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1. Introduction

1.1 Purpose of the document

The purpose of this document is to provide recommendations arising from Work Package 8 (WP8)
— Lifecycle Pharmacovigilance (PV) — benefit/risk (B/R) assessment in the context of Periodic
Safety Update Report (PSUR) and referral. WP8 lead is Italy (AIFA); this topic is led by ltaly (AIFA)
in collaboration with Ireland (HPRA), Sweden (MPA), Spain (AEMPS), Portugal (INFARMED), Nor-
way (NOMA), and United Kingdom (MHRA).

The recommendations include key considerations and useful advice for PV assessors, such as
practical guides in support of PSUR/ Single assessment of Periodic Safety Update Reports
(PSUSA) and referral assessments (Annex 1 and Annex 2).

This document is not intended to replace any existing guidelines, but is written to share experi-
ence and useful PV practices identified within the European Union (EU) PV network.
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1.2 Definitions and abbreviations

Terminology

ADR Adverse Drug Reaction

ADS Alternative Data Source

B/R Benefit/Risk

DSUR Development Safety Updated Report

EMA European Medicines Agency

ENCePP European Network of Centres for Pharmacoepidemiology and
Pharmacovigilance

EU European Union

GVP Guideline on good pharmacovigilance practices

MS Member State

NCA National Competent Authority

PL Product Lead

PM Procedure Manager

PRAC Pharmacovigilance Risk Assessment Committee

PROTECT Pharmacoepidemiological Research on Outcomes of Therapeutics by
a European Consortium

PSUR Periodic Safety Update Report

PSUSA Single assessment of Periodic Safety Update Reports

PV Pharmacovigilance

SCOPE Strengthening Collaboration for Operating Pharmacovigilance in
Europe

SOP Standard Operating Procedure

WP Work Package

1.3 Attachments

Ref no. Document name

Annex 1

Annex 2

WP8 Practical Guide on PSUR-PSUSA

WP8 Practical Guide on Safety-related Referrals
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1.4 Background

National Competent Authorities (NCAs) for medicinal products make regulatory decisions based on
qualitative and quantitative assessment of the benefits and risks associated with medicinal products.
The Benefit/Risk (B/R) assessment is a complex process, which requires the evaluation of quality,
preclinical and clinical data submitted by the pharmaceutical company, integrating this to show how
the key evidence, uncertainties and conclusions were used to reach a regulatory decision.

Decision making is a multifaceted undertaking and it involves multidisciplinary competences and
specific skills. These include knowledge regarding the estimation of the uncertainty in the data
and/or difficulties in predicting long-term outcomes in different time horizons; heterogeneity in
effects across patient populations; evaluation of robustness of outcomes; ability to handle mul-
tiple objectives, data heterogeneity, differences in perspectives and positions, etc.

Other aspects that could make the process challenging for assessors include the need to ensure
consistency across assessments, ability to work in a team and to adhere to proposed timeframes,
and good coordination with other participants and stakeholders in the process.

Moreover, NCAs, in the context of medicines B/R evaluation, may face different inherent issues
that impact on the process. These issues could include resource limitations and/or decisions
regarding the best use of resources, managing a wide scope of expectations, finding the right
balance between accurately reflecting the scientific evidence and meeting social demands, han-
dling differences in the national legislative requirements, and so on.

1.5 Context

The European medicines regulatory system is based on a network of NCAs from the 31 European
Economic Area (EEA) Member States (MSs), the European Commission and the European Medicines
Agency (EMA). In such an heterogeneous context, consistency in the assessments, use of new and
existing tools for facilitating decision making and building up competences at NCA level, assume
particular importance for improving the effectiveness of the PV network as a whole, particularly in
relation to post-authorisation evaluations of risks arising from PV and other safety data.

Considering the complexity of some PSUSA and referral procedures, in order to promote a
pragmatic, consistent evaluation process, collaboration among NCAs and high-quality support
in decision-making performed by the Pharmacovigilance Risk Assessment Committee (PRAC),
the work in the Strengthening Collaboration for Operating Pharmacovigilance in Europe (SCOPE)
WP8 (Lifecycle Pharmacovigilance) B/R assessment in the context of PSUR and Referral
procedures, has focused on:

e I|dentification of areas where PV is operating well (in particular assessment processes) and
useful tools to carry out PSUR/PSUSA and referral assessments

e Promotion, description and dissemination of good assessing practices
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e Support for assessors in addressing some of the identified challenges through the training
tools

The main target population for the recommendations is EU PV assessors.

The recommendations concerning WP8 will be used in the later training package for assessors
to promote consistency and support high-quality evaluation of B/R of medicines in the post-
marketing setting. It is worth highlighting that promoting a single approach does not mean regu-
latory decisions among NCAs will be harmonised; conversely, the differences inherent in each
agency’s processes and regulatory models add value to the EU PV and regulatory network in
general, and should be preserved in the decision-making process.

The recommendations complement WP8’s recommendations on the use of alternative data
sources (ADSs) and on PV assessors’ levels of competency.

e The EU Network Training Centre (www.hma.eu/otsg.html) aims to create a European central
platform for the exchange of information and supply of regulatory and scientific training
across the EU regulatory network.

e The Pharmacoepidemiological Research on Outcomes of Therapeutics by a European Consor-
tium (PROTECT) (www.imi-protect.eu/) project introduces innovative approaches to the B/R as-
sessment of medicines. It is a public-private partnership for innovative methodologies in pharma-
covigilance and pharmacoepidemiology coordinated by the EMA. The goal of PROTECT is to
strengthen the monitoring of the benefits and risks of medicines in Europe by developing innova-
tive methods, such as enhancing early detection and assessment of adverse drug reactions
(ADRs) from different data sources (clinical trials, spontaneous reporting and observational stud-
ies) and enabling the integration and presentation of data on benefits and risks.

e The ‘Strategy for supporting PRAC assessment with best evidence’ focuses on the scientific
robustness of post-authorisation evidence and on strengthening the evidence underpinning
decisions on individual medicines or classes of medicines to increase the quality of advice
and the consistency of elements in PRAC assessments (PRAC work plan
EMA/PRAC/269153/2015).

e The European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (EN-
CePP) is an EMA-Iled initiative that brings together expertise and resources in pharmacoepi-
demiology and PV across Europe (http://www.encepp.eu/index.shtml). ENCePP is aimed at
further strengthening the monitoring of the B/R balance of medicinal products by facilitating
the conduct of high-quality, multi-centre, independent post-authorisation studies with a focus
on observational research.



http://www.hma.eu/otsg.html
http://www.imi-protect.eu/
http://www.encepp.eu/index.shtml
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2. Aims

The overall aim of the WP8 recommendations is to contribute to the development of the compe-
tency of PV assessors and other scientific assessors across the EU, in order to support efficient
and scientifically robust processes. This document highlights some aspects of the B/R evaluation
that can have an important influence on the quality of an assessment. It is intended as a support-
ive tool to be used in conjunction with the relevant legislation, Guideline on good pharmacovigi-
lance practices (GVP) Module VII, and EMA templates guidance text. It was developed to offer
practical guidance to assessors during the PSUR/PSUSA and referral assessment. It is neither
intended to provide procedural guidance or scientific guidance, nor to replace any of the existing
guidelines.

Moreover, the aims of the recommendations are to create the bases for the training materials for
PV assessors (in line with NCA expectations reported in the relevant surveys) and to provide the

opportunity for better work-sharing, linkage and cooperation among MSs.
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3. Methodology

3.1 Development

The recommendations arose from analysis of the survey results, the internal discussion among
contributors to WP8, and global analysis of the overall findings in WP8.

The survey included questions on NCAs’ experiences with the assessment of PSUSAs and re-
ferrals. With regard to PSUSAs, 10 out of 24 NCAs who responded to the specific survey question
indicated that they had experience with this procedure and identified challenges and solutions
for the assessment of PSUSAs. The survey responses also identified current practices and helpful
tools already used by NCAs for the evaluation of benefits and risks. Promoting the exchange of
experiences, successful methods and good operating PV has been highlighted as the most im-
portant way to overcome the challenges.

For referral procedures, the survey highlighted that most of those who participated do not have
a formal internal document or standard operating procedure (SOP) to provide structured guid-
ance for assessors in the context of referrals. The survey identified many challenges faced by
assessors and described the strategies that have been adopted to overcome some of these.

One of the most important inputs detected in the survey was the proposal to develop a practical
guidance paper on PSUR/PSUSA and referral assessment.

3.2 Challenges/limits

Due to the differences in the structure and context of NCAs across MSs, not everything in this
paper will be applicable or relevant for everyone — nor is it intended to be.

Since not all European NCAs have participated in the SCOPE project, considerations expressed
in this paper reflect only the survey feedback and analytical work performed by the participants
in WP8. Therefore, not all EU PV experiences or potentially useful materials and sources of infor-

mation (e.g. practical guidance, SOPs etc.) that might be available are reflected in this document.
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4. Recommendations

The recommendations are structured so that they can be considered as general (over-
all reflections and aspects concerning both procedures — PSUR/PSUSA and referral) and proce-
dure-specific recommendations (practical guidance for assessors).

