginating-from-—a-pharmacevigilance-database-efby the same Ssender Organisatien-(NCA/MAH - which

were-sent-toFEudraViglhance —Buplicates-deteetedand identified by the sSender ©organisation prior to

the detection by the Agency. See process map in Figure VI.10.4nEudraVigitanee

=

N

(o8}

w
—

Start.

ICSR-dDuplicate
ICSRs are
sentsubmitted to
EudraVighianeceEV.

Re-routing of ICSRs

Duplicate ICSRs submitted to EudraVigilance by
e ‘ I - Jatal
ef-the same Ssender (NCA or MAH)Organisatien
ENCA/MAH)-whiel tto-EudraVigil
—DBuplicates-detected and identified by the
Ssender ©organisation prior to the detection by

the Agency.

Duplicated ICSRs ferthe-same-individual-case-are
sentsubmitted to EudraVigilance (EV) by the same
sender (MAH or NCA).

Go to step 2 for duplicate ICSRs submitted by a NCA.

Go to step 4 for duplicate ICSRs submitted by a MAH.

MAHs-EEA ICSRs are rerouted from EudraVigilance to

Sender
Sorganisation

(NEA/MAH/NCA)

EMA/

to NCA.

the NCA in accordance with VI.C.4. and the rerouting

EudraVigilance

principles described in the EU ICSR Implementation
Guide (EMA/51938/2013). Go to step 3.

Duplicate A routine duplicate detection process is performed NCA
Manragement reqularly by the NCA in its pharmacovigilance
PreeessNCA DD and database. Go to step 3.1.
management
process.
Duplicatesdetected; The Fhe-NCA identifies the-duplicate ICSRs of its own NCA
which-were-sent-to cases after their submission sthey-sent-to
EudraVigHaneeNCA EudraVigilance as part of theirits routine duplicate
detects duplicates management process. Go to step 3.2.
sent to EV.
NCA to update/ The NCA rReviews and updates/nullifiesy its own NCA
nullify ICSRss and duplicated individual-easesICSRs and submitssend
send update to the updated ICSRs/ nullification ICSRs to
EV.Review/update/ EudraVigilance in line with the guidance provided in
auHify-casesand GVP Module VI Addendum I — Duplicate management
sene-teoEY of adverse reaction reports. Guidelinre-enthe
Detecti ' M ¢ of Duph Individual
- | Individual-C Safety-R (1CSRS)
EMA/A13432/20809)Go to step 3.3.
En NCA
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4 Access to ICSRs in ICSRs are made accessible to MAHSs in line with the MAH
EudraVigilance by EudraVigilance Access Policy for Medicines for Human
MAHS. Use!%’, Go to step 5.
45 BMAH DDuplicate A routine duplicate detection process is performed AH
and -Mmanagement reqularly by the MAH in its pharmacovigilance
Process. database. Go to step 5.1.
45.1 MAH detects The MAH identifies duplicate ICSRs of its own cases MAH
duplicates sent to Pupticates-after their submission sent to
EV.Buplicates EudraVigilance are-identified-as part of itstheir
cetected—which routine duplicate management process. Go to step
weresentte 5.2.
Eudraviai
45.2 MAH to update/ The MAH Rreviews and updates/nullifyies its own MAH
nullify ICSRs and duplicated individual-casesICSRs and senrdsubmits
send update to the updated ICSRs/ nullification ICSRs to
EV.Review/update/ EudraVigilance in line with the guidance provided in
AuHify-cases-and GVP Module VI Addendum I - Duplicate management
send-toEV of adverse reaction reports.Guideline-en-the
E " ' M ¢ Dupli Individual
Cases-and-Individual-Case-Safety Reports{IESRs)
EMA/13432/26089) Go to step 5.3.
45.3 End MAH

107 Ref.: EMA/759287/2009; EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/

EudraVigilance/ Access to data.
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VI.App.7.4 Duplicate detection in EudraVigilance — Collaboration between

the Agency, competent authorities in Member States and marketing
authorisation holders - Duplicate ICSRs submitted to EudraVigilance by
from-different Ssenders Organisations -and-Buplicates-detected identified
by an ©organisation prior to the detection by the Agency in-EudraVigilance
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Business process map -— Duplicate Detection (DD) in EudraVigilance — Collaboration between the
Agency, competent authorities in Member States (NCAs) and marketing authorisation holders (MAHSs) -
Duplicate ICSRs fremsubmitted to EudraVigilance by different SsenderrOrganisations —Buplicates
deteeted-and identified by an ©organisation prior to the detection by the Agency. See steps description
in Table VI.17.inEudraVigHanee

Figure VI.10.
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Table VI.17. Process description -— Duplicate Detection (DD) in EudraVigilance — Collaboration

between the Agency, competent authorities in Member States (NCAs) and marketing authorisation

holders (MAHSs) - Duplicate ICSRs submitted to EudraVigilance by frem-different Ssenders

Organisations—DBuplicates-deteetedand identified by an ©organisation prior to the detection by the

Agency in EudraVigilance. See process map in Figure VI.11.

