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Learning objectives

By the end of this session you should have a general understanding of
the:

Signal definition

GVP module IX and signal process

Roles and responsibilities within the EU signal management process
Signal management in AIFA

Standalone signal notification

Emerging Safety Issue

Eudravigilance (EV) and Eudravigilance Access Policy

Use of EV data and eRMR (electronic Reaction Monitoring Report)
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Guidance and Legal Requirements

( Good Pharmacovigilance Practices Module IX revision 1

Addendum of GVP IX with new methodology for Signal

detection

0 Guideline on screening ADRs in EudraVigilance

"f User Manuals on how to use the tool in signal detection
) EMA, NCAs, MAH

@) EMA Question & Answers on Signal Management
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 What’s a Signal?

Signal is an information that arises from one or multiple sources
(including observations and experiments), which suggests a new
potentially causal association, or a new aspect of a known association,
between an intervention and an event or set of related event, either
adverse or beneficial, that is judged to be of sufficient likelihood to
justify verificatory action.

Report of the Council for International Organisations of
Medlical Sciences WG VIII, Practical Aspects of Signal
Detection in Pharmacovigilance (CIOMS, Geneva 2010). g — ‘cﬁ '
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Signals

Signals are generated from several sources, such as spontaneous
reports of suspected adverse reactions, clinical studies and the
scientific literature.

The evaluation of safety signals i1s a routine activity within
pharmacovigilance to establish whether or not there is a causal
relationship between the medicine and the reported adverse event.
In cases where a causal relationship is confirmed or considered
likely, regulatory action may be necessary.

*EMA's Annual Report 2015
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Signal Management Process

* A set of activities performed to determine whether, based on an
examination of

e individual case safety reports (ICSRs),

e aggregated data from active surveillance systems or studies,
« scientific literature information

 or other data sources,

* there are new risks associated with an active substance or a medicinal
product or whether known risks have changed, as well as any related
recommendations, decisions, communications and tracking.
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Signal Management Process

« The EU signal management process includes the following activities:

PRAC Rapp,
Lead MS

30 days 30/60 days

EMA, MSs, MAHs

Detection validation Confirmation %\_na__iysas_& Assessment Recommendation
prioritisation

for action
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Signal detection
The act of looking for and/or identifying signals using data from any source

Detection of safety signals may be performed based on:
[ from statistical analyses in large databases,

) a review of /ndividual case safety reports (ICSRs),

[ or from a combination of both.
Detection of signals by
- monitoring new and s

historical data in B
EudraVilance o

P Z0-w
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Statistical criteria to generate a signal

Thresholds defining a signal of disproportionate reporting (SDR) in EudraVigilance

Implemented recommendation in EudraVigilance

The following criteria are applied in the EV system (eRMR and EVDAS) to define an SDR:

* The lower bound of the 95% confidence interval greater than one;
* The number of individual cases greater than or equal to

3 for active substances contained in medicinal products included in the additional monitoring
list in accordance with REG Art 23 (see GVP Module X), unless the sole reason for inclusion on
the list is the request of a post-authorisation safety study (PASS);

5 for the other active substances;

* The event belongs to the IME list.

= __ e ROR(-) >1
ﬂ , LA European Medicines Agency ° At IeaSt 3 cases (AM) or 5 cases (RM)

Evaluation of Medicines for Human Use
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PRR and ROR

The PRR is defined as the ratio between the frequency with which a specific
adverse event is reported for the drug of interest (relative to all adverse events
reported for the drug) and the frequency with which the same adverse event is

reported for all drugs in the comparison group (relative to all adverse events
for drugs in the comparison group)

Drug

AD R ADR Sospetta Altre ADR
Farmaco sospetto a b
Altri farmaci c d
Proportional Reporting Reporting Odds
Ratio (PRR) Ratio (ROR)
al(a+b alb a*d
PRR = M ROR = = —
c/(c+d) cd c*b
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An example
ADR1 Other ADRs Tot
Farmaco-A 15 o -
Other brugs 5000 95000 100000
Totale 5015 95085 100100

ROR= (15*95000)/(5000*85) = 3,3

Proportional Reporting
Ratio (PRR)
_ al(a+h)

PRR= Zlcva)

Reporting Odds
Ratio (ROR)

_ab_ @
“cdd cb
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Signal validation

 The process of evaluating the data supporting a detected signal in order
to verify that the available documentation contains sufficient evidence to

justify further analysis of the signal

* This evaluation should take into account the strength of the evidence, the
clinical relevance and the previous awareness of the association

Evidence Based Methods ‘ :

- -

Clinical ‘ @y
Statistical ‘ ﬁ

Biological plausibility

Dechallenge /
Rechallenge (+/-)

Time to Onset:
temporal association

Confounders: co-

suspected /

concomitant drugs

Underlying disease



@Az

utela Ricerca e Sviluppo per la Salute

Review of individual case safety reports should consider

strength of evidence for a causal
effect (e.g. number of reports after
exclusion of duplicates and
Inadequately documented cases),

temporal association,
plausible mechanism,

de/re-challenge (the clinical outcome
In relation to drug continuation or
discontinuation),

alternative explanation/confounders;

the patient’s demographics (e.g. age
and sex), Reactions occurring in
special populations

the suspected medicinal product (e.g.
dose administered) and adverse
reaction (e.g. signs and symptoms),

the reporter’s evaluation of causality
and the plausibility of a biological and
pharmacological relationship