4.1 General recommendations

4.1.1

4.1.2

“Work in team” strategy and proactivity in communication

This recommendation aims to promote good, efficient and early communication be-
tween all involved actors. First of all, effective communication between rapporteur and
co-rapporteur(s) appointed for the procedure, EMA Procedure Manager (PM), Product
Lead (PL) and MAH(s), and between assessors within the same NCA, should be consid-
ered from the beginning of the B/R assessment procedures. Furthermore, during deci-
sion-making, it is recommended to consider the views of patients, healthcare profes-
sionals and experts over the course of the B/R evaluation of a medicine, whenever con-
sidered appropriate.

Assessors should be encouraged to proactively seek advice from experts where relevant
and this should be managed in a timely and interactive manner to allow for the smooth
progression of the procedure.

The possibility of establishing a dedicated communication office and/or communication
officer to effectively manage external expectations and information-sharing is also rec-
ommended.

Importance of reviewing

The sharing of opinions and review, in particular for complex and challenging PV as-
sessments, and at different stages of the process, is strongly recommended.

Informed and shared decision-making represents the basis of consistent assessment
and regulatory outcomes. Review can be obtained at different levels through the involve-
ment of senior assessors, PRAC members, NCA advisory and scientific quality assur-
ance groups have important roles in achieving high quality assessments and shared
positions.

A number of NCAs (n= 10, 83%) reported that working toward the final NCA position on
B/R evaluation involved a discussion and agreement of the final recommendation with a
dedicated advisory board or working group, or with a scientific quality assurance group.

The sharing of opinions and reviewing by different actors could play an important role
in the achievement of high quality assessments and shared positions.

10
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4.1.4

4.1.5

Training and education opportunities for assessors
(continuous learning)

Continuous education of PV/clinical assessors is necessary to ensure and
support evidence-based B/R assessments. Specific training, including introductory, in-
termediate and advanced level training modules, is recommended to build up and main-
tain assessors’ levels of competency. Procedure-specific training modules, including
different formats (e.g. e- learning, face-to-face interactive training with, for example,
PowerPoint presentations, and webinars) will be developed by WP8.

An overview of institutions giving courses of value for PV/clinical assessors in general
will be provided by WP8. Additionally, a list of textbooks and scientific papers consid-
ered useful for PV/clinical assessors’ activities will be provided. Moreover, the benefits
that could be obtained by implementing an exchange programme for PV/clinical asses-
sors are addressed in a WP8 concept paper. This paper lays out the possible basis for
an EU-wide programme for sharing experience and knowledge among assessors from
MSs and explores the possibilities for implementation of the secondment/exchange pro-
gramme as a tool for improving the effectiveness of the PV network.

Build up internal quality systems (e.g. SOPs, mentoring systems,
definitions of the roles, etc.)

In total, 13 of 24 (54 %) of the NCAs who responded in the survey have a regular internal
quality system (e.g. SOPs, internal guide) for B/R assessment in the context of PSUR
assessment with reference to GVP module VII. Although 74% of responders do not have
a regular internal quality system for B/R assessment in the context of referral proce-
dures, all assessments are prepared in accordance with current relevant guidelines.
NCAs may therefore wish to consider developing and improving local quality systems.
This issue has been further addressed in the SCOPE WP7 on quality management sys-
tems and some common sessions are foreseen during the SCOPE workshop to promote
consistency of quality systems at NCA level.

Promoting use of Alternative Data Sources (ADSs) and improving access
to information

The recommendation to the PV network would be to try, as far as possible, to improve
access to information useful for B/R evaluation decision-making. During the assess-
ment, the use of relevant and validated data from ADSs (i.e. outside of spontaneous
reporting) is recommended. To help this happen in different settings across the EEA
(European Economic Area), it is of particular importance that NCAs should consider the
utility of ADSs in PV assessments, to collaborate in designing strategies that could sup-
port the network to identify more useful data and to fill gaps in information.

11
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In order to support this objective, the deliverables from WP8 will include a
catalogue of ADSs recommended by NCAs and the platform for sharing ex-
periences/good practices for the use of ADSs in the context of the PV pro-

cedures evaluation. These deliverables will be available on the SCOPE website.

4.2 PV procedure-specific (PSUR/PSUSA and referral)
recommendations

In the context of procedure-specific recommendations (please see Annex 1 and Annex 2) con-

sideration is given to the practical approach during evaluation of PSUR/PSUSA and referral as-

sessment, and to the factors that may support consistent assessment, including:

Planning and organisation of the work

Overcoming challenges during assessment

The drafting of assessment reports and, in particular, requests for supplementary information
Delivery of procedure recommendations, final outcomes and requests for commitments

Presenting of assessment reports at PRAC

12
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5. Impact assessment (anticipated)

The impact on the EU PV system that would be expected of the proposed work, essentially con-
cerns the opportunity to promote consistency in the B/R evaluation of medicines in the post-
marketing setting, and to build up assessors’ levels of competency across the EU to support
efficient and scientifically robust assessment processes. Recommendations and training materi-
als for assessors will be prepared and translated as a final deliverable from WP8.

13
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Annexes

Annex 1. WPS8 Practical Guide on PSUR-PSUSA

1A

WP8 Practical Guide
on PSUR-PSUSA

Annex 2. WP8 Practical Guide on Safety-related Referrals
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WP8 Practical Guide
on Safety-related Re
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1. Introduction

1.1 Purpose of the document

The purpose of this document is to provide practical guidance for National Competent Authority
(NCA) assessors arising from WP8 — Lifecycle Pharmacovigilance, Benefit/Risk (B/R) assessment
in the context of Periodic Safety Update Report (PSUR) / Single assessment of Periodic Safety
Update Reports (PSUSA) and Referral procedures. WP8 lead IT, Topic Lead IT in collaboration
with ES, IE, PT, SE, NO and UK.

This document is not intended as a guideline, but written to share experience within the European
Union (EU) Pharmacovigilance (PV) network and to offer some practical guidance on some as-
pects of PSUR / PSUSA assessment and the drafting of assessment reports (ARs) for assessors.
It is derived from the experience and advice of assessors working in NCAs at both junior and
senior level. It is acknowledged that there are different structures in place for pharmacovigilance
assessment across the Member States (MSs). The focus of the paper is on the actual assessment
process and not the procedural aspects of the process, for which guidance is readily available
elsewhere. Assessors need to be familiar with the relevant legislation and guidelines and refer to
these, as appropriate, throughout the assessment process. This is a living document, subject to
updates whenever new elements to be considered require integration.

1.2 Relevant guidelines

e Available on the EMA website (www.ema.europa.eu)
— Guideline on Good Pharmacovigilance Practices (GVP) Module VIl - PSUR

— PSURs: Questions and answers
— List of EURDs and frequency of submission of PSURs
— List of EURDs and frequency of submission of PSURSs: Introductory cover note
— European Medicines Agency (EMA) post-authorisation procedural advice for users of the
centralised procedure
e Available on the HMA website (www.hma.eu)

— Coordination Group for Mutual Recognition and Decentralised Procedures — Human
(CMDh) Standard Operating Procedure (SOP) on the processing of PSUR single assess-
ment procedures for nationally authorised products

e Available on the ICH website (www.ich.org)

— E2C(R2) Implementation Working Group ICH E2C(R2) Guideline: Periodic Benefit-Risk
Evaluation Report



http://www.ema.europa.eu/

http://www.hma.eu/

http://www.ich.org/
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1.3 Definitions and abbreviations

Terminology
AR

ADR

ADS

B/R

CCDS

CMDh
DLP
DSUR
EMA
EPAR
EPITT
eRMR
EU
EURD
EV
GVP
HCP
LoQ
MAH
MMD
MS
NCA
PAES
PASS
Pl

PL
PRAC
PSUR

Assessment Report
Adverse Drug Reaction
Alternative Data Source
Benefit/risk

Company Core Data Sheet

Coordination Group for Mutual Recognition and Decentralised Proce-
dures — Human

Data Lock Point

Development Safety Updated Report

European Medicines Agency

European Public Assessment Report

European Pharmacovigilance Issues Tracking Tool
Electronic Reaction Monitoring Reports
European Union

European Union Reference Dates
EudraVigilance

Guideline on Good Pharmacovigilance Practices
Healthcare Professional

List of Questions

Marketing Authorisation Holder

Managing Meeting Documents

Member State

National Competent Authority
Post-Authorisation Efficacy Study
Post-Authorisation Safety Study

Product Information

Patient Leaflet

Pharmacovigilance Risk Assessment Committee

Periodic Safety Update Report
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Terminology Description

PSUSA Single assessment of Periodic Safety Update Reports
PV Pharmacovigilance

RMP Risk Management Plan

RSI Request for Supplementary Information

SmPC Summary of Product Characteristics

SOP Standard Operating Procedure

WHO World Health Organization

WP Work Package
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2. Background

One of the recommendations that arose from analysis of the benefit/risk assessment topic survey
results and internal discussion among contributors to WP8 was the proposal to develop a prac-
tical guidance paper on PSUR / PSUSA assessment.

