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Work Package 5 Signal Management Q SCOPE

A WP 5¢ Best practice in signal management within the network of National
Competent Authorities (NCAs
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procedures for the timely management of safety signals across
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of special interest, such as those arising from medication errors,
drug abuse, misuse, off label use and from the use of biological
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Work Package 5 Signal Management Q SCOPE

A WP 5¢ Best practice in signal management within the network of National
Competent Authorities (NCAS)

0 Focus on the NCAs and the work at national level in SM
U Make the best use of the currently available tools
U ldentify best practices in MSs

U Focus on practical aspects and opportunities to improve at N(
level

3



Work Package 5 Signal Management @ SCOPE
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What has WP 5 done? Q SCOPE

Activities
A 6 F2F meetings (+1)
A Monthly teleconferences

A Survey of current SM practices (methods, tools, guidance)
available in each MS + analysis

A Review relevant literature

Output
A Literature review
A Survey Results
A Pilot training

A Best Practice Guide

A Fulltraining Where can you find all this?
http:// www.scopejointaction.eu

A Elearning
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WP 5 Overview @ SCOPE

Final report
of survey
June 2015 Best Practice Guide E Learning Flagship
; draft
Start of the project Event
November 2013 March 2016 _ _ November 2016
Best Practice Guide
Send survey to member States final

July 2014 Jyne 2016

2013 Q12017 |
b

Full Training
June 2016 October 2016
November 2014 Pilot training |
Assessment of survey results Stakeholder meeting
May 2015 Today

Signal Management
Literature review

Where can you find all this?
http:// www.scopejointaction.eu



Signal Management Q SCOPE

From Implementation to Operation

Signal management as provided in the legislation (IR):
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Introduction to the Process Q SCOPE

Key Messages

e D) ) ) ) ) )

.

V' Heterogeneityin the process is beneficial for the whole EU network

V  Differences at NCA level allow the use of different methodologies and differe
levels of maturity of signals brought to PRAC

V Challenges with the terminology and definitions

V  The network can benefit from sonmnsistencyin the process (e.g. minimum
set of variables to be tracked, how to think about validation, confirmation etc

.



Signal Detection Q SCOPE

Key Messages

A Heterogeneity in the EU is valuahle
V Diversity in databases and methodologies allows detection of different signals

V Methods should fit the databases; for small databases, qualitative methods or sir
rule-based methods are appropriate

V The threshold and implementation decisions are more important than the methoc
A Focusing on serious events (DME, IME) is recommended

A Screening at PT level is recommendant can be complemented with screening at
other (higher) levels of aggregation

.



Data Sources in Signal Managemer@ SCOPE

Key Messages

Evaluation of Data

Evaluationof data takesplaceat everystep
The underlying reasoning is similar, but it varies depending on
the aim of step and the data available

Many data sourcesavailable
Accesdgo all of themis essentiafor assessors

Soundclinicaljudgementshouldbe applied
Alwayson a caseby-casebasis
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Signalvalidation and Assessment Q SCOPE

Key Messages

V Signal validation and signal assessment are diffes@ys,both involving
evaluation of data

V They are different in the type of data to evaluate, in their aim, focus, and
outcome

V Itis important to know the roles of MSs, EMA and PRAC instaph
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Signalvalidation and Assessment Q SCOPE

Key Messages
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Decision Some MSs havedditional decision making
Making » loop(s)before entering a signal into EPIT

4

Depending on organizational structure apadssibilities:

A More extensive evaluation (signassessment)

A Multidisciplinaryteamsinvolved (internal/external expertise)
A Proposafor regulatoryaction (additional PhV or RMM)
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Signal Validation Q SCOPE

Extra toolfor assessors durintipe validation andassessment
Not mandatoryor exhaustive

With important considerations
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Always expert clinical judgementeeded




Signal Validation
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Annex 2. Signal validation and assessment checklist

Validation of the signal

Important sources: SmPC, EFMTT, PSUR. AMP, EMA website, other reguiatory procedures

1.

|5 the event reflected in the SmPC of the active substance?