Seriousness and severity of the
reaction and its outcome,

novelty of the reaction (e.g. new and
serious adverse reactions);

Drug-drug interaction
exposure
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Review of individual case safety reports should consider

...And also

information is already included in the SmPC or patient leaflet;

the association has already been assessed in the PSUR or RMP, or was discussed
at the level of a scientific committee or has been subject to a regulatory
procedure

literature findings regarding similar cases
experimental findings or biological mechanisms
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The detection of signals shall be based on a

multidisciplinary approach

Guideline on good pharmacovigilance practices (GVP)

Module IX — Signal management
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Signal validation

« Validated signal: A signal for which the signal validation process has
verified that the available documentation contains sufficient evidence
demonstrating the existence of a new potentially causal association, or a
new aspect of a known association, and therefore justifies further
analysis of the signal.

* Non-validated signal: A signal for which the signal validation process has
led to the conclusion that the available documentation at that point in
time does not contain sufficient evidence demonstrating the existence of
a new potentially causal association, or a new aspect of a known
association, and that therefore further analysis of the signal is not
warranted.
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Tracking

All signals validated should be recorded and tracked systematically for each

step: detection, validation, confirmation, prioritisation, assessment,
timelines, decisions, actions, etc..

EUROPEAN MEDICINES AGENCY

Welcome to EPITT

European Pharmacovigilance Issues Tracking Tool (ver2)

(WelcomeT Issues I i Drugs T PSURs T Stats T Links T i T RMPs ]
e indcstion || téantited misk | Gotentilmik | 1dsntified tntmraction | Botantalimaracsan | tissing teformation |
NAVIGATION BAR

I Goneral Tnformation | Search in other EPITT Modules

Member states Comments
ADMINISTRATIVE INFORMATION EU-RP INFORMATION
<
EURHP Date curnp version z
[#bilify [ ] 01/03/2010 4 5
Organisation Name EV Organisation 1D EU-RMP Data Lock Poink
[ OPE\TEMSAE[LIP(FROVDUCT[ |[OPELBMS ] 01/01/2001 r-;j RMP-2102533875
guifedremmntonstin _______ ey —
5 n 17/03/2010 K 17
Farc ce [Aliance - avenue dz Finlande 8 - 1420 BraineTl Latii1 [
IAlleud - Belgium PRODUCT INFORMATION
Product(s) EV Code
Tel: 44 1983 523338 Mobile: PRD17059, PRO17050, PRD17061, PRD17062, PRD17063, PRD17064,
PRO17065, PRD17066, PRD17067, PRO17068, PRU17069, PRD17070,
Procedure Number PRD17071. PRD17072. PRD17073, PRO17074. PRD17075, PRD17076,
Active Substance EV Code 'CAS NMumber
Scops of proced: ARIPIPRAZOLE SUBOS564MIG 129722-12-9
RMP update is submitted in parallel to PSUR 12
Outcome of procedure
S e e RESPONSIBLE STAFF
R I R —— T e RMTM

LOGOUT
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Signal confirmation

 The process during which the competent authority of a Member State
(where the signal concerns a medicinal product authorised in accordance
with DIR), or the Rapporteur appointed by the Pharmacovigilance Risk
Assessment Committee (PRAC) (where the signal concerns a product
authorised in accordance with REG), decides whether or not a validated
signal should be analysed and prioritised by the PRAC.

e This should be done within 30 days from receipt of the validated signal.

« Signal confirmation is not intended to be a full assessment of the signal.
The fact that a signal is confirmed does not imply that a causal relationship
has been established, but that the signal should be discussed at EU level
and further investigated by PRAC
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Signal analysis and prioritisation by the PRAC

The process by which the PRAC determines whether a confirmed signal
requires further evaluation, and if required, to what timeframe and in
which procedural framework.

This is based on an initial analysis of the potential impact of the signal
on patient and public health and the risk-benefit balance of the
concerned medicinal product(s)
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Signal analysis and prioritisation by the PRAC

When prioritising signals, the PRAC may take into account several factors,
Including:

any potential impact on the benefit-risk profile of the product,
strength of evidence supporting a causal association,

severity and seriousness of the reaction

estimated frequency of occurrence,

preventability, the consequences of discontinuing treatment

the availability of alternative therapeutic options,

extent of utilisation of the medicinal product in the general population or in
particular patient groups,

complexity of the issue
the expected volume of data.

COoOO00D0D0O

U O
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Signal analysis and prioritisation

* A key element of the signal management process is to promptly
identify signals with important public health impact or that may affect

the benefit-risk balance of the medicinal product in treated patients.

* Which signals require urgent attention and need to be evaluated

without delay.
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Signal analysis and prioritisation by the PRAC

When the PRAC requests additional data from MAHSs, these timelines

usually encompass 2 months for submission of responses by the MAHs
and 60 days for assessment by the PRAC.