The benefit/risk assessment topic survey included questions on NCAs’ experiences of the as-
sessment of PSUSAs. 10 out of 24 NCAs who responded to the specific question in the topic
survey indicated that they had experience with this procedure before the closure of the survey
(November 2014) and identified challenges and solutions for the assessment of PSUSAs. The
survey responses also identified current practices and helpful tools used by NCAs for the evalu-
ation of B/R. The challenges and solutions identified, in conjunction with the current practices
and helpful tools used by NCAs, represented the starting point from which this practical guidance
document was developed.
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3. Challenges/limits

This document was developed to offer some practical guidance to assessors on some aspects
of the PSUR / PSUSA assessment procedure. It is intended as a supportive tool to be used in
conjunction with the relevant legislation, GVP Module VII, EMA templates including guidance text,
etc. It is not intended to provide procedural guidance or scientific guidance. Furthermore, due to
the complexities of the assessment process, which is hugely dependent on the quality of the
submission, the characteristics of the medicinal product under assessment, the therapeutic area,
the safety issues under review, etc., it is not feasible to adopt a prescriptive approach. Instead,
each issue must be considered on a case-by-case basis in the context of the product lifecycle
and in accordance with the available data. Consequently, this document reflects some assess-
ment approaches adopted in different NCAs participating in the SCOPE Joint Action and is in-
tended to provide practical guidance and advice to assist with some challenging issues, enabling
reasonable scientific judgement in line with the available evidence.
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4. Practical guidance L

The main objective of the PSUR, as described in GVP Module VII, is to presenta ¢ AN
comprehensive, concise and critical analysis of the B/R balance of the medicinal prod-

uct, taking into account new or emerging information in the context of cumulative information on
risks and benefits. The legal requirements for PSURs are detailed in GVP Module VII and the
format follows the structure described in the Commission Implementing Regulation (EU) No
520/2012. Familiarity with the legislation, the Module VII Guideline, relevant SOPs and the tem-
plate guidance (provided by the EMA) are essential when drafting an AR and reference to these
guidance documents is strongly recommended as you are drafting your report

This practical guidance and the associated training programme for PV assessors developed in
the context of WP8, could facilitate the development of competencies to support B/R assess-
ment among NCAs in the context of the PSUR / PSUSA procedure.

It is acknowledged that work patterns and practices vary amongst assessors, this is considered
to be an advantage for the network. However, it is important that ARs are clear and consistent
with the submitted data and available evidence. The introduction of the PSUSA procedure has
further highlighted the importance of consistent and high-quality assessments across the
network. The assessment should not rely on a standard assessment process, but should be
tailored to the PSUR data and should reflect the most important findings and value judgements,
including the assessor’s critical analysis, and clear, justified, evidence-based conclusions and
recommendations.
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4.1 Planning and organisation

4.1.1 Time required for assessment

Give ample time for the assessment with organisation of your workload. While the time

required can vary depending on the medicinal product under review, PSUR ARs can be very time
consuming, particularly for medicinal products with complex safety profiles, or where there are
safety issues arising that require detailed consideration and/or action. In situations where a con-
siderable amount of data is submitted (e.g. a PSUSA procedure with multiple PSUR submis-
sions), particular attention should be paid to the practical organisation of the assessment. If the
PSUSA assessment involves a team of assessors, good coordination, communication and iden-
tification of the common data in different Marketing Authorisation Holder’s (MAH) PSURs should
be considered to optimise the assessment process and avoid duplicated evaluation of the same
information (e.g. literature reports and actions taken for safety reasons). In addition, it can be
useful to outline the steps in the approach taken to reach a decision in the AR, particularly in the
context of complex issues and/or assessor teams. Regardless of the volume of data submitted,
it may be helpful to draft ‘internal’ timeframes for yourself or the assessment team, including
some short-term, medium-term and final milestone timeframes, within the established PSUR as-
sessment timeframe. It is also very useful to get a draft report completed in advance of the cir-
culation date to give adequate time for review by/discussion with peers, the PRAC mem-
ber/CMDh delegate, or other relevant stakeholders, as appropriate, and to allow you to cross-
check your assessment and comments with the data.

Before beginning drafting an AR it is helpful to read the PSUR a couple of times. The first reading
allows the assessor to form a general impression of the likely issues and “path” of the PSUR;
while additional, more detailed, readings allow the assessor to hone in on the details and consider
carefully the issues. For less experienced assessors particularly, it can also be helpful to use
these readings to ensure that the MAH(s) have completed all of the relevant sections of the PSUR.
It is important that if there are substantive or significant issues arising these are flagged as early
as possible to senior staff or the PRAC member to allow sufficient time for considerations and
proposals to be discussed with the relevant stakeholders (EMA, clinical experts etc.).

It might be helpful to use a Word copy of the body of the PSUR, which can facilitate the genera-
tion of the AR, particularly when presenting or replicating tables or diagrams. If not otherwise
available, this is usually readily available from the MAH(s).

4.1.2 Inform yourself

Make sure you are aware of any relevant recent or parallel procedures for the substance/product
during the timeframe of your PSUR assessment. Consulting the European Pharmacovigilance
Issues Tracking Tool (EPITT) and other relevant data sources as appropriate could be useful in
retrieving discussions on relevant safety issues.

10
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It is very useful to consider previous PSUR assessments when drafting your AR and N [ /
to consider whether there is consistency between the reporting intervals, or if there __ -
are any significant issues that are substantially different from previous reports or o\ /3

emerging issues. In addition, it is important to ensure that any requests made by the =
assessor in the preceding PSUR(s) have been addressed by the MAH(s). It can also be useful to
learn from other ARs for other substances with regard to the approach and management of sim-
ilar issues. Do keep in mind other agents in the class, if necessary, particularly when considering
recommendations and outcomes.

During the assessment it is recommended that you consult available relevant clinical guidelines
for particular issues under consideration. In particular, clinical and scientific associations’ guide-
lines can be useful in relation to the use of the medicine in clinical practice and may provide an
insight into the potential impact of any regulatory decisions on clinical practice across different
healthcare settings.

4.1.3 Consider patients and healthcare professionals

Keep the patients, healthcare professionals (HCPs) and use of the product/active substance in
clinical practice in mind when performing your assessment. This is of particular importance in
situations where uncertainties relating to the B/R balance emerge from the assessment process.

If new issues arise during the assessment process that may impact on the B/R balance of the
product, consider the possibility of obtaining advice from relevant experts.

4.1.4 EURD List

Make sure to check the EURD list for the active substance (or combination of active substances)
to ensure that, following your assessment of the PSUR, you are in agreement with the published
EURD list for that substance. In addition, if you wish to request any amendments to the EURD
list, keep in mind that they will only become legally binding six months after publication.

4.1.5 Reviewers

When writing your AR, remember the other MSs’ reviewers and keep your report focused. You
(unlike the reviewer) may be very familiar with the issues at hand and, therefore, it is useful to
summarise very briefly in assessor comments the relevant issue before providing your own com-
ments, assessment and conclusions. This facilitates review by MSs and other reviewers. This
summary can also facilitate the formulation of requests for further information arising from your
conclusions.

In addition, vast copying and pasting from the MAH’s PSUR makes the report very difficult to
read and there is a risk that the important issues may be lost. It is more helpful and effective to
include the key points and text that sufficiently illustrate the issue and exclude text that can be
more succinctly summarised.

11





SCOPE Work Package 8

Lifecycle Pharmacovigilance
Practical Guide on PSUR / PSUSA Assessment

4.2 Support for overcoming challenges during \ !,
evaluation of risks/risk characterisation or for -Qe
benefit/risk decision making A"

4.2.1 Action taken in the reporting interval for safety reasons

Consider carefully if this is relevant to your PSUR assessment, e.g. product information updates
in other regions — are they covered in the EU Summary of Product Characteristics (SmPC)? It is
essential to consider the evidence for the action taken and whether it has been presented in the
particular PSUR under review. It is also relevant to remember that labelling approaches may differ
across regions. Whilst in some regions the product information will only include adverse reactions
(where causality is suspected), as is the case in the EU, in other regions, the label may include
events (i.e. without evidence of a causal relationship). In addition, product indications, recom-
mended dosages and populations may differ, both within and outside the EU.

4.2.2 Changes to Reference Safety Information

Are changes to reference safety information already covered or applicable to the EU and licensed
product labelling? In some instances they may reflect previous or ongoing European variations,
but they are important to consider and it may be necessary to request further information on this
if it is not provided. For centrally authorised products (CAPs), it can also be useful to refer to the
assessment history of the product available on the EMA website. Remember changes to the
Company Core Data Sheet (CCDS) will generally not be available to HCPs and patients unless
reflected in product labelling, but changes to the CCDS are not automatically applicable to the
product labelling without assessment of the supporting data. The assessment should not focus
on the contents of the CCDS (which is the company document, distinct from the regulatory doc-
ument, which is the SmPC) or consider a harmonisation of the relevant SmPCs/PILs. The driver
for labelling changes (i.e. changes to the SmPC and Patient Leaflet (PL)) should be the evidence.

