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Disclaimer

The views and opinions expressed in the following slides are those
of the presenter and should not be attributed to the organization with
which the presenter is employed

Nothing to disclose
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Vigilance of adverse events during drug development

Question 1

A signal can not be identified by an adequately documented case
with a medically significant ADR

= Yes (areen)
= No (red)
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Vigilance of adverse events during drug development

Question 2

Should the investigator follow-up AEsS/SAEs until recovery or
stabilization of the condition?

= Yes (green)
= No (red)
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Vigilance of adverse events during drug development

Question 3

The Risk Management Plan describes, among the others, what is
known (i.e. identified risks) and not known (i.e. potential risks) about
the safety profile of the concerned medicinal product(s)

= Yes (areen)
= No (red)
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Introduction

CTs are important part of medical research and should be performed
with good conduct and intention

Each study should

- an appropriate scientific design

- based upon credible scientific data

- well conducted

- analysed by rigorous standards

- continually monitored

- protect the subject confidentiality and safety
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Lesson learned from Thalidomide disaster
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Regulation of medicines

Key pharmacovigilance principles

Patient exposed to a drug

S

unexpected event (signal)

identification of a serious and

\

"

Evaluation of causal relationship

Communication of that signal (notj
recognized during clinical trials) J

<-4

The need for adequately testing medicines prior to marketing

Avoidance of unnecessary use of medicine in pregnancy
Same risks can be successfully minimized
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At the time of authorisation

@Chiesi

Information on the safety of a medicinal product is relatively limited as
randomized CTs are primarily designed to provide reliable information

on the efficacy of interventions

CTs, an ‘ideal’ world (?)

« Relatively small number of subjects
« Some categories of subjects often excluded from

,_ Efficacy CTs

young, elderty
women of childbearing age

- pregnant women
- certain ethnic groups
- with concomitant diseases

cardac gisease
renal disease
hepalic dsease
< multiple mpaiments
with cencomitant medications
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At the time of authorisation

Increasing regulatory demands for additional information before
approval have increased the average numbers of patients in
applications, especially for new chemical entities; nevertheless, the
numbers remain far too small to detect uncommon or rare
adverse drug reactions (ADRs), even if these are serious
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Post-marketing setting

It is estimated that 5% of all hospital
admissions are due to an adverse drug
reaction (ADR) and that ADRs may rank
from the 4th to 6th leading cause of
death (%) 3
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It is also estimated that
- 187,000 deaths per year in the EU are caused by ADRs
- the social cost to society of ADRs in the EU s € 79 billion

100 arre

oquio-noo

A new pharmacovigilance legisiation became effective in the EU (July 2012)
* Regulation (EU) no. 1235/2010 amending Reguiation (EC) No 726/2004
+ Directive 2010/84EC amendny. as regards phamacovigilanca. Directive 200183EC

« Commission impiementing regulation (EU) no. §20/2012 of 19 June & lagaly bnding act publshed by the
European Comwmission in June 2012 that provides details on tha operational aspacts for the new legistation

* Guideline on good pharmacovigilance practices (GVP), prachical measures o lacidate the perdormance
of pharmacowgidance n accordancs with tha legstisbon
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CT legislation. Where are we?

Directive 2001/20/EC of the European
Parliament on the approximation of the
laws, regulations and the administrative
provisions of the Member States
relating to the implementation of good
clinical practice in the conduct of
clinical trials on medicinal products for
human use (April 2001)

Guidance CT 3 - Detailed guidance on
the collection, verification and
presentation of adverse
events/reactions reports arising from
clinical trials on medicinal products for
human use (June 2011)

ICH guideline E2F - Note for guidance
on Development Safety Update
Reports (September 2011);

ICH guideline E2A - Clinical Safety
Data Management: Definitions and
Standards for Expedited Reporting
(October 1994)

—
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Regulation EU 536/2014

of the European Parliament and of the

Council on clinical trials on medicinal

products for human use, and repealing

Directive 2001/20/EC (April 2014)