However where appropriate, shorter or longer timelines may apply.
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Signal assessment by the PRAC

» Following PRAC initial analysis and prioritisation, the process of
evaluating all available data relevant to a signal to determine the need
for any regulatory action
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PRAC recommendations for action

O No need for further evaluation or action at this point in time

O Request for additional data to be submitted:

« Monitor any relevant emerging information on the signal as it becomes available

» Address the signal in the following PSUR or submit an ad-hoc PSUR

+ Submit additional data (such as cumulative review)

» Collect further information or perform additional analyses in EudraVigilance or other
data sources

« Conduct a post-authorisation safety study

O Need for regulatory action:

+ The product information and/or RMP should be updated through a variation
« The Member States or the Commission, should initiate a referral procedure
+ Urgent safety restrictions should be imposed

O A Pharmacovigilance inspection should take place
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PRAC recommendations for update Pl

PRAC recommendations for update of the product information following assessment
of a signal usually include the wording to be implemented in the summary of
product characteristics (SmPC) and/or package leaflet (PL) as well as the timeline
for submission of the variation

The implementation of the published wording and translations can generally be
handled through a type IAN variation.

PRAC recommendations to update the product information are applicable to all
medicinal products containing the concerned substance, unless otherwise specified

MAHSs are expected to submit the requested variation according to the timeline
specified in the PRAC recommendation. This timeline is calculated from the date of
publication of the PRAC recommendation. For instance, recommendations for update
of the product information adopted by PRAC in September 2014 were expected to
be submitted within 1 or 2 months of 30 September 2014 (publication date), as
applicable.
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Signal Management Process

« The EU signal management process includes the following activities:

PRAC Rapp,
Lead MS

30 days 30/60 days

EMA, MSs, MAHs

Detection validation Confirmation %\_na__iysas_& Assessment Recommendation
prioritisation

for action
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Roles and responsibilities within the EU signal
management process

The continuous monitoring of EudraVigilance is a legal requirement in the EU

All Member States shall be responsible for monitoring the data in the
EudraVigilance database

Within the EU regulatory network, the Agency takes the lead for EudraVigilance
monitoring, signal detection and signal validation for active substances contained in
at least one centrally authorised product. Signals validated by the Agency should be
confirmed (or not) by the PRAC rapporteur for the concerned centrally authorised
product.

For active substances only contained in nationally authorised products, Member

States take the lead (Lead Member State) for EudraVigilance monitoring, signal
detection, validation and confirmation.
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Roles and responsibilities within the EU signal
management process

Lead Member State for signal management: The Member State responsible
for monitoring the EudraVigilance database for an active substance or
combination of active substances contained in medicinal products authorised
In more than one Member State through the national, mutual recognition or
decentralised procedures. The lead Member State shall validate and confirm
signals on behalf of the other Member States

If the active substance is authorised in only one Member State, that Member
State automatically assumes the responsibilities of the Lead Member State.
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Roles and responsibilities within the EU signal
management process

 PRAC Rapporteur: Rapporteur appointed by the PRAC in the context of
the centralised procedure. Within the EU signal management process,
the PRAC Rapporteur is responsible for the confirmation of signals
concerning centrally authorised medicinal products.

« Signal confirmation by the PRAC Rapporteur or (lead) Member State:
The process of deciding whether or not a validated signal entered in
the European Pharmacovigilance Issues Tracking Tool (EPITT) requires
further analysis and prioritisation by the PRAC.

This should be done by the PRAC Rapporteur or the (lead) Member
State within 30 days from receipt of the validated signal.
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Roles and responsibilities within the EU signal
management process

MAH Agency Lead MS PRAC Member PRAC and
(their (for State rapporteur States rapporteur
products) CAPs) (allocated of CAP (unallocated appointed to
NAPs) NAPs) assess the
signal
(for CAPs
and NAPs)
EudraVigilance v v v v
monitoring, signal
detection,
validation
Signal v v «

confirmation

Signal analysis v
and prioritisation,

assessment,

recommendation
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European signal process

PRAC Rapp,
Lead MS PRAC

EMA, MSs, MAHs

30 days 30/60 days

Detection Validation Confirmation pﬁg?litﬁ':;stf){n Assessment Recommendation

for action
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ABSENCE OF EVIDENCE IS NOT EVIDENCE OF
ABSENCE

If no signal is produced at the end of the analysis it is not
possible to tell whether this is because the signal does not exist
or because insufficient data are being analysed

33
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Signal Management by MAHS

Commission Implementing Regulation (EU) No 520/2012 (article 18)
requires EMA, national competent authorities and marketing authorisation

holders (MAHSs) to continuously monitor the data available in
EudraVigilance.

22 February 2018 Signal Detection in EVDAS by MAH:

Transitional arrangements for MAHs
FEBRUARY 2018

o > Pilot period of lyear

123

45678910 » MAHSs of the active substances included in the
ol “é;'“’ A additional monitoring list

18 19 20 21(22) 23 24 ) o e

25 26 27 28 » Three-month 'grace period’ to familiarise
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Monitoring EV — Signal Management

» All other MAHSs also have access to EudraVigilance data and can integrate the
data into their own signal management processes. However, during the pilot
period they will have no obligation to continuously monitor EudraVigilance
and inform the regulatory authorities of validated signals.

