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(7)) SCOPE

Benefit /Risk assessment in P~

A Ensuring that regulators can respond to ¢ >
emergingor urgenthealthissuesn atimely and « S .
efficient way is a key deliverable of the ""‘

I

pharmacovigilancéPV)legislation

\ S J

A TheindividualMember States(MS) of the EEA LI
power the entire PVsystemand provide much
of the resource and knowledge for assessing

safetyissues NCERTANTY

UNCERTAINTY
UNCERTAINTY

A The updating of the medicines B/R profiles UNCERTAINTY
throughout the lifecycle representsone of the
most challengingand at the same time most
Important tasksof the PVsystem




Maximising B/R
Assessment 1PV
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A Thereisaneed for anincreasein collaborationamongstakeholders

Vto augmentthe provision of data to accurately weigh the evolving B/R
balanceandto enhancereviewcapability

V challengedo accrueinformation onaY S R A Coenéfs@fter approval
VPM benefitrisk evaluations are mainly influenced by additional safety

Information

A Expectationon regulatory Authorities
Whyandhow did we makedecisions?
Havewe beenconsisten?

Whyis it sometimesdifferent from
what is expected?

Whatisthe evidencefor regulatory decisiong

BER balance

Benefit +++

0

-
-

Harm - - -

Premarketing

Launch Postmarketing

B/R assessment in the pespproval period;
CIRSVorkshop reporf,2-13 June 2014




EuropeanUnionQ aew @ SCOPE

pharmacovigilancdegislation

A The importance of consistency ¢
structured, sustainable and
systematic process is fundamental
In assistingand improving decision
making and facilitates
communication

A EachNational Competent Authority
(NCA) may come from a different
perspective but a consistencyin a T N Factors

affecting

B/R assessmentis of particular reering
Importancefor the EUPVnetwork.
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to find solutions for organising and running
their PV system in the context of new legislation in thg@PU™§
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Key WP8 target are PV/C|InICm SCOPE

multitasking assessors:

V Identifying benefitsand risks
V Assessig benefits andisks

V Interpretation and
recommendation

V Processes must be
transparent, documented

Cnd communicated /

/(a good ability for integrating data fr}r\
multiple sources

V the estimationof uncertainty

V ability to handle multiple objectives
differencesin perspectivegpositionsetc.

V ability to work in ateam andto adhereto
proposedtimeframes

V a good coordination with other

participants -and stakeholders in the
processetc.

benefit-risk evaluators oftenneed to learn
from prior decisions and experiences




Procedures on Q
the PRAC Agenda SCOPE

1800

1600

1400

1200

1000

800

&00

400

200

Number of items on PRAC agenda

m Other safety issues - MS

Other safety issues - CHMP (including
CHMP requests to PRAC for Art.5.3
referrals)

Pharmacovigilance Inspections

m Renew Conditional Renewals and
Annual Regssessments

EPASS Protocols

mPSURs

“RMPs

TN
TN

Jul-Dec 2012

REPORT FROM THE COMMISSRbArmacovigilance related activities of Member States and the European Mec

Agency concerning medicinal products for human use (2@024)



WPS8 Aims 1\2’ SCOPE

In 2013 we started our work following specific objectiaes

promote consistency IV proceduresassessmenthroughout
the lifecycle

V1o collect information on existing methods and processesfor PV
assessmentand deliver a report on good practicesuseful for NCAsin
operatingPVeffectivelyandto supportthe PRAGN its work;

VTo develop a competency framework in support of PV for human
medicinal products throughout the lifecycle WPRB topics
RecommendationsPracticalguidesand Trainingprogramme

V Toidentify and further elaborateappropriatetraining materialsto assist
NCAsto develop/improve their processesand to maximise training
opportunities for PVassessorge.g. e-learningmodules)



Work Package d.ifecycle PV@ SCOPE

a2 )

Coordination(IT lead) AC: ES, GR, IE, NL, NO,PT, SE, UK

Topic 1T leadAC: ES, GR, IE, NL, NO, SE, UK
|dentification of available data sources outside spontaneous reports

Topic 2 Topic 3 Topic 4
NO lead SE lead IT lead
AC: ES, IE,IT, SE, PT, UK AC: ES,IE,IT,NO, PTLUK  AC: ES,IE,NO,PT,SE,UK

| \..