4.2.3 Estimated exposure and use patterns

It is useful to look at exposure carefully and compare methods of calculation and exposure levels
with previous PSURs. In addition, consider exposure variations across different geographical re-
gions and in special populations (e.g. paediatric/elderly population, pregnant/lactating women,
etc.). Significant differences in exposure or trends in exposure should be highlighted in your AR
and consideration should be given to the reasons for these differences, e.g. newly authorised
products, significant safety issues, availability of alternatives, etc. When interpreting and extrap-
olating from exposure data, consider the limitations of the methodology and assumptions made
in the estimations. Remember that reporting rates have a number of limitations and that caution
should be exercised when interpreting or calculating these rates.

12
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When considering patterns of use, including off-label use, critically consider whether
there are particular safety concerns in any sub-population or associated with any

\N
particular pattern of use, rather than just considering off-label use per se. /Q\

4.2.4 Data in summary tabulations

It is useful to review carefully the interval report numbers in the context of cumulative numbers
and any changes in patient exposure, and to consider those that may be of clinical significance
or potentially raise a new safety concern. Reporting rates that account for changes in patient
exposure, rather than numbers of reports, are important to consider when reviewing this section.
This is a data presentation section rather than an evaluation section of the PSUR, and the MAH
is advised not to provide analysis or conclusions in this subsection. However, the assessor may
highlight potentially significant issues in the AR.

It may be useful to comment on whether the adverse drug reactions (ADRs) reported are in ac-
cordance with the known safety profile of the product and whether there are any differences in
the safety profile according to the route of administration/indication, etc. It is advised that the
assessor ensures that any issues arising have been followed up elsewhere in the PSUR by the
MAH and, if not, it may be necessary to request or consider additional data or information if the
issue is of clinical significance or potentially raises a new safety concern. It is important that
questions arising do not merely follow numbers without further consideration by the assessor of
clinical significance, etc. Do consider whether EudraVigilance (EV) and electronic reaction moni-
toring reports (eRMR) data may be helpful to provide supplementary data or insight into the re-
ported cases when examining any issues arising here. However, one should not necessarily ex-
pect reconciliation of numbers of reports and there can be justified reasons for differences.

4.2.5 Summaries of significant findings from clinical trials during the
reporting interval

Remember this section should focus on clinically important emerging efficacy and safety findings
during the reporting interval.

4.2.6 Literature

Consider carefully the information provided and keep in mind that the MAH should provide their
critical analysis of findings and how they impact B/R. Carefully consider the limitations and po-
tential biases of the published papers before reaching any final conclusions. It may be useful to
supplement the PSUR literature review with your own search on selected topics to gather back-
ground information, supplemental data or more recent papers.

13
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4.2.7 Late-breaking Information 2/

Ensure that any conclusions on significant information presented here are carried = —
through in the PSUR and the assessment. It is important to note that GVP Module A
VIl states that the data presented in this section should be taken into account in the i
evaluation of risks and new information.

4.2.8 Overview of signals

Carefully review the tabulated summary of signals and check if you agree with the MAH’s classi-
fication of signals as new, on-going or closed. Signals that have been evaluated and actioned
appropriately should be closed. It may be appropriate to maintain a signal as on-going if further
data that will impact the signal assessment is likely or expected imminently.

In case of on-going signals, carefully consider the type and extent of additional data that should
be requested and the most important aspects that should be monitored during the reporting
period, in order to appropriately address the raised safety issue(s) in the next PSUR. Clear in-
structions on the expected presentation of this data should also be included in the request, to
facilitate the assessment.

4.2.9 Signal evaluation

The MAH should provide their evaluation of signals ongoing and closed during the reporting in-
terval. The assessor should be able to make their assessment of the signal conclusion based on
the information provided, which is dependent on sufficient information being provided by the
MAH. It may be useful for the assessor to additionally consider the signal in EudraVigilance and
consult the associated eRMR during their assessment of the MAH’s evaluation. Consulting the
signal management database published monthly in Managing Meeting Documents (MMD) can
also be helpful, particularly when another MS is signal lead for the medicinal product. In some
instances it may be necessary to request further information or detail from the MAH on the signal,
to add clarity and understanding to the MAH’s evaluation and actions. Bear in mind that GVP
Module VII advises that the MAH should provide a summary of the signal evaluation with a level
of detail reflecting the medical significance of the signal, and that evaluations and conclusions
should be supported by the information provided and clearly presented. However, in the case of
non-serious ADRs, the significance and potential impact to the patient and on medication adher-
ence should also be considered (e.g. alopecia in women). It also may be helpful to understand
the scope of the MAH Case Search Strategy. The availability and a clear presentation of the
clinical trial evidence can also be very valuable in the consideration of emerging issues or safety
issues under consideration.

14
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4.2.10 Evaluation of risks and risk characterisation \ i P
This section should focus mainly on new information and how it impacts on existing = —
knowledge. If there is no substantive new data emerging, this section in the AR can N
be kept brief. It is helpful to briefly summarise the Risk Management Plan (RMP) in place

for safety concerns and to consider any impact of the PSUR assessment on the RMP. It is im-
portant to assess whether any new data has been presented in the PSUR in relation to areas of
missing information or important potential risks included in the RMP, as these safety concerns
can be reconsidered depending on the data presented in each PSUR. It is also important to be
aware of any ongoing variations and those concluded after the Data Lock Point (DLP) involving
the RMP. It should be remembered that the PSUR is a global retrospective evaluation document,
as distinct from the EU RMP, which is a regional prospective planning document. For this reason,
it is not particularly pertinent to focus on trying to align the classification of safety concerns across
documents from several MAHSs. The focus of the PSUR is on evaluation of the available evidence
with a view to updating product information or risk management approaches, but not necessarily
on advising MAHs on how to categorise safety concerns in future PSURs, unless this is particu-
larly relevant for evaluation purposes.

4.2.11 Characterisation of benefits

As the PSUR is intended to focus on new or interval information in the context of the cumulative
knowledge of a product, this section may briefly outline the benefits unless there is new benefit
information that has become available during the reporting interval for authorised indications. For
CAPs it may be helpful to refer to the European Public Assessment Report (EPAR), available on
the EMA website, when preparing this section of the report.

4.2.12 Benefit-Risk evaluation

The purpose of the B/R evaluation is to describe if the favourable effects, with their uncertainties,
outweigh the unfavourable effects, with their uncertainties.

The level of detail presented in the AR should depend on whether there are issues arising that
potentially impact the B/R balance of a product, particularly when the outcome for the PSUR is
one other than maintenance. The level of experience with the medicine (e.g. well-established
versus subject to additional monitoring) is also likely to impact on the detail presented in this
section.

If new issues arise that potentially impact the B/R balance of a product, first describe the im-
portance of the unfavourable effects/safety issue, with the assessor’s estimation of the impact
on the B/R balance, followed by a concise general discussion, including the impact of the uncer-
tainties and the regulatory options (e.g. possible risk minimisation measures, etc., where appli-
cable). During the evaluation, consider also the place in the treatment of the medicinal product
under assessment and the availability of alternative therapeutic options (with their respective
safety profiles).
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4.3 Different approaches to assessment according ! ,

to the lifecycle of the medicine -Qa

VAWAN
It is recognised that at the time of authorisation information on the safety of a me- =

dicinal product is relatively limited. This is due to a number of factors, including the numbers of
subjects included in clinical trials compared with the intended treatment population, restricted
population with regard to age, co-morbidity, concomitant medication use, ethnicity, etc. and the
relatively short duration of exposure and follow-up.

Consequently, when conducting a PSUR assessment, it is important to consider the stage in the
lifecycle of the medicine, for example, whether it is a newly authorised or well-established medi-
cine. Uncertainty in relation to a medicine’s safety profile should be the key driver of risk propor-
tionality in PV. Accordingly, uncertainty is reduced with increased exposure, meaning that a well-
established medicine with extensive exposure will have limited uncertainties in relation to its
safety profile and the focus with respect to risk proportionality will likely be on the effectiveness
of risk minimisation in practice.

4.4 Support for the drafting of questions to be addressed by
the MAH

If the need for additional information is foreseen during the assessment, sufficient time should be
allocated to drafting the List of Questions (LoQ), as this is a crucial aspect of the assessment.

Keep the questions clear and focused and avoid wording that is open to misinterpretation. It is
usually useful to ask somebody else to read the draft questions before they are finalised and sent
to the MAH(s). In the LoQ it helps to reference the relevant section of the PSUR/AR and add that
more detailed assessor’s comments are available in these sections. Make sure you specify when
these questions need to be addressed by the MAH(s) Request for Supplementary Information
(RSI), next PSUR, recommendation for future PSURSs, or other procedure).