» After one year, EMA will base the next phase of implementation on
experience gained through the pilot.

> It also requires MAHs to inform EMA and national competent authorities of
validated signals detected when monitoring the database.
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Standalone signal notification

Within 30 days of receipt of a signal validated by the Agency or a
Member State, or a standalone signal notification from a marketing
authorisation holder, the PRAC rapporteur or (lead) Member State, as
applicable, should confirm or not the signal.

X
s

¥ PRAC ¥

»x ¥
Xy ¥
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Emerging Safety Issue

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

 An ESI is in addition to the ICSR submission requirements, when the
emerging safety issue refers to a single case of suspected adverse
reactions
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Emerging Safety Issue

 When the MAH in the EU becomes aware of an emerging safety
iIssue from any source, they should notify it in writing to the
competent authority(ies) of Member State(s) where the medicinal
product is authorised and to the Agency to the mailbox P-PV-
emerging-safety-issue@ema.europa.eu”.

» This should be done as soon as possible and no later than 3 working
days after establishing that a validated signal or a safety issue from
any source meets the definition of an emerging safety issue.

o For AIFA: esi@aifa.gov.it
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Emerging Safety Issue

MAHS

as soon as possible and no later than 3 working days

» Agency to the mailbox
P-PV-emerging-safety-issue@ema.europa.eu

» Competent authority(ies) of MSs where the medicinal
product is authorised

(AIFA to the mailbox eSi@aifa.gOV. It
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QA

Emerging Safety Issue

* When notifying an emerging safety issue, the marketing
authorisation holder should describe the safety issue, the source(s)
of information, any planned or taken actions with timelines, and
should provide any relevant documentation available at the time of
Initial notification.

* Upon being notified of an emerging safety issue, the national
competent authorities and/or the Agency as appropriate should
promptly assess the urgency and potential impact of the issue and
agree on appropriate next steps and the potential regulatory
procedure to address the matter raised. This may involve the
consultation of the Incident Review Network, if warranted
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Emerging Safety Issue and possible actions

Should the MAH decide as a result of the emerging safety issue to take
any of the following actions:

e temporary or permanent cessation or suspension of marketing of a
medicinal product,

« withdrawal of a medicinal product from the market,
* request for the withdrawal of a marketing authorisation
e or non-application for the renewal of a marketing authorisation,
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Signals

The safety information contained in EudraVigilance is continuously screened
using statistical reports called electronic Reaction Monitoring Reports
(eRMRs). In 2017, a total of 21,496 such outputs were produced and
provided to the EU network for review.

— NAP: Lead member State

— CAP: EMA & PRAC Rapporteur (of 2,062 potential signals which were
reviewed by the Agency in 2017, around 82% originated from
EudraVigilance, highlighting its central role for ADR data monitoring).

uuuuu

electronic
Reaction Monitoring Reports
(eRMR)

uuuuu
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Signals

82 confirmed signals were prioritised
and assessed by the PRAC

In 2017, the PRAC assessed 82 43 signals detected
signals of new or changing safety and validated by EMA
Issues and about two thirds of these 39 signals detected and
were detected in full or part from validated by EU

EudraVigilance.

1 signal led 33 signals led 28 signals 20 signals led to
to a referral to an update  were still under recommendation
procedure to the product review by the for routine
to further information; PRAC at the pharmacovigilance.
investigate 2 of these end of 2017
the issue; also included  as further data

a Direct were required;

Healthcare

Professional

Communication

(DHPC) to
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eRMR

1 The eRMR is a tool to perform signal detection in EV.

d This tool provides aggregated data related to the ICSRs
submitted to EudraVigilance stratified by different parameters
and incorporates the Reporting Odds Ratio (ROR) as a
statistical measure.

] Valid cases transmitted to the EVPM module only (ICSRs
transmitted retrospectively to EVPM)

4 Identified duplicates are excluded by default
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eRMR for screening EudraVigilance
Tools Used in Signal Detection

Gectronic Reaction Monitoring Report (eRMR) is\
a formatted Excel file used as a tool for
monitoring the safety of drug use, facilitating
prioritisation, detection, evaluation and
documentation of suspected adverse drug
\reactions (ADR) in EudraVigilance EV

jo¥
§

| [ [T T 1Tz]

[e] |

 Manage the workload

» Early identification of very serious ADRs
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eRMR — structure and content
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Renal Disorders [(Excl

S A EA |

Renal Disorder

IME/DME i | Changes |

Bl sematz
Substancel Abdominal Discomfort . Increasead
il sonzwa
Substancel Gastr Abdominal Mass sort by Color
L eal er Fr
Substancel Infec Abdominal Sepsis '
Text Filters r l
[i] 1
0 | 1
o : Tot Spont | Tot Spont N | Tot Spont | Tot Spont [Tot Spont| Tot  [0e]=8E N =1e]=8 SN RN De =00 BN Ca 0 B N = a2 T ROR (-) Al
0| = Europe America Japan Asia Rest Seei [ Furope  America | Japan Asia Rest
1] 1