Risk
Management
Plan
assessment

L 4




WP8: Progress and main Q SCOPE

deliverables

Elearning
Final workshop
Pilot training
Practical guides ‘
M36
Recommendations M35
_
September 2016
Report M31 P
®
Survey results M20
® M15 é GaSYOSNJ aul 6Sa ?2@]
Suney @ WP Leader IT

M6 Topic Leads: IT, NO and SE

Active Contributors : ES, GR, IE, NL, PT a@ U

November 2013 4




WP8 Survey Q SCOPE

A Conducted fromith July to 3rd November 2014nd a hign response rate or
90%- 25 MS(3 MS are not official SCOPE partners) was obtained to all five

Surveys

A All but one of the respondents include RMP, PSUR, referral assessment,
SOl tdzr A2y 2F t! {{ LINR(I20C2fta o66A0K?I

Figure 1. Response rate per month during the surveys:

1a) Topic 1-4-5 1b) Topic 2 1a) Topic 3
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WP8: Key survey findings Q
Topic 2- RMPs SCOPE

Www.Scopejointaction.eu
The current practice of assessmentof RMPs- focus on challenges,possible
solutionsandgoodassessmenpractices

ACollaborationaskeyelement- pre-clinical/clinical/P\assessors
V 87%havethis possibility s ~

Focus in the

AQuiality of assessment
V 60% peerreviewerswithin agency

e\ [— practical
_ _ s o CHALLENGE _
V 45%internal meetings = gwdance
V 35%checklists ’ - \_ )

Al a1Sé OKaredsivherg Mdeigaidance is needed
«» Safetyspec- differentiation betweenimportant/not important and
identified/potential safety concerns
“ PhVPIlan- the need for additional studies and design of studies
“ RiskMin Plan- the need for additional risk minimization and best
suitablemeasures RMPdor generic products; consistency




WP8: Key survey findings Q
Topic 3- PASS SCOPE

A 21/25(84% reported having hadexperience in evaluating PAS$Botocols

Www.Scopejointaction.eu

A 20/21 use GVP module VIl agjaideline- half (11/21) use EnCERIPecklist

A Joint assessmentonsidered to be important

A PV assessor<linicaland pharmaceepidemiology assessors are maiimyolved
A 19/24 considera general epidemiology support function should taailable

A Themainstay in training isenior PV assessors actingragntors

A Onlyalimited numberof NCAs mentioned sonferm of regular training
program forassessorm thisfield



Challenging factors In the

SCOPE

assessment | Ww.scopejointaction.eu
Response Response
Percent Count

Adherence to obligation 30% 6
Assessment of data sources 40% 8
More complex study designs 75% 15
Sample size estimates 35% 7
Analytical strategies 40%

Overall feasibility 65% 13
Promotional aspects 50% 10
Quality assurance procedures 10% 2
Total responses 20




WPS8: Key survey findings =\
Topic 4¢ PSURs and referral .) SCOPE

Www.Scopejointaction.eu

A Practices for the B/R evaluatioqthe specific tools

Table 1.Specific tools or methods in use facilitating the B/Recision and assessmer

process
Answer Options Response Response
(%) n.
Follow templatesplease describe 7
Checklists, please describe 5
Decision algorithms, please describe 37 3
EMA Effects Table, please describe 37 3
Tables, please describe 37 3
Mathematical models, please describe 25 2
Other, please describe 12 1

answered question 3
skipped guestion




WP8: Key survey findings O
Topic 4¢ PSURs SCOPE

A 10 out of 24 NCAsad experience withprocedure(54 % have an internal
SOP)efore the closure of thesurvey November2014) and identified
challenges and solutions for the assessmerRUSAs:

U PSUSA Lots of PSURS %/

U Discussion of signal in a generic PSUR only I‘\

Www.Scopejointaction.eu

U Complex procedures and require time for assessment depending on
numbers of PSURs and the data there in

U Issues associated with advent of PSUSA procedures e.g. late
submissions, lack of awareness of process




WP8: Key survey findings @ SCOPE

TOp|C «referrals WWWw.Sscopejointaction.eu
Questions:
1. Use ofexternalguidance/templates ? ()?‘7 "
i 50% use guidance - ?

2. Use ofinternal guidance
i 74% have no SOP but limited experience to d: [ )

3. Use and benefits of planning meetings
T 70% consider to be useful tools

Approach to assessment of MAH responses

5. Assessment report review

U Complexityof referrals and limitedexperience

supports development of additional guidance




Main challenges identified @ SCOPE
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Www.scopejointaction.eu

Unfocussed/extensivéist of questions
Challengingimelines

LateMAH submissions
UnsatisfactoryMAH responses

Largequantity of complexdata ‘ Pt NJ O

SmPCsomparison DdzA RS C

Medical practice/healthcareinfrastructure
Clinicalcontext

Alternative therapeutic options




Deliverablesc ADSs and

Competency

List of ADSs detected in

the survey

Examples of good
practices

7

Training sessioq e.g. use

of HCR, vaccine and
pregnancy exposures

N\

J

List of available training course

() scorE

S

Listof useful literature

CP and pilot on exchange

programme for PV assessors

Training sessiol e.g. sel
guality assessmenthecklist




RecommendationADSs

U The identification of ADS solely is not sufficient to ensure applicability of AL
routine PV practices

U Better definition of ADSs applicability for PV purposes (ADS validation for
PV procedures assessment)

c [ NEED TO BETTER ADDRESS CHALLENGES'(BELATE}D

ACCESS TO ADSs

U A specific examples from ES, IT and UK of the useful experience with add
data sources have been received in the survey describing consolidated pre
with ADSs (included in the Topi®Récommendationdocumentg as a part or
training material package).