It is really important that the RSl is reserved for issues that need to be addressed during this
PSUR procedure and are feasible for the MAH to address in the available time. The RSI should
focus on issues likely to impact the conclusions and recommendations of the PSUR assessment
and may impact B/R. The importance and relevance of the requested data should be explained.
It is also very important to bear in mind the timeline for assessment of the MAH responses, re-
quested/accompanying data and production of the PSUR Updated AR. Some issues may be
best addressed in the next PSUR or in an alternative procedure. The timelines for the next PSUR
submission should be considered (refer to the EURD list). Depending on the safety issue, re-
questing that it is addressed in the next PSUR may be appropriate where the periodicity of as-
sessment is frequent, but may not be appropriate in the case of longer interval periods. In the
case of the latter, issues may need to be followed up through an alternative procedure.
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4.5 Support for better delivery of procedure \
recommendations and final outcomes =
/

4.5.1 PSUR outcomes

Three possible outcomes result from the assessment of a PSUR: maintenance, variation, sus-
pension or revocation.

Do make a decision — recommendations from your assessment must be logical, clearly presented
and robustly justified in line with evidentiary standards in your AR. If proposing changes to section
4.8 of the SmPC, consider whether there is evidence to support a causal association considering
the population exposed and other relevant factors. The appropriate frequency evaluation and
estimation for proposed ADRs should also be considered. Harmonisation should not be the driver
for proposing updates.

Again, carefully consider early on in the assessment process, and flag up to the relevant people
as soon as possible, if the plan or recommendation is likely to be one other than maintenance of
the Marketing Authorisation, so that there is adequate discussion and peer review of the scientific
grounds/evidence base for any recommendations. When recommending a variation to the mar-
keting authorisation, pay particular attention to the provision of a clearly outlined and robust sci-
entific justification for the recommendation. In cases where the PSUSA includes different formu-
lations of a medicinal product for which the recommendations vary, it is essential that the rec-
ommendations for each formulation are clearly distinguished in the AR.

4.5.2 Product Information updates

The MAH may propose a Product Information (Pl) update as a result of the data presented in the
PSUR, which should be evaluated by the assessor. Alternatively, the assessor may propose a Pl
update following an evaluation of the evidence presented. As far as possible, specify your pro-
posed wording for product labelling at the stage of the Preliminary AR, as it gives both MSs and
the MAH(s) time for consideration. It can be useful sometimes to request the MAH to contribute
to wording for the PL, due to their in-house communication expertise/resources.

In some instances it may be necessary to reflect the uncertainties around particular issues (e.g.
available evidence, causality assessment, etc.). The assessor should discuss, if relevant, risk
management or other proposals/actions that are in place or that are planned to help address
these uncertainties.

4.5.3 Summary paragraph

The summary paragraph should be succinct and contain the important issues to highlight and
conclusions relating to these issues.
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4.5.4 Updated reports \ | P
It is recommended that the changes in the updated AR are highlighted to facilitate = —
review of the updated report when circulated, as the timeline for such review is short A
at this stage. In some instances the responses from the MAH(s) can be very lengthy and

it may be more useful to summarise the MAH responses, rather than completely reproducing

them. The assessor’s overall conclusions should be clearly documented in the updated report.
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1. Introduction

1.1 Purpose of the document

This guide may be useful for any Assessor who is involved in a safety-related referral. It offers
practical advice at all stages of the process and should be used in conjunction with other relevant
guidance and the EMA templates. It is mostly written from the perspective of the (Co)-rapporteur
Assessor, but many aspects may also be of value to the non-rapporteur. This guide is not in-
tended to provide procedural, scientific or benefit/risk (B/R) evaluation guidance.

The document has been drafted as generically as possible but it is acknowledged that different
systems for pharmacovigilance (PV) assessment are in place across the MSs and so some as-
pects may not be relevant to all Assessors or do not apply in every country.

1.2 Relevant guidelines
EMA guidance' may be found at:

e WWwWw.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general _con-
tent_000150.jsp&mid=WC0b01ac05800240d0

e Wwww.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/refer-
ral_search.jsp&mid=WC0b01ac05805c516f

Templates for all documents required during a referral procedure may be obtained from the EMA
referrals team.

" Based on Directive 2001/83/EC, as amended by Directive 2010/84/EU of the European Parliament and of the Coun-
cil of 15 December 2010, without prejudice to the implementation of the changes resulting from Directive
2012/26/EU of the European Parliament and of the Council of 25 October 2012 amending Directive 2001/83/EC as
regards pharmacovigilance.



http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000150.jsp&mid=WC0b01ac05800240d0

http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/referral_search.jsp&mid=WC0b01ac05805c516f
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1.3 Definitions and abbreviations

Terminology

AR
B/R
CAP
CHMP
CMD(h)

CIOMS
DSUR
DUS
EC
EPITT
EMA
eRMR
EU
HCPs
HCP WG
LoOl
LoQ
MA
MAH
MS
NAP
NCA
NUI
PA
PAES
PASS
PCWP
PDCO

Assessment Report

Benefit/Risk

Centrally Authorised Product

Committee for Medicinal Products for Human Use

Coordination Group for Mutual Recognition and Decentralised
Procedures (Human)

Council for International Organisations of Medical Sciences
Development Safety Updated Report
Drug Utilisation Studies

European Commission

European Pharmacovigilance Issues Tracking Tool
European Medicines Agency

Electronic Reaction Monitoring Reports
European Union

Healthcare Professionals

Healthcare Professionals’ Working Group
List of Outstanding Issues

List of Questions

Marketing Authorisation

Marketing Authorisation Holder

Member State

Nationally Authorised Product

National Competent Authority
Non-Urgent Information

Procedure Assistant

Post-Authorisation Efficacy Study
Post-Authorisation Safety Studies
Patients’ and Consumers’ Working Party

Paediatric Committee
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Terminology

Description

PI

PL

PM
PRAC
PSUR
PSUSA
PV
RMP
SAG
SmPC
SOP
TC
WP

Product Information

Patient Leaflet

Procedure Manager

Pharmacovigilance Risk Assessment Committee
Periodic Safety Update Report

Single assessment of Periodic Safety Update Reports
Pharmacovigilance

Risk Management Plan

Scientific Advisory Group

Summary of Product Characteristics

Standard Operating Procedure

Teleconference

Work Package
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2. Background

The main objective of the different types of referral considered by the Pharmacovigilance Risk
Assessment Committee (PRAC) (Articles 107i, 31 and 20 — see section 3.1.2 of this document) is
to resolve issues over the safety or the balance of benefits and risks of a medicine or class of
medicines and, where necessary, to propose measures to minimise harm to patients throughout
Europe. While formal guidance on referrals is available (see section 1.2), one of the recommen-
dations that arose from analysis of the results of the SCOPE survey on B/R procedures (topic 4)
and internal discussion among contributors to WP8 on ‘Lifecycle Pharmacovigilance’ was the
proposal to develop a practical guide for Assessors involved in referrals.

The survey responses highlighted that most NCAs who had participated in referrals do not have
a formal internal document to provide structured guidance for Assessors. It also identified a num-
ber of challenges faced by MSs and described the strategies that have been adopted to over-
come these. This valuable information has been combined within this document to give some
useful practical tools and advice for Assessors to consider throughout the referral procedure; it
is not intended to guide Assessors to evaluate complex safety data or weigh up benefits and
risks though some information on this is provided in section 3.2.1. Some aspects of this paper
may not be feasible or relevant for everyone - this does not matter. The intention is that Assessors
can dip into this paper and take from it any ideas they think might help them during the referral
procedure; anything that is not suitable or relevant can be ignored.
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3. Practical guidance !,
In order to achieve its objectives a referral needs a clearly defined scope thaten-  #\_/\

sures all relevant scenarios are taken into consideration. It also needs a clear focussed

list of questions to MAHs to ensure that all relevant (and no irrelevant) information is provided.
This will help Assessors to draw appropriate conclusions and make clear recommendations. Ex-
pert input at a national and/or European level may be important in ensuring that any recommen-
dations are clinically feasible.

Familiarity with the Legislation and the EMA guidance on procedural aspects of referrals is rec-
ommended. Either having previous experience of, or training in critical appraisal of scientific data
and B/R evaluation will also make it easier to draft the AR.

It is acknowledged that preferred work patterns and practices vary amongst MSs and Assessors.
This is considered to be an advantage for the network; however it is important that in all cases
ARs are clearly written and consistent with the available data, and present a comprehensive but
concise and critical analysis of all relevant data with clear, justified conclusions and recommen-
dations. To enhance quality, seeking peer review and if possible, expert input, is strongly advised.

This guide is written largely from the perspective of a (Co-) Rapporteur; however, where relevant,
reference is also made to the role of a non-Rapporteur Assessor.

3.1 Planning and organisation

3.1.1 Information gathering before triggering a referral

As the MS which is considering triggering a safety referral, make sure you are aware of any rele-
vant previous or parallel procedures for the substance/product. Consulting the EPITT and the
information exchanged via the NCAs PV mail network could be of help in collecting information
on any discussions on safety issues. Consider also evidence from available scientific literature.

Consider:

o Whether it is a well-known issue that has been previously reviewed. If so, when and what was
the regulatory action?