15 19 4 2 3 44 1.2476 | 1.641375 | 0.5342 (0.62163 | 0.69038 | 1.47041
Activ 0 1 0 0 0 1 0.729339 0.21484
1 0 0 0 0 1 1.5412 0.76376

0 3 0 1 L] 5 1.6717 0.53986 0.98992
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How to select the eRMR

e Column “Changes”: to display only the DECs received during the period of
interest, in the column ‘Changes’ filter out the ‘Blanks’ option:

B L [C]

ALl Al ay Al

2 |
Active substance Blood Anaemia 2l SsortAtoz

Zl sortztoa |
Active substance Blood Coagulopathwy

Sort by Color b

Aclive substance Blood Leukocutosis :
Filter by Color 4

. : |
Active substance Blood Meutropenia Text Filters »

Search Pl

Active substance Blood Thrombocytopenia

W (Select All)
[+ Increased

! e

Aclive substance Card l:a'dluv.ascdar ! 4 Increased (Fatal)

Inzufficiency v Newr

gl (Glanks)|

Active substance Card Cardiac Failure l
Active substance Card Acule .ch’dld l

Irfarctian
Active substance Card Fyocardial Infarction l

Active substance Card Cardiac Tarmnponade
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‘\PL?\ |

. v JI |

Designated Medical
Events (DMES)
» Events known to arise in

causal association with
medicinal products

Clinical Methods

»

events (TMEs)

children

Designated Medical Event (DME) List

Dermatitis exfoliative
generalised

Drug reaction with
eosinophilia and systemic
symptoms

Acute hepatic failure Pancreatitis acute

Cardiac arrest
Overdose

Drug ineffective

Respiratory arrest
grain gedema

Fatal Events

Acute kidney injury Pancytopenia
Product contamination
microbial

3 rrogressive multifocal
eukoencephalopathy

‘Agranulocytosw’s Drug-induced liver injury

. 1. Events reported with a

Anaphylactic reaction Erythema multiforme

Anaphylactic shock Febrile neutropenia PUTIE0E ) ST Cardi.ac Failunla
Py P hypertension atal outcome Respiratory distress
Anaphylactoid reaction | Granulocytopenia Pulmonary fibrosis Off label use

Anaphylactoid shock
Angioedema

Aplasia pure red cell
Aplastic anaemia
Autoimmune haemolytic
anaemia

Autoimmune hepatitis
Autoimmune
pancreatitis

Haemolysis
Haemolytic anaemia
Hepatic failure
Hepatic infarction

Pulmonary hypertension
Renal failure

Reye's syndrome
Rhabdomyolysis

Intentional overdose
Pulmonary cedema
Pulmonary haemerrhage
Septic shock
Thrombocytopenia

2. May have strong impact
on public health

Hepatic necrosis Stevens-Johnson syndrome

Sudden cardiac death

Hepatitis fulminant
Immune thrombocytopenic
purpura

Sudden hearing loss

Targeted Medical

e The TMEs are ADRs more
frequently associated with a
more serious outcome in

Paediatric Targeted Medical Events

Apnoea

Drug Abuse

Meutropenia
Haemorrhage intracranial
Pulmonary embalism
Hypertension

Anaemia

Medication error
Arrhythmia

Accidental exposure to
product

Intentional product misuse
Renal Impairment

Asthma

Drug interaction

Drug administration error
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PRIORITISATION in the TOTAL Population
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Flagging Priorities

SMQ Priority  Priority . .
S0Cs Narrow PTs Paed  Geriatr BT
’ R
Convulsions
: - Gen-Conv-
Active :
Substances Resp Seml Dyspnoea 1. TMEs
Following
Immunisatio
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_ Immun  Suicide/Self- |Anaphilactic shock SDR 1. DME
Inj
Tmmun Transplant 2 - IME 3. IME
Rejection SDR Fatal
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Cytopenias
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Indic.1 lot Indic.
(HLGT) (n/a)

Tot +
RC

Tot Lit

M i F
Oral Seizures (Incl
0 Use 18 Subtypes) 13
Oral Seizures (Incl
0 0 Use 8 Subtypes)
Therapeutic
Intraven Procedures
33 ous Use 34 And Supportive
Care Nec
Therapeutic
0 4 Intraven 4 Procedures
= ous Use And Supportive
Care Nec
Oral Demyelinating
g . Use . Disorders 159
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Z10 0T S Abortion Spontaneous

(0TI 11T S Urinary Retention

LT3 S Neurogenic Bladder

Y0 11T S Renal Failure

ZTTT T I Angioedema

Peginterferon
Beta-1a
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.ignal

Listed

Linked

Validated

PSUR/RMP

Disease
Other
Closed
Ongoing

Monitor

Check

Comments |

SmPC 4.8/4.4

Synonymous or related
medical concept

Signal Entered in EPITT

Signal Assessed in PSUR

Indication/Symptoms

Review unlikely useful

Alternative explanations

Signal under review

Signal under monitoring

Case review warranted
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In AIFA 2 sighal management processes In
cooperation with Regional Pharmacovigilance Centers

..,..,..m All national data* I All Eudravigilance data
=" (Rete Nazionale di FV)

Q For all substances O Only on some substances (153 con
O Every 6 months IT LMS)