=

N

(o8}

(o8]
—

Duplicate ICSRs submitted to EudraVigilance by
frem-different Ssender-Organisatiens -and
identified-Buplicates-deteeted by an
Oorganisation prior to the detection by the
Agency where-duplicates-wereprevietsty-net
e

Example: case series described in the medical
literature submitted by MAHSs to EudraVigilance;
these were previously reported by healthcare
professionals to a NCA, which submitted the cases to
EudraVigilance. Primary source identifiers or patient
identifiers were masked and the duplicate detection
algorithm in EV did not identify the reports as
potential duplicates.

IESR-dMAH and NCA Duplicated ICSRs ferthe-same-individual-caseare Sender
send same duplicate sentsubmitted to EudraVigilance by different senders ©organisation
case to EV.upticates  (NCAs and MAHS). (NCA/MAH)
are-sentte . .

. Go to step 2 for duplicate ICSRs submitted by a NCA.
EudraVigitanee

Go to step 4 for duplicate ICSRs submitted by a MAH.

Re-routing of ICSRs MAHs ICSRs are rerouted from EudraVigilance to the EMA/

to NCA.

NCA dBuplicate
detection and

Mmanagement
Process.

BNCA detects
duplicates sents
detected,—whieh
were-sent to
EVEudraVigHanee.

NCA to inform EMA

NCA in accordance with VI.C.4. and the rerouting
principles described in the EU ICSR Implementation
Guide (EMA/51938/2013). Go to step 3.

A routine duplicate detection process is performed
reqularly by the NCA in its pharmacovigilance
database. Go to step 3.1.

The Fhre-NCA identifies the duplicate ICSRs after their

EudraVigilance

NCA

submission #-sent-to EudraVigilance by multiple
senders as part of its routine duplicate management
process. Go to step 3.2.

The NCA informs EMA by email

about duplicates.

(duplicates@ema.europa.eu) about the duplicate

ICSRs.
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3.23 NCA to aNEAte
administrate

duplicatess locally.

Go to step 3.3 for NCA next step.

Go to step 6 for EMA next step.

The NCA manages the duplicate ICSRs locally in line NCA
with the guidance provided in GVP Module VI
Addendum I - Duplicate management of adverse

reaction reports.

The reference numbers of the duplicate ICSRs are
captured in data element ‘Other case identifiers in
previous transmissions’ (ICH-E2B(R2) A.11/ ICH-
E2B(R3) section C.1.9.1.).

Go to step 3.4Review-and-update/nulify-individual

| 1CSR /nullification ICSR
EudraViail i th-the Guideli "
Detecti | M ¢ of Duph Individual
- | Individual-C Sof R ICSRS)
(EMA/13432/2009)

ICSRs are made accessible to MAHSs in line with the MAH

83

33 End

3.4  End

4 Access to ICSRs in

EudraVigilance by

EudraVigilance Access Policy for Medicines for Human

MAHSs.

54 MAH duplicate
detection and

mbuplicate
Management
Pprocess.

54.1 MAH detects
Bduplicates s

Use'®®. Go to step 5.

A routine duplicate detection process is performed MAH

regularly by the MAH in its pharmacovigilance
database. Go to step 5.1.

The MAH identifies the duplicate ICSRs itsentafter MAH

their submission by multiple senders to

108 Ref.: EMA/759287/2009; EMA website: Home/ Human regulatory/ Post-authorisation/ Pharmacovigilance/

EudraVigilance/ Access to data.
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detected—whieh EudraVigilance as part of its duplicate management

were-sentto process. Go to step 5.2.
EudraVigitaneesent
to EV.
5.2 MAH to inform EMA The MAH informs EMA by email MAH
about duplicates. (duplicates@ema.europa.eu) about the duplicate
ICSRss.
Go to step 5.3 for MAH next step.
Go to step 6 for EMA next step.-and
54.2 Review/update/ The MAH manages duplicate ICSRs locally in line with MAH
3 AuHify-cases-and the guidance provided in GVP Module VI Addendum I
send-teEVMAH to — Duplicate management of adverse reaction reports.
administrate
— The reference numbers of the duplicate ICSRs are
duplicates locally. . . e .
captured in data element ‘Other case identifiers in
previous transmissions’ (ICH-E2B(R2) A.11/ ICH-
E2B(R3) section C.1.9.1.).
Go to step 5.4.Reviewand-updatefnutify-duplicated
indivi | I I I ICSR /mutificati
¢ e Vil . . he Guideh
the [ . ' M £ Dupli
Individual-c | Individual-c SafetyR l
HESRSYEMA/I3432/2009)
43  End
5.4 End.
6 EMA to merge EMA mMerges thepetential-duplicate ICSRs in EMA
duplicate ICSRs and EudraVigilance in line with the guidance provided in
record outcome. GVP Module VI Addendum I — Duplicate management
of adverse reaction reports. Guidelineonthe
Casesand-Individual-Case-Safety-Reports{ICSRs)
EMA/L3432/20869)Go to step 6.1.
6.1 EMA to inform EMA informs the sender organisations (MAH/NCA) EMA
senders about about the outcome of the duplicate management
master case. (creation of master case) to allow them to take