¢ What is the evidence?
¢ Are there relevant ongoing procedures?

e Are there other relevant sources of data?
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Ensure also that you are aware of all relevant guidelines necessary for appropriate

evaluation of the safety issue. In particular, clinical professional bodies and scien- \Q/

tific association guidelines could be useful for addressing aspects relative to use /

N\
of the medicine(s) in real-world clinical practice. >

Some issues arising from the evaluation of PV data automatically trigger an urgent union proce-
dure under article 107i. These include a MS or the EC suspending or revoking a MA, prohibiting
the supply of a medicine or refusing to renew a MA. In addition an Article 107i procedure is
triggered if a company informs a MS or the EC that, on the basis of safety concerns, it has inter-
rupted the placing on the market of a medicinal product or for safety reasons has taken action or
intends to take action to have a MA withdrawn, or has not applied for the renewal of a MA.

In situations that do not result in the automatically triggering of an urgent union referral procedure,
it is good practice to consider if a referral is the best way to manage the safety concern. Talking
to the EMA can help with your decision. Other options that could also be considered include:
PSUSASs, safety signals, Article 5(3) referrals (‘scientific opinion’), worksharing type 1B/Il varia-
tions and, for CAPs, PAM-like procedures or urgent safety restrictions.

Key factors to bear in mind when deciding the best way to take forward a safety concern include:
e Urgency/importance of issue and timeframe for completion (are clock-stops possible?)

e Scientific complexity

e Requirement for expert input from other WPs, SAGs etc.

e Possibility for a company oral explanation

e Whether the outcome needs to be legally binding

e Whether the changes can be implemented directly, without the need for another procedure

3.1.2 What type of referral?

If, on consideration of all the above, a safety referral is still considered to be the most appropriate
option, the referral procedure that is most appropriate needs to be decided. This will depend on
the seriousness of the concern (and therefore its urgency) and the route of authorisation of the
products involved. In general, issues that involve NAPs only or a mix of NAPs and CAPs are dealt
with through article 107i referrals if they are urgent and through Article 31 referrals if they are
non-urgent.

Safety concerns that involve only CAPs are dealt with through an Article 20 procedure under an
urgent or a non-urgent timetable, as appropriate.
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3.1.3 Triggering the referral

Once the referral type has been decided, it may be necessary to systematically = =
collect further information. If so, NCAs are encouraged to work closely with the ¢ /N

>

EMA to gather this as soon as possible. The requested information should aim to:

o Facilitate identification of concerned products, their availability, indication, use, alternatives
etc.

¢ Provide an overview of the issue in other MSs

¢ Inform about the scope of the potential referral procedure
¢ Propose other sources of information relevant to the issue;
o Support the drafting of a referral notification and a LoQ

EPITT could be used to gather some of this information, through a (NUI request. The NUI will be
received by all MSs, the EMA and the EC through EPITT via the rapid alert mailbox. As time is
short for responses, only information that is considered critical should be sought.

When all relevant information has been received through the NUI the appropriate referral notifi-
cation? should be drafted, taking the following into consideration:

e Background of the safety concern (previous action, supporting evidence, etc.)
o Description of safety concern — frequency, severity, reversibility, sequelae, etc.
o Possible impact on public health

e Supporting evidence

e Scope

All these aspects need to be reflected as concisely as possible in the notification document of
the referral.

3.1.4 Scope of the referral

When drafting the referral notification it is essential to consider carefully the proposed scope.
This should be focused, relevant and take the following into account:

a) Is it restricted to a drug substance or is it a therapeutic class safety issue?

b) Is it limited to a specific indication, dosage, formulation, route of administration, or legal
status?

c) Should combination products be included?

2 http://ec.europa.eu/health/files/eudralex/vol-2/2014-05 vol2a chap 3.pdf
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d) Is it limited to specific patient(s) population — population at risk?

N\
e) What is the specific clinical context of the safety concern(s) -ch
f) Is there variability in how a therapy is used across member states (based on = = N\

the responses to the NUI — section 3.1.3).

Bear in mind any relevant clinical and scientific association guidelines as these may allow a better
understanding of real-life clinical use/practices of the product(s) in question and take into con-
sideration the impact on different healthcare settings (e.g. unmet clinical need, availability of al-
ternative treatments, innovative characteristics of medicinal product, etc.).

3.1.5 List of questions

The LoQ to the company(s) needs to be focused, relevant and precise. It should also be as short
and simple as possible and completely consistent with the scope. As the Assessor evaluating
the data, if you get the opportunity to provide input to the LoQ consider very carefully what in-
formation is absolutely essential to help make your decision. Just as important, consider if any-
thing in the draft LoQ is not important — do not ask for anything that is a ‘nice to know’.

Whenever possible, provide templates for companies (including instructions about data presen-
tation/stratification) in order to make the data easier to assess and compare. Make sure the ques-
tions won’t be misunderstood — ask others for their opinion on the draft, when possible and/or
applicable.

If external expert advice is required from a Scientific Advisory Group (SAG) or other committee
during the procedure the same principles should be applied to the LoQ. Similarly, in Article 107i
procedures a LoQ for HCPs, patients’ organisations and the general public will be needed.

3.1.6 Agreeing the referral timetable

Article 107i referrals have a defined 60 day timetable without clock stop. As the maximum number
of days for assessment is defined, flexibility around the timetable can be limited (other than to
shorten it). Where the urgency of the issue permits, the PRAC may also decide to hold a public
hearing within the 60 day timetable.

Non-urgent referral procedures work to an initial 60 day timetable which can be extended to 150
days, with clock stops for LoOl, public hearings, oral explanations or expert input, and so have
slightly more flexibility. When the timetable is first proposed by the EMA, together with your PRAC
delegates you should therefore consider the following:

» The volume of data you expect to receive (based on the LoQ and the number of MAHs), and
how long it will realistically take to review

e |If the issue has been reviewed previously, the amount of data previously reviewed and
whether there are major new data

11
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e Whether you need to have your AR ready for a national expert committee prior N ! P
to the PRAC Rapporteur AR due date i .

e The possible need to consult an ad-hoc or existing external group of experts 7N
(SAG) or committees (e.g. PDCO)

=
>

e The need for a public hearing (e.g. depending on the urgency of the issue and in relation to
providing insight into the way a medicine is used in practice, its therapeutic effects, the avail-
ability of therapeutic alternatives, or the feasibility and acceptability of risk minimisation
measures)

Based on the answers to the above, it may be possible to predict whether the bulk of the assess-
ment work will be done at the first or subsequent rounds and this can help inform negotiations
around the timetable. It may also be possible to shift the timetable slightly in order to avoid sig-
nificant holiday periods by giving the companies slightly longer to respond to the LoQ.

If, having considered the above, you think that the initial timetable proposed by the EMA/PRAC wiill
not give you sufficient time to do the assessment let your manager/PRAC delegate know together
with your reasons why. It is important that any concerns about the timetable are flagged with your
PRAC delegate as early as possible so they can negotiate with the EMA before it is adopted by PRAC.
Late identification of a problem will seriously impact on any remedial action that can be taken.

If you are the non-rapporteur for a referral but your Agency decides that the issue is of sufficient
national public health importance that a parallel assessment of the submitted data is required,
much of the guidance below will also be relevant for you.

3.1.7 Pre-work

To ensure that your conclusions are fully informed it is valuable to familiarise yourself with previ-
ous important signals that have been evaluated for that medicine(s), any relevant evidence from
other products in the class and any other recent or ongoing procedures. Discussions with other
Assessors, including Inspectors, within your Agency may provide you with valuable information.

If you have the time it is also worth familiarising yourself with the key studies/data before the
responses come in and ordering any references that you have identified. Although companies
should provide all references cited in full, if you have the time before the clock starts you could
consider doing your own search of the scientific literature to ensure that you are aware of all
relevant information on the subject and give you time to order any important papers that are not
available on line. This will allow you to identify any gaps in the company responses. If there is any
part of the assessment you can start it will save you valuable time once the clock has started.

As well as the published literature it may be worth considering whether useful data e.g. usage
data, may be available elsewhere to support your assessment. A list of useful alternative data
sources has been identified through SCOPE WP8 Topic 1 and is available to Assessors.

12
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3.1.8 Data management L,

Although you can never anticipate exactly how much data you will receive, be- = =
cause MAHSs are under no legal obligation to respond to the LoQ and different ¢ /N

MAHSs will provide substantially different volumes of data, it is a good idea to check in
advance Annex 1 of the relevant referral on the EMA website to see how many MAHs have been

contacted. At this time you may want to identify the brand leader(s) of your product(s).

In situations when a large amount of data is likely to be submitted (e.g. referrals involving high
numbers of products and MAHSs or responses from HCPs, patients’ organisations and the general
public) particular attention should be paid to planning and deciding how the work can most prag-
matically be organised. If the referral assessment involves more than one Assessor, good coor-
dination and communication through planning meetings (see section 3.1.10) is essential to avoid
duplication of effort and ensure deadlines are met.