O 26 substances every month

0 69 substances every 3 months

O 58 substances every 6months

* The competent authority
of each Member State

shall be responsible for
monitoring the data
originating in the territory
of that Member State
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Signal Management Process and Quality System

We have two different Standard Operative Procedures

« SOP 067 - Gestione dei segnali dalla Rete Nazionale di
Farmacovigilanza

 SOP 401 - Signal Management in Eudravigilance

PROCEDURA OPERATIVA STANDARD

“Signal Management in
Eudravigilance”

PROCEDURA OPERATIVA STANDARD

“Gestione dei segnali dalla Rete

Nazionale di Farmacovigilanza”
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The activity of signal management in AIFA is carried
out in collaboration with Regional Pharmacovigilance
Centers

| AIFA
- A | - A | - A | - A | - A | - A | - A | - A | - A | - A |
l CRFV l CRFV l CRFV l CRFV l CRFV l CRFV l CRFV l CRFV l CRFV l CRFV

The activity is organized by category ATC
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D.M. 30.04.2015 - Farmacovigilanza,
procedure operative e soluzioni tecniche

Art. 31.

Identificazione del segnale
Slgnal detection 1. Nei confronti dei medicinali autorizzati ai sensi del
presente decreto, I’ AIFA, in collaborazione con ’EMA,
adotta le seguenti misure:

aj) monitora 1 risultati delie misure di minimizzazio-
ne del rischio previsti dai piani di gestione del rischio e
delle condizioni di cui agli articoli 5 o 6 del presente de-
creto, o dell’art. 33 del decreto legislativo 24 aprile 2006,
n. 219 e successive modificazioni;

b) valuta gli aggiornamenti del sistema di gestione
del rischio;

¢) monitora i dati della banca Eudravigilance per
stabilire se vi siano rischi nuovi o che si sono modificati
o se tali rischi abbiano un impatto sul rapporto rischio/
beneficio

. L’AIFA per Tattivitd di identificazione del seg
< le su rischi nuovi o su rischi che si sono modificati e su

modifiche del rapporto rischio/beneficio e per 1’adozione
delle misure di cui al comma 1, si avvale della collabora-

ione dei Centri regionali di farmacovigilanza in accordo
¢ linee guida di cui all’art. 15, comma 2,
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M - Musculoskeletal system Lombardia -
B - Blood and blood forming organs Piemonte
C - Cardiovascular system E Romagna -

Calabria - Puglia

J - Antiinfectives for systemic use
S - Sensory organs
V- Various ATC structures

Sicilia - Veneto

L - Antineoplastic and immunomodulating agents

Toscana - Lazio —
Umbria — Abruzzo

A - Alimentary tract and metabolisma
H - Systemic hormonal preparations, excluding reproductive

hormones and insulins

Veneto - Friuli VG - PA
Bolzano

N - Nervous system

Campania - Molise -

P - Antiparasitic products, insecticides and repellents Sardegna
R - Respiratory system Liguria -
Valle D’Aosta

D - Dermatological drugs

Basilicata - Marche

G - Genitourinary system and reproductive hormones

Lazio — Umbria



http://www.atccode.com/M
http://www.atccode.com/B
http://www.atccode.com/C
http://www.atccode.com/J
http://www.atccode.com/S
http://www.atccode.com/V
http://www.atccode.com/L
http://www.atccode.com/A
http://www.atccode.com/H
http://www.atccode.com/H
http://www.atccode.com/N
http://www.atccode.com/P
http://www.atccode.com/R
http://www.atccode.com/D
http://www.atccode.com/G

@Az

utela Ricerca e Sviluppo per la Salute

Signal management process in AIFA

STEP 1 — the eRMR files are generated by EMA and saved in the European Medicines
Agency Meeting documents system (MMD). One eRMR for each substance

STEP 2 — the eRMR files (with Italy as LMS) are downloaded by AIFA signal coordinator
and saved in a common area of the Office

STEP 3 - the eRMR files are updated with the results of previous evaluations and
forwarded by AIFA to all Regional PhV Centers (an e-mail is sent to CRFVs by the AIFA
signal coordinator)

STEP 4 — the CRFV carry out the screening of eRMR following the priority and statistical
criteria. In the eRMR the CRFV fill the “signal status field” with their evaluation and
comments. At the end of this activity the CRFVs generate the files “comments” for each
eRMR
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Signal management process in AIFA

STEP 5 — The “comments “ containing the results of screening by the CRFV are sent to
AlFA

STEP 6 — AIFA carry out the review of ICSRs in Eudravigilance for each drug-event
combination flagged with “check” by CRFV.