For centrally authorised products, check the SmPC available at the EMA website; for na-
tionally authorised products, check the SmPC(s) available in your M3

For active substances for which a generic version exists, check first the SmPC of the
innowvator product (if possible)

Check sections 4.3, 4.4, 4.5, 4.6, 4.8, 4.9 of the SmPC for information regarding the event
Check it the event might be covered by a similar term or & higher level tarm in the SmPC

Check if the event is reflected in the SmPC of another medicinal preduct containing the
same active substance

Check if the event is reflected in the SmPC of a medicinal product from the same class

In case of an interaction, yvou may check if there is information on the interaction in the
SmPCs of the other madicinal products concerned




Signal Confirmation
Key Messages

V  In the regulatory context, ia procedural steponly relevant when S
wantsto bring a signal to th&RAC agenda

V At the EU reqgulatorievel, confirmatioronly refers toEPITT

V  Lead Member State or PRAC rapporteur shall confirmdoamfirm a signal
as soon as possible and wittia daysof receipt of a validated signal via
EPITT
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Prioritisation
Key Messages

Prioritisation of signals

V Prioritisation is acontinualactivity at every step
V We can use tools to reduce the subijectivity of reliance on individaigment
V It is important to consider the following themes:

- Public health implications - NCA obligations

- Strength of evidence - Public perceptions




Reports of Special Interest Q SCOPE

Key Messages

V Qualitativeassessment is ofteneeded

V How to deal with the challenges identifyingports of speciainterest:
V Population based approaches
V Product/substance based approaches
V Reaction based approaches

V Consider how the different approaches and concepts can be used in
your NCA

V ldentify appropriatebodiesto collaborate with and understand the
Importance of building effective relationships wilem
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Elearning @ SCOPE

A Signal Managemeri:-learning

A Introduction to signal management for assessors and staff involved in SM
A Clarification in terminology

A Insights in the different steps of the process

A Awareness of available data sources, tools, approaches

A Roles of different stakeholders
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ELearn

This course contains
eight topics. Each
topic has its own
learning objectives,
and at the end of each
topic you will be asked
some quick questions
to test your
knowledge.
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Introduction

Detection

Access to relevant information

Prioritisation
Validation
Confirmation

Assessment

Reports of special interest

Validation

Important
considerations for
signal validation

During the validation of a signal, the
evaluation of the data should be

necessary. The focus should be on
determining if the signal reflects new
information, and if it is at least a
reasonable possibility in terms of
causality.

For signals originating from
spontaneous reports, important
considerations should include, as a
minimum, ensuring that the signal is
not based on duplicate reports and
that there is a plausible time to
onset.

aimed at deciding if further analysis is

Select the forward arrow to continue.

In order to validate a signal, it is
important to check if the event is
already reflected in the SmPC of
the product(s) in question. A signal
can relate to an already known
safety issue (e.g. not reflect new
information) and therefore not fulfil
the definition of a signal.

Other data sources can also be
checked for any previous
awareness of the issue.

Depending on the organisation and
the resources at national level, the
validation of a signal might differ
between MSs. Some MSs may
have an additional decision-making
loop at national level. A more
extensive evaluation of data might
take place before next steps are
taken.
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The signal management process includes signal detection, validation, confirmation,
analysis/prioritisation and assessment. The process results in a recommendation for action.

This flowchart shows the stages of the signal management sequence at national and European level.
There are different organisational structures within MSs, leading to different ways of performing signal

management among the different MSs.

Select each of the highlighted steps to find out more.
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Confirmation
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Considering the information presented in the
scenario, would you confirm the signal or
not?

Choose one correct answer and then select
submit.

That's correct. In this case, the signal would be
marked as not confirmed. This is because the
signal of angioedema and clarithromycin is being
addressed in the current PSUR procedure. An
update to section 4.8 had already been requested
during the PSUR assessment.

Select the forward arrow to continue.
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What we hope to have achieved Q SCOPE

More clarity on the concepts and the flow of the SM process in the EU
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Understandthe concepts ofrioritisation, validation, confirmation,
assessment

Gain some further insights in sigrikdtection
Increase awareness regarding additiodata sourcesand how to use them
Awareness of existing supportit@ols

Awareness of possible approaches for reports of special interest
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Help member states implementing signal management in EU
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What now? @ SCOPE

A Extra trainingin signal management on 94 25" April
at the Medicines Evaluation Boarduirecht (NL)

A All WP5 materials available on the SCOPE website:
http:// www.scopejointaction.eu




WP5 Team
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