Make sure you know the contact details for the relevant referrals team at the EMA. To ensure you
have received all the data make a list of MAHs from whom you have had a response once the
due date has passed and check this against the list of responses that the EMA has received.

3.1.9 Team working

Working on a referral can easily take up a significant proportion (if not all) of your working time,
especially if many companies and/or products are involved. If that is likely to be the case, it is
important that you discuss with your manager whether other assessment work can be reallocated
or postponed during that time to allow you to focus on the referral assessment. Alternatively
explore whether a team of Assessors could be created in order to split the work between you
and whether additional input is needed in light of the expertise required to assess the data.

If a team of Assessors is established it will be important to clearly define responsibilities for each
part of the assessment work and agree a Lead Assessor — this may depend on other priori-
ties/workload, specialist knowledge, experience etc. Defining clear timelines for delivery of each
part of the assessment and identifying any common data in different MAHS’ responses is also
important. The Lead Assessor should ensure that the whole team is aware of the assessment
timelines and the need to meet them. Team members should keep in touch with each other
throughout to ascertain whether any changes to the original plan need to be made in order for
everyone to meet the agreed deadlines.

It may be useful to create a shared folder where you can store all referral-related documents,
including timetables, literature and ARs. It may also be helpful to create your own mailing list that
ensures all relevant people are copied into emails.

Working on a referral can be quite isolating and so if you are having doubts about anything during
your assessment it can help to talk to another Assessor in the team or someone with experience
in referrals.
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3.1.10 Planning meetings N ! 7
It is recommended to have at least one planning meeting with PRAC delegates = =
and relevant managers for their early input into the most appropriate composition ¢ /N
of the assessment team (if needed), the structure of the assessment report, the need

for national expert advice and agreement of approximate timelines.

Planning meetings are particularly important if you are working as part of a team because you
will need to agree at an early stage what approach you intend to take with assessing the different
questions — this will be especially important for referrals with very large volumes of data. The
benefits of planning meetings for the Assessor, and the quality of the AR are outlined in Table 1.

Table 1 - Benefits of planning meetings as identified in the SCOPE survey

Benefit for the process Benefit for the quality of AR | Benefit for Assessor

» Better work-sharing s Builds in time for peer » Clarifies vision,

o Better definition of the review expectations and
roles in assessment « Provides additional timely responsibilities
process contribution of expertise » Enables better

« Better adherence to management of the
timelines and timeframes
achievement of s Provides support

intermediate steps

« Earlier identification of the
need for engagement of
additional/national
experts

s Prevention of duplication
in work process

s Improvements in
efficiency

For complex referrals with tight deadlines (especially Article 107i referrals) it may be helpful for
Assessors to be actively involved in meetings and/or teleconferences (TCs) with the EMA contact
points (PM and PA and/or the referrals contact). This may help to keep the assessment on track,
on time and to highlight any potential problems or suggest solutions.

14





SCOPE Work Package 8

Lifecycle Pharmacovigilance
Practical Guide on RMP Assessment

3.1.11 Setting assessment timelines N !
Once the data has been submitted and you know if you will be seeking national =
expert advice, it is helpful to create a more precise assessment timetable that ¢
takes into account the time needed for internal review, the deadline for any national
expert committees and the time for updating the report accordingly, before circulating it to MSs
(referring to the due date for the PRAC Co(rapp)’s assessment report published on EMA’s web-
site). Since the report will likely be relatively extensive and have potentially important conse-
quences for public health, sufficient time should be allowed for internal review and sign-off wher-
ever possible. You may find it helpful to set up automatic reminders at key points throughout the
process.

4
N\

Once you have determined your deadline for internal review or sending the assessment report to
national experts, and you know how much data needs to be assessed it is helpful (if not essential)
to write yourself a personal assessment plan that gives yourself milestones for what you will need
to have assessed and by when.

Upon agreement of the timetable with co-Assessors or your managers/PRAC delegate, it is es-
sential to stick to it. Any delay in circulation of your assessment report to PRAC can have serious
implications as it can result in a MAH choosing to challenge procedurally the referral and could
mean all your hard work will be wasted. This is something to be avoided at all costs. If you do
have concerns about meeting a deadline discuss this with your manager and the PRAC delegate
at an early stage.

3.2 Support during evaluation of risks/risk characterisation
or for benefit/risk decision making

3.2.1 Consult the available guidance

The template AR gives useful guidance when drafting your report. You may also have other forms
of internal guidance such as a checklist, SOP or Q&A document within your agency to help ensure
consistency and quality of the report. Alternatively if you want more information on the B/R eval-
uation process itself you could refer to the guidance on the EMA’s website or in Council for
International Organisations of Medical Sciences (CIOMS) IV.
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3.2.2 Assessing company responses N ! P
For referrals that include a number of companies the volume of data can be daunt- = =
ing and an early decision (preferably at the planning stage) should be made on ¢ /N
how you plan to tackle the responses. Whether you choose to assess the data from all

MAHs on one question, or all questions from each MAH sequentially may differ according to a
number of factors including the type of question or your own personal preference. There are
advantages and disadvantages to both methods and it really comes down to your own personal
preferred way of working, though the SCOPE survey has shown that the first option “one ques-
tion, all MAHs” is more common. Comparing the answers submitted by the different MAHs to a
single question may also be more pragmatic and help you to form a conclusion on it, especially

when assessing a large amount of data (see Table 2).

Table 2 - The advantages of two assessment methods as identified in the SCOPE
survey

Advantages of assessing all responses from

Advantages of simultaneously assessing
each company in turn

responses to the same question from all
companies

Can provide clearer, more complete view on ~ Can be quicker

an issue

Ensures all relevant data taken into Not affected by late company submissions
consideration in the conclusion

Enables easy comparison of the different May be less resource-intensive

responses

May make it easier to meet deadline if have
different Assessors reviewing different
questions

Can help reach conclusions and propose
recommendations at an earlier stage

It is useful to remember that each discrete piece of data only needs to be evaluated once - if the
same evidence is described multiple times by different MAHSs it is sufficient to focus on the most
comprehensive, well-considered response. If other MAHs have also provided the same evidence
with the same conclusion it is sufficient to simply describe what has been submitted without
having to repeat any form of evaluation. If the same evidence is provided but with a different
conclusion, this will need to be highlighted.
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Comparison of SmPCs for products across all MSs has been identified as being a

particular challenge time-wise. This can be helped by asking the MAH to populate _\ /ﬁ
a template table with only the information that is relevant to the issue under con- /Q\
sideration (it is important to remember that the aim of the referral is to improve >
information on the issue under consideration and not to harmonise the complete Pl between

MAHSs and across MSs).

It is worth bearing in mind that the content included in the SmPC comparison table could be
particularly useful when considering the best form of words to use for any updates to the Pl as it
may be that one of the SmPCs contains some helpful text that can be used.

MAHSs have the right to request an oral explanation to the PRAC - in some cases more than one
request may be made. The MAH presentations should be provided in advance to the (Co-) Rap-
porteur teams and generally focus on specific issues developed by the (Co-)Rapporteurs.

3.2.3 Ensuring internal consistency of the assessment

Referral assessment reports are often very long, which can make it difficult to ensure the final
report remains internally consistent. If a small team of Assessors is working together on a referral,
it is always helpful for one Lead Assessor to have oversight of the project and pull all the contri-
butions together. This helps with internal consistency and makes sure that appropriate conclu-
sions and recommendations are made based on all the evidence.

3.2.4 Drafting conclusions and recommendations

It is essential to keep in mind that your conclusions need to be evidence-based (all
recommendations need to be supported by robust data and based on information provided in
the MAHSs’ responses to the LoQ and your own information search). You need to remain focused
on the scope of the referral during your assessment and to restrict the assessment only to the
substances, products, indications, populations, formulations, routes of administration, areas of
concern etc. that have been included in the referral procedure notification. Although time may be
tight, it is worth having regular contact with your co-Assessors, managers and/or the PRAC
delegate to ensure you are on the right track with your preliminary conclusions and
recommendations.

If there is a large volume of data it may be helpful to define a series of steps that need to be taken
to reach your final conclusion, for example, by breaking it down into subsidiary
analyses/decisions.
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When drafting your recommendations and conclusions highlight clearly the limita- \ | py
tions of the data and your analysis. A number of potential conclusions may be __ .
reached based on your assessment of the evidence, ranging from no action taken, \

to the implementation of a range of measures designed to minimise the risk (e.g.
adding a warning to the product information, removing an indication/strength from the licence,
updating the RMP, or suspending/withdrawing a medicine from the market.

It is extremely useful, as an exercise for yourself and for the reader, to describe the “pros” and
“cons” of all the regulatory options including your final position, bearing in mind the feasibility of
both the proposed measure and how to assess the effectiveness of it in reducing harm. Your final
recommendation should fully reflect the totality of the available data, be proportionate to the risk
and be in full alignment with the original scope of the referral. Consideration should be given to
differences in healthcare systems across the EU and allow enough flexibility in the proposals to
facilitate implementation in the different MSs.