4 )
NEED TO INCREASE AWARNESS IN THIS AREA

Specific presentations included in the training course (HC databases, ADS
for evaluation of vaccine and pregnancy exposure safety issues)
\_ /




Training materials and other
useful tools for PV assessors SCOPE
u
Competencas the ability of an individual to do job
successfully and efficiently

Amplementationof quality system (e.g. SOPsmentoring system,introduction
programme, obligatory trainings) for newly employed assessorsand for
maintenanceof | & & S &roRledEeQ

Almplementation of continuing professional development programmes
personal educational forms (a format that allows recording of attended
trainings)for the motivationof | a a S PpartipaRofin trainingevents

4 )

THEEXCHANGEBROGRAM-ORASSESSOR®roof of concept -
groundsfor a sustainableexchangeprogramme for EuropeanPV
assessors

- J




Deliverablesc RMP, PASS, @ SCOPE
PSUR and referral topics .

Tralning course ‘ P?ﬂ

SCOPE Work Package 8 -
LIFECYCLE
PHARMACOVIGILANCE

P WP8 Executive Summary Report
-learnin .
SUZENTIE Tralning
modules
packagecg
14
deliverables

Practical guides Recommendations




Deliverables Practical guides @ SCOPE

Www.scopejointaction.eu

WP8 Practicaguidancen addition to formal regulatory
documentsand national SOPs

I Not to replaceexisting guidanc€GVPSs)

I Not intended to advise on procedural aspects or
Influence templates and guiding text provided by
EMA

The guidancare based on

I Responses ta WP8 surveyn 2014 to NCAs on
current practices, challenges and solutions

I Practical experiences European procedures




Deliverables Practical guides @ SCOPE

SCOPE Wbrk Package 8
Lifecydle

Pharrmacouigilance

SCOPE Work Package 8
Lifecycle Pharmacovigilance

Practical Guide
on PSUR/ PSUSA
Assessment

) scorE

U Key challenges and learnings

from PRAC omandling PV
procedures assessment

U Practicaladviceon some aspects

UACNRY

 44Saaz2Na

A Gettingthe scope right

A Valueof ExpertAdvice

A Deliveringthe consistant
asessmenteport/package

Specifidor referral:

A Oralexplanations
A Publichearings

/A Planning time ancbsources\

_/

WWWw.Sscopejointaction.eu

SCOPE Wirk Package 8
Lifecycdle Phasmmacouigilance

SCOPE Work Package 8
Lifecycle Pharmacovigilance

Practical Guide
on Safety-related
Referrals

) scoPE




Deliverables: Training course

SCOPE

to increase the
awareness on
some specific
aspects of PV

to share experience [ Opportunity.for
and practical advice exchange of ideas

to discover new

tools that could
facilitate the

assessment of PV

52 " tolearnmore )
from each other
and to increase

consistency in our

procedures | N work )
4 ) 4 )
123 participants 50 %reply rate to
From 26 MS and the evaluation
3 from EMA guestionnaire
20 speakers from 9&8 . Work Package 8 18 MS
Lifecycle Pharmacovigilance
\ Final Training \ /

Lisbon, 20 and 21 September 2016




Deliverables e-learning @ SCOPE

mOd u I es Www.scopejointaction.eu

ARMP

APASS
APSUR/PSUSA
Areferral

X X X dnie@mise training
opportunities for PV assessors \




https:// www.walkgroveonline.com/MH .
RA/WP8/wp8sr_gold_2/story.html
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WWW.Scopejointaction.eu

Quiz 070t

Question 1:
‘The purpose of a safe

= To harmonise the SmPC and PIL between nationally-

What is the purpose of a safety referral article  authorised products in all member states
20, article 107, article 31)?

To establish if additional data would be useful to
support the positive B/R balance of the product

That's still not quite right, the correct answers
are highlighted.

A more appropriate way of harmonising the
SmPC and PIL between nationally-authorised
products in all member states would through an
article 30 referral procedure.

Requesting additional data is a possible
outcome of a referral but is not generally the
reason for triggering one. To resolve differences in opinion between MS raised
Resolving differences of opinion between MS during a safety variation assessment
raised during a safety variation assessment
should be done via an article 13 referral
arbitration procedure.article 13 referral
arbitration procedure.
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