STEP 7 — for potential signal the review of literatureit is requested to CRFV

STEP 8 - if the signal is validated, AIFA and CRFV cooperate to prepare the signal AR to
upload in EPITT
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Signal management process in AIFA

e CRFV:
— Screening eRMR (statistical criteria)
— Literature review
— Check RCP (ADR is listed or unlisted)
— Review of cases in national database

o AIFA:
— Review of cases in Eudravigilance and signal validation

 AIFA + CRFV:

— Signal Assessment Report (signal description (including
recommended actions and summary of the relevant case
narratives))
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The new EudraVigilance System

ICSR ICSR ICSR
MAH ICSR
download (*EVPM l'll'lllllilﬂ

Eudigrfanne Database EVDAS e
Management System ETL EudraVigilance Data Warehouse Adr repo rts.eu

EJ}:'{; E?LE ffx mm“wmmhm— _ Extraction, ”d Afialysis Systen portal
] a ( (EVPM) ‘r'?:b.;:"'} i Signal Adverse Drug Reaction
Loading Pro
Eudravigilance clinical trials detection §i analysis
module (EVCTM)

Reporting portal
Duplicate

Detection

MedDRA & Standard Terminology

T R e O O e T T e T P T T E T >
Medicinal Products (Art 57 Database/XEVMPD)

EV Organisation & User Management
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Data Origins

Data Analysis

3 IIIIIIIIIl,‘

Adverse Reactions (IC$Rs)

||||||||||> E::Lz‘:;%':';f:.t

EudraVigilance
Medicinal Products (XEVMPD) Data Warehouse

=
‘~

A

User and Organisations % D D

MedDRA and Standard Terminology

Data Collection — Source systems
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Data Origins

The data stored in the EV Data Warehouse (EV DWH) carry the same
Information as the ones stored in the Source Systems.

There is a procedure called EudraVigilance ETL that:

= Extracts the data from the source systems,

= Transforms the data in order to structure the information in a way
more useful to the data analysis, &

= | pads the re-structured data in the EV DWH

65
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ETL process

The extraction, transfer, and loading (ETL) process iIs the means by which
data are transferred from source systems and loaded into the EudraVigilance
Data Warehouse. Specifically, the ETL process does the following:

e Stores information about the structure and contents of source systems and
the Data Warehouse;

e Correlates the source systems structure and contents to the structure and
contents of the Data Warehouse;

e Provides information to the data extraction tools that physically execute
the transfer of data from source systems to the Data Warehouse.

Il The ETL process is performed NIGHTLY so that every day the

EudraVigilance Data Warehouse is populated with data updated to the
day before
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The new and improved EudraVigilance
to simplify reporting and data analysis

On 22 November 2017, EMA launched the new and improved version of
EudraVigilance, the European database and analytical system that holds
reports of suspected adverse reactions to human medicines that are

authorised or being studied in clinical trials in the European Economic Area.
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The enhancements and expected benefts of the new
EudraVigilance are:

O simplifed reporting of ICSR and reduced duplication of efforts. Marketing
authorisation holders now report directly to EudraVigilance rather than
individual NCAs, who instead access the ICSRs from EudraVigilance;

U better detection of new or changing safety issues, enabling rapid action
by regulators to protect public health;

U better searchability and more efficient data analysis based on the use of
the ISO/ICH agreed standard for ICSRs and new gquery functions;
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The enhancements and expected benefts of the new
EudraVigilance are:

U increased system capacity to support large volumes of users and reports;

O greater transparency in safety monitoring and much greater access to data
and information for patients and healthcare professionals (adrreports.eu);

O more efficient collaboration with the WHO, with EMA making all ICSRs
originating in the EEA directly available from EudraVigilance to the WHO
Uppsala Monitoring Centre (UMC).

/ More safety
! monitoring of)
\ medicines /
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Rerouting for NCAs

» NCAs are able to update the rerouting parameters at any time
» Automatic forwarding of ICSRs to the applicable NCA in a Member State

» ICH E2B(R3) format (ICSRs are rerouted in the format received i.e. no
conversions between ICH E2B(R2) and ICH E2B(R3) is applied)

ICSR
Countries
_ Receive non-serious ase
Rerouting parameters ‘ ] Reconve master case
for Italy SUSAR

[] Receive rerouted clinical trial SUSAR cases

Countries Add a country

Save D Revert i Clear
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Recoding process

* The rerouting of ICSRs with recoded medicinal product information will
be put in place following implementation of the ISO IDMP terminologies

 The current recoding process is only for use by EMA.

« XEVMPD is used to support recoding of medicinal product information in
ICSRs until ISO IDMP terminologies are available and implemented
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QA

Download for MAHS

MAHSs no longer have to receive ICSRs directly from NCAs
A download function is available to MAHs to obtain access to these ICSRs

MAHSs are able to download ICSRs for active substances of medicinal
products, for which the MAHs hold a marketing authorisation in the EEA

Access to ICSRs is based on the medicinal product information submitted by
MAHSs to the XEVMPD (Article 57 product submissions) (Access Level 2A of the
revised EudraVigilance Access Policy)

ICSRs are made available in ICH E2B(R3) format only
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New Business Rules Q

22 November 2017

» Eudravigilance Access Policy — Rev 2
» MAH access to the EV system
N o > GVP Module VI — Rev 2

19 20 21(22)23 2 25
26 27 28 29 30

» Simplified Electronic Reporting
» GVP Module IX — Rev 1

12 13 14 15 16 17 18}
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Simplified reporting of suspected adverse
reactions in the EU - NCAs

Signal management

ﬁ GVP Module IX
t
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Simplified reporting of suspected adverse
reactions in the EU — WHO-UMC

| su -
| reactions for i'-i . &
_ mﬁmnr T 'm %
; s i
medicines (ICSR)
0, -

q.