action where necessary!%® 1% 11 Go to step 6.2.

109 NOTE: MAHSs will be able to download “master cases” from EudraVigilance in line with the EudraVigilance Access Policy

for Medicines for Human Use (EMA/759287/2009). The message type (E2B(R2) data element M.1.1; E2B(R3) data element
N.1.1) will have the code “master” to distinguish it from all other ICSR messages, which will have the message type
“ichicsr” (see EU ICSR Implementation Guide; EMA/51938/2013).

MAHs will be able to export from EudraVigilance the original ICSRs that have been merged under the “master case” and
also any nullification to these ICSRs, where applicable (see EU ICSR Implementation Guide; EMA/51938/2013). It is up to
the MAH to decide if they wish to process “master cases” or not.
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6.2 NCA/MAH to Senders’ organisations (NCA and MAH) of the ICSRs Sender
administrate identified as duplicate administrate the information organisations
duplicates locally. about the master case in their database (reference (MAH/NCA)

number of the master case created by EMA to be
captured in ICH E2B(R2) A.1.11 / E2B(R3) C.1.9.1:
‘Other case identifiers in previous transmissions’).
The updated version of the ICSRs should not be
resubmitted to EV. Go to step 6.3.

=
W
m
>

If the MAH does process the “master case” and it results in the update of one of its own individual cases with the
information from the EudraVigilance master case, the MAH MUST NOT resubmit an updated version of this individual case
to EudraVigilance if there is no receipt of new information that warrants the submission of a follow-up report.

110 A table of master cases and associated duplicates will be made available to aid duplicate management by Sender
organisations.

111 NCAs can use the EudraVigilance Rerouting Rules Engine to update the rerouting rules to determine if they wish to
receive EudraVigilance “master cases” or not (see EU ICSR Implementation Guide; EMA/51938/2013). The “master cases”
MUST NOT be retransmitted by the NCA to EudraVigilance if there is no receipt of new information that warrants the
submission of a follow-up report.
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Update the ICSR received
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Both direct fram
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Where did the cases

number of the case N come from?
received via EV &
retransmit to BV Allocate
A 4 L 4
N Update one IC5R,
o Duplicates nullify the ather Mo ACanthe

same sender? ICSR(s] & report all duplicates be

previously reported ullified?

duplicates to EV
Yes
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Inferm EMA about EMA ither inform sender
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dedicated mailbox dedicated mailbax
Sender
v ¥ ¥

EMA Procead ac Update each Nullify the
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1 eutlned-inFigare defined-duplicate-management-processasoutlinedin
62 End
2
Proceed-with-step-64
| I " | I
F V10 ) 4 ith-the Guideh | .
Detecti L M ¢ of Duplicate Individual (MAH/NCA
- | Individualc S afety R 1CSRS
EMA/13432/2009)
65 End
# One-case€ame Fhesenderhasto-update-the ICSRreceived-directly MAHANCA
directfrom-a from-the-primary-source-with-the-case-number-of-the
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VI.App.7.65 Duplicate detection in EudraVigilance — Collaboration between

the Agency, competent authorities in Member States and marketing

authorisation holders — Duplicate ICSRs identified as part of signal
management as outlined in GVP Module IX - €oHtaboration-between-the

AgencyMember States-and MAHs

Figure VI.11. Business process map - Duplicate Detection (DD) in EudraVigilance — Collaboration
between the Agency, competent authorities in Member States (NCAs) and marketing authorisation
holders (MAHSs) - Duplicate ICSRs identified as part of signal management aseutlnredin-GVP Medule
BEXprocess based on EudraVigilance data. See steps description in Table VI.18.

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final) Page 218/225



Potential
duplicates
identified

EVDAS: e-RMR,
line listings,
individual report

Signal

Yes

A

A

Proceed with
signal
management

A

Finalise
signal
management

Proceed as
outlined in
Fig VI.8
(DD same
Sender)

management
process

Potential
duplicates
identified?