Keep in mind that substantial changes in PI, such as deletion of an indication, strength, pharma-
ceutical form or route of administration needs to be based on sound evidence and may trigger
the suspension or the revocation of some of the MAs concerned by the procedure. It is therefore
important to consider the possible impact of your recommendation and any unintentional conse-
quences (e.g. is the product filling an unmet clinical need, are suitable alternatives available, what
risks are associated with the alternatives?).

If one of the drivers for the proposed action is a lack of robust efficacy data (e.g. for an old
product), first consider whether new data could be gathered. Similarly, if a key safety concern
needs better characterisation, consider what type of activity or study may be necessary (and
feasible) in order to gather this information.

Referring to previous referral decisions may be useful for considering options for recommenda-
tions: http://ec.europa.eu/health/documents/community-register/html/index_en.htm.

3.2.5 Updates to product information

If you conclude that Pl needs updating it may help to see if any useful information already exists
in the current EU SmPC wording provided by the MAHs. In addition you could:

1. Consult the SmPCs for other products within the same class

2. Consult the SmPC guideline

3. Consult the QRD guidance and reference documents

4. Consult prescribing information for the product from a non-EU country
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Proposed changes should:

4
N\

¢ Be clear, concise and consistent: SmPC changes should also be applied to = .
the patient leaflet (PL) in lay-terms and vice-versa /N

>

o Be related to the referral scope, supported by data and justified in the AR

o Take into account, as far as possible, the information, terminology and structure of the existing
PI (mainly English version) to avoid introducing conflicting or inconsistent information, or “gaps”

e Serve a purpose

The impact of proposed changes to the existing Pl should be assessed. Consider the possibility
of asking the MAH(s) for a proposal of the wording that can be changed and/or integrated into
the existing Pl so that it can be assessed in context. Any necessary changes to the Pl should be
considered at an early stage so that PRAC can discuss and agree on a proposal, whilst allowing
the MAH(s) sufficient time to comment. Finally it is important to consider whether implementation
of the proposed changes is feasible in practice at a national level.

3.3 Support for drafting the list of outstanding issues

Further data may be needed from the companies before final conclusions can be drawn. As with
the LoQ, the LoOlI needs to be clear, relevant and precise. It should avoid wording that is open
to misinterpretation. It is useful to seek peer review and/or expert advice on your proposed draft
questions before they are finalised.

It is key that the LoOl is restricted to the issues that are essential to address, in order to help
make an informed decision — there should be no ‘nice to know’ questions. When asking the MAH
for supplementary data or analyses, include in your request clear instructions on how the data
need to be presented and/or stratified (e.g. define the age groups, particular populations, im-
portant cofounders, or any other factor that seems to be relevant for assessment of the safety
issue). This approach can facilitate your assessment and decision making. Bear in mind how
much time you will have to assess the company responses.
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3.4 Support for better delivery of high quality !,
recommendations and final outcomes -Qﬁ
AN

>

3.4.1 Consulting others

It is important throughout the referral procedure to build in quality at all stages. Although each
NCA will have its own ways of assuring quality, for the (Co-) Rapporteur Assessors it is generally
useful to have someone else (preferably your manager and/or the PRAC delegate) peer review
your report. Seeking advice from national experts adds another layer of reassurance.

Non-rapporteur Assessors should be prepared to critically assess the (Co-) Rapporteurs’ assess-
ment reports — in some cases you may also wish to seek national expert input.

For the network in general it is beneficial to receive as many views from other MSs as possible
to make the final outcome as robust as possible; as non-rapporteur sending comments prior to
PRAC is strongly encouraged.

If you consider that additional risk minimisation measures and/or communications are needed it
is best to start working with the companies on a communication plan and materials as early as
possible in the procedure so that the final product is of high quality. The feasibility and utility of
these measures in practice should be an important consideration and, if possible, expert/lay input
should be sought on their practicality or appropriateness in real life.

3.4.2 EU expert input

In addition to seeking national expert advice, also consider as early in the procedure as possible
whether a SAG or ad hoc Expert Group of the EMA is likely to be needed to discuss some of the
more clinical aspects of the referral. Similarly consider whether the PRAC will need to consult
with any of the other committees, such as PDCO, the PCWP, or the HCP WG. This may be
particularly important if the preliminary conclusion is to restrict availability of the medicinal prod-
uct to patients in any way. In this situation expert input should be sought on the practicalities of
the restriction as well as the clinical consequences for both healthcare professionals and patients.
Sometimes a decision on this may not be possible until after the first round of assessment.

A useful perspective could also be obtained from consulting patient support groups/associations.
PRAC may consider that a public hearing should be convened, in which case a pre-defined set
of questions will be required. The decision to hold a public hearing is taken on a case-by-case
basis, depending on a number of considerations including the urgency and seriousness of the
safety concern and the level of public interest.
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Please bear in mind that the LoQ for the experts needs to be focused and that the

advice needs to be based on their expert clinical opinion. For example, if restrict- _\ /ﬁ
ing the use of a medicine in a specific patient population is proposed, questions /Q\
such as: “In your clinical practice do you use this product in population X?” would >

be better rephrased as: “In your opinion, should this product be used in this population?”. De-
pending on your conclusions and recommendations, questions around alternative therapies and

possible consequences of restrictive risk minimisation measures would also be important.

3.4.3 Keeping everyone informed

A proactive approach that ensures prompt and effective communication and coordination with
all stakeholders involved in the procedure (e.g. Rapporteur and Co-Rapporteur, EMA PM/PA,
PRAC delegates, MAHSs, experts etc.) is particularly important for successful management of re-
ferral procedures.

If the procedure is in the phase of drafting a Joint Assessment between more than one member
state, proactive communication and close coordination between Rapporteurs and Co-Rappor-
teurs is warranted, using TCs if necessary to agree on important matters. This will ensure circu-
lation of a draft report to the (Co-)Rapp(s) in a timely manner, to allow adequate time for com-
menting and circulation of the final report in line with proposed timeframes.

Make sure everyone who needs to be, is copied into all relevant emails and kept abreast of any
developments. It is particularly important to work closely with your PRAC delegate and, depend-
ing on the products included in the referral, you will also need to work closely with either your
CHMP delegate (if all products are CAPs) or CMD(h) delegate (if any NAPs are included).

Many referrals will be followed with interest by the professional and lay media. If you are aware
of media interest it is good practice to work with EMA to circulate some lines to take to the
network for use by MSs. This is particularly important where the outcome will result in a restriction
in use or suspension of a product.

3.4.4 Presenting your Assessment Report at PRAC

As PRAC (Co-) Rapporteur for the referral you will most likely need to help prepare for the EU
meetings, by providing power point slides and briefing for the PRAC delegates. You may also be
asked to attend the discussion (and present the issue) at PRAC.

Any presentation to PRAC should be concise and focus on the key issues. It should include, but
not necessarily be limited to:

e Background to the referral, safety concern and scope
e Overview of the key benefits and risks
e Summary of evidence relating to the safety concern under consideration

e Conclusion on the evidence
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e Options and rationale for regulatory action - advantages and disadvantages N/

e Need for risk minimisation measures _— _—
V4 AN

e Expert opinion; MAH(s) position; (Co-)Rapporteur opinion; MS comments — ar- <
eas of harmony/contention

e Final conclusions and recommendations including current Pl wording (if any) and proposed
updates and/or any RMP amendments

o List of outstanding issues including the need for further studies (e.g. PASS/PAES/DUS)
e Communication plan (in the final round)
e Key areas for discussion by PRAC

If a SAG has been consulted as part of the procedure, the SAG chair will usually be invited to
provide feedback to PRAC.

When deciding on the most important points to express in the presentation you will need to
consider the (Co-)Rapporteur’s position — especially where you have a difference in opinion. It
may be helpful to contact the EMA contact for advice on procedural aspects and to involve them
if there needs to be any agreement with the other Rapporteur over coordinating any joint presen-
tations. It is also essential to engage with your PRAC delegate(s) as they may have helpful advice
based on previous experience.

During the period of the PRAC meeting you will likely be required to input into the drafting of any
reports/communications that are required.

If the referral includes a centralised product the issue will go for discussion at CHMP, if not, it will
be considered by CMD(h). For Committee discussions you will need to provide a Reader’s Guid-
ance and a set of slides that are updated to include the PRAC advice.

For Article 31 referrals MAHs have a 15-day window to notify the EMA of their intention to request
a re-examination after the PRAC recommendation. Finalisation of a referral at CHMP/CMD(h) will
therefore routinely be postponed to the following month (i.e. 6 weeks later) for those where a re-
examination is possible. When a re-examination is requested the MAH has 60 days to send PRAC
the scientific grounds for the re-examination. (Co)-rapporteurs from two different member states
are then appointed to evaluate the points of the PRAC recommendation (or ‘opinion’) that have
been identified by the MAH; no new data can be assessed at this point. After a further 60 days
PRAC adopits its final recommendation. Companies do not have an opportunity to request a re-
examination in the case of an Article 107i urgent union procedure or an Article 20 procedure.
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