NCAs in M mbl:

Y
(m J
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Simplified reporting of suspected adverse
reactions in the EU - MAHSs

Signal management
g GVP Module IX
Patient

Other
3 Reports of
uspected adverse
reactions for Rev 2
medicines (ICSR)

e

("
- ’ Reports of
suspected adverse
reactions for
| S medicines {IC5R)
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Simplified reporting of suspected adverse
reactions in the EU - MAHSs

signal management
GVP Madule IX
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Il Sistema di segnalazione italiano

Patinks,

e
vigifa_rmaco
o RPhV o
7 aays
| o |
2. e
RPhV  ——> mj : ket <+ MAHS
s - |t 15/90 days
-ﬂ RE-ROUTING wission ool (VP
| DOWNLOAD
RPhV/CRFV
MAHS
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The Eudravigilance Database

EVDBMS

EudraVigilance Database
Management System

EudraVigilance post-
authorisation module (EVPM)
EudraVigilance clinical trials
module (EVCTM)

The EudraVigilance Database is divided into two parts:

- The EudraVigilance Post-Authorisation Module
(EVPM),
« For ICSRs related to spontaneous reports and
reports from non-interventional studies

« The EudraVigilance Clinical Trial Module (EVCTM),
« For ICSRs related to reports on suspected
unexpected serious adverse reactions
(SUSARSs) that occur in the frame of
interventional studies

B 09090
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The Eudravigilance Database Management System

» The Re-routing component allows National Competent
EVWEB Authorities to choose which ICSRs should be re-routed
to them following the implementation of simplified
reporting
» The ICSR Download component allows Marketing
_ __ Authorisation Holders to download ICSRs in
EVDBMS

Eudraligilance Database accordance with the EudraVigilance Access policy
Management System

EudraVigilance post-
authorisation module [EVPM])
EudraVigilance clinical trials
module [EVCTM)

Eudralfi I|'..'|||.:|"|-LF' WEB "-'u,:u:lrn"q:l |:l'|:I||r_._:II.‘|:II'I

*» The Duplication Detection component allows the EMA

to manage duplicated ICSRs within BEudraVigilance
through the creation of master cases

» The Recoding component allows the EMA to recode

verbatim drug and substance information reported in
WA ICSRs against Art57 medicinal product information _
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The Eudravigilance Data Analysis System

= The EudraVigilance Data Analysis System
has been designed to allow users to
analyse safety data collected in -

EVDAS

EUd raVig”a nce ETI_ . Eudralfigilznce .Da!z_l' Warehouwse and
Earaction, EVDAS -
ETL T EﬂiralEﬁafﬁ Datz Warehouse Data
. s m . 0 : i D -
» It enables better-informed decisions about Extraction, and Analysis System analysis

the safety profile of medicinal products i iy Ll

» It provides a range of analytical tools:
from measuring reporting compliance for
regulatory purposes, to pharmacovigilance
analyses (such as signal detection tools)
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EudraVigilance Data Analysis System

!z::‘ = wtil” EVDAS

ICS5R Data FTL EudraVigilance Data Warehouse and

Analysis System

Extraction,

Transtormation & Data
- ﬁ -

Organisations & Users




QA

Tutela Ricerca e Sviluppo per la Salute

Art 57 Database / XEVMPD

All holders of marketing authorisations for medicines in the European Union (EU)
and the European Economic Area (EEA) must submit information to the European
Medicines Agency (EMA) on authorised medicines and keep this information up-
to-date.

This is a legally binding requirement from the EU pharmaceutical legislation.

A training course on XEVMPD is available. See details on the Agency’s website

I ¥ Home * Human regulatory * Poest-autharisation » Data submissicn on medicines [Artice 37 F Traning I

Dhwez Wik
Research and Extended EudraVigilance medicinal
development product dictionary (XEVMPD) training = emai i & reip & snare

Medicinal Products (Art 57 Database/XEVMPD)
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ADR Reports Portal (http://www. adrrennrts eu/)

Euroc FH:EII'I database of suspected

adverse '|r'LI1.'] reaction re ports

H e Aot LInsdarstmnding reports Somrch Maodicing safoby

Online accass to suspacted side-affect repoarts

In This yemlesl m wrms v an wimye dalp oms mopmprsnd sl
mlild =T 1 Al Rl da miimjidilgil soleene il
rewas i i i snai b b=eall enecllidnes i the L uropean L Sizarili Tor & Fegport Ad I] rl
I o Area (ET AL rrE u' SIE“
P T A — Search liere for suspected porta |
§ 5 5 5 Adlverse drug reaction reporis
=i angend funk brg abie mames of (e miedlolns o Lhe .
ol name of the scthve substancs. For neon-rentrsily Adverse E'J'L‘g FI:'E‘L'I;PGH
muthonsed medcines, pocess s grecbed base:d on F.'E:mru"g M‘I

I the paiee of 1the aclive sulistancd oisly

This website was launched by the European Medicines Agency in 2012 to
provide public access to reports of suspected side effects inline with the
EudraVigilance access policy.
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|.sottosanti@aifa.gov.it

www.aifa.gov.it
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