No No
duplicates @
identified

Yes

A

Potential Proceed with

duplicates signal
identified management

A 4
Inform EMA \ 4

about
duplicates End
A 4 :

S

Proceed as
outlined in

EMA DD

A

\ 4

Fig VI.9
Management DD different
Process

Senders)

A
EMA to
notify signal
validator

about DD
outcome.

¢

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)
EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final) Page 219/225



Management

= =
——

Duplicate
Detection
EV Signal

e-RMRs etc

Management
GVP Module IX
Signal Validatar

Proceed with
Patential i :;ggr:ll'lent “
duplicate?
i GVP Madule
X
Frocesd with Signal
signal Validator to EMA 1o
mManagement = serd-e-mait = Teview
GVP Module to dedicated notification
IX mailbox
Proceed as Proceed as
outlined in outlined in
_' I Fig V1,10 <} E;":‘ - Fig w1.11
" I?:!E:a ; (DD same Management DD different
i Gl : 3 c:r nl L Sender) ~_ag_“ Senders)
inalise signa
management
EMA Lo
Yy record
EMA to outcome
End inform Signal
Validator of
oo
management
e “

Guideline on good pharmacovigilance practices (GVP) — Module VI (Rev 2)

EMA/873138/2011 Rev 2 Track-change version following public consultation (not to be quoted as final)

Page 220/225



Table VI.18. Process description - Duplicate Detection (DD) in EudraVigilance - Collaboration

between the Agency, competent authorities in Member States (NCAs) and marketing authorisation

holders (MAHs) - Duplicate ICSRs identified as part of sighal management process based on

EudraV|q|Iance data See process map in quure VI. 12 PFeeess—eleseFraﬂen+Dbm+rea%es—+deﬂ%med—as

=

N

(o8]

(o8]
—

Signal Management

Duplicates identified as part of signal
management as outlined in GVP Module IX.

Example: Aas part of the signal management process
based on EudraVigilance data-as-eutlinedin-GYP
Medute-IX, there may be instances where a signal
validator of the Agency, a Member State or a MAH
may identify potential duplicate ICSRs.

Signals are assessed in line with GVP Module IX

process.intine-with

based on electronic Reaction Monitoring Reports

SVP-Modute X

Potential duplicates

(eRMRs), case line listings and individual case report

Signal validator

(EMA/ NCA/
MAH)

forms generated by EudraVigilance (EVDAS). Go to
step 2.

As part of the review of thea signal there may be

identified?

Potential duplicates

individual cases identified that could be potential

duplicates from the signal validator’s perspective:

If potential duplicates are identified, proceed as
outlined under steppeirt 3 and steppeint 4.

If no potential duplicate are identified, proceed as
outlined under steppeint 5.

Potential duplicates have been identified as part of

havebeen-identified. the review of a signal. Go to step 3.1
S . S otai fortt fieati "
odi ol . he Worldwide Uni -

maitbexInform EMA

I ierf individual I

about duplicates.

eonsidered-as-potential-duplicatesInform EMA by

EMA to rReview
notification.

email (duplicates@ema.europa.eu) about the
potential identified duplicate ICSRs. Go to step 3.2

EMA to review notification of potential duplicates and

Signal validator

(EMA/ NCA/
MAH)

Signal validator

(EMA/ NCA/
MAH)

Signal validator
(EMA/ NCA/
MAH)

EMA

initiate duplicate management process.

If duplicates are from the same Ssender
organisation, proceed as outlined in Figure VI.8 and
Table VI.14.

If duplicates are from different Ssender
organisations, proceed as outlined in Figure VI.9 and
Table VI.15.
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EMA to Nnotify
signal validator
about the-outcome

Go to step 3.3.

EMA informs Inferm- the Ssignal VYvalidator about the

EMA

outcome of the duplicate management process. Go to

step 4.2.

eftheDD outcome.
dupticate
management
Reecerd-theoutcome

of-the-dupticate
management
End

Potential duplicates

Potential duplicates have been identified as part of

identified.Petentiat

duplicateshave
; e

Proceed with signal

Signal validator

management.

Finalise signal
management.

End.

No {petentiah)
dupticates-have
been
identifiedduplicates
identified.

Proceed with signal

the signal management activities. Go to step 4.2 (EMA/ NCA/
MAH)

Proceed with the review of the signal in line with GVP ~ Signal validator

Module IX guidance. Go to step 4.2. (EMA/NCA/
MAH)

Finalise the management of the signal -management  Signal validator

based on duplicate detection management feedback (EMA/ NCA/

from EMA (step 3.3). Go to step 4.3. MAH)

No (potential) duplicates have been identified as part

Signal validator

of the review of a signal. Go to step 5.1.

Proceed with the review of the signal in line with GVP

(EMA/ NCA/
MAH)

Signal validator

management.

End.

Module IX&6VP-Medute X quidance. Go to step 5.2.

(EMA/ NCA/

MAH)
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