- aims to creste an environment favourable
for conducting CTs, with the highest
standards_of patient safety. for all EU

it will apply no earlier than 28 May 2018

Until that date, CTs performed in the EU are

required to be conducted in accordance with

the Directve 2001/20/EC, which will be

repealed on the day of entry into application

of the CT Regulation

11 wil howover stll apply threo years from that day to

- CTs appications submitied beloce the entry into
apphcation (no earier than 28 May 2016)

- CTs appicatons submtied withn one year altar
the entry into epplicabon If the sponsoc opted for
old systomn
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When is PV involved in the drug development?

o EAME p 227 Merch 2015 |

QGChiesi

20-4-2015



On going safety evaluation

Study related activities

= Case-Handling process

- identification,

the protocol

collection,
submission of AEs and SAEs
* Provision of a safety reporting rules in

* Informed Consent Form
= Case Report Form & guidelines

= Appropriate training to investigators
» Data Safety Monitoring Board

= Clinical Data Review

= Clinical Study Report

Product related activities
» |Investigator Brochure

evaluation  and = Development Safety Update
Reports (DSURSs)

* Risk Management Plan (RMP)
* CTD / e-CTD documents

= PV Agreements with the concerned

Contract Research

(CROS)
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Clinical protocol: safety sections
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Investigators responsibilities

Play the most important role in ensuring the rights and safety of

subjects, and in collecting complete and accurate data.

- monitor and record all AEs in the CRF/e-CRF occurring from the signature
of the informed consent until the end of patient's participation

- assess the causal relationship between the study drug and the event(s) by
questioning if there Is a reasonable possibllity of relatedness to study drug
(Yes/No)

- report to the Sponsor all SAEs and/or laboratory abnormalities identified in
the protocol as critical to safety evaluation within 24 hours of awareness

- follow-up AES/SAEs as defined in the protocol until recovery or stabilization

of the condition
- fulfill the safety reporting requirements in force in his/her country, as
applicable
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Investigators responsibilities

Play the most important role in ensuring the rights and safety of

subjects, and in coliecting complete and accurate data.

- report to the sponsor all pregnancy cases immediately within 24 hours
of awareness

* the patient is immediately withdrawn from the study then followed-up with due
diligence until delivery

= if criteria for a SAE is met (e.g. abortion) the procedure for reporting SAE
should be followed-up

= all follow-up pregnancy information is to be reported promptly
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Case management
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Expedited reporting

Minimum Information
Report Status

Primary source

Product Characteristics
Seriousness

AE/ADR term assessment
Relatedness (cnly CT)
Expectedness

Unblinding Procedure
Safety issues?

Case priceity

GChiesi

SUSARs + Fatal and life-threatening + Competent

i.e. adverse reactions initial report asap but no Authorities/EMA (by

+ Serious &  usually laterthan 7 calendar da Eudravigilance or by
assessed by  the  after awareness The paper)
investigator completed report fo be +  Ethic Committes (EC)

+ Unexpected » assessed  Submitted within additional issuing the single opinion
by the Sponsor based on B Calendar days if SUSAR occurred in the
the Reference Safety + Other SUSARs asap but concemned study and in
Information no later than 15 calendar the concerned Member

+ with @ reasonable days State
possibility of relatedness « Significant new information . |nvestigators
to study drug - usually on an already reported fisting of sus%s")m'
assessed by the  case as a follow-up report
investigator. within 15 calendar days
If the Sponsor disagree,
both assessments should
be provided with the
report
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Signal analysis

Reported Information on a possible causal relationship between an adverse
event and a drug, the relationship being unknown or Incompletely
documented previously

A signal may be identified if any of the following criteria are met:
= three or more reports of any similar events
* an adequately documented case with positive re-challenge

* an adequately documented case with a medically significant ADR (e.g. toxic
epidermal necrolysis, Stevens-Johnson syndrome, anaphylaxis, torsade de pointes)

« apossible excess of an AE compared with placebo or active comparator;
+ off-label use or product abuse/misuse resulting in ADRs

» ADRs resulting from medication errors

« if there is other suspicion of a new (unlisted) ADR or drug interaction

= if there is possible identification of a new risk factor for a listed ADR

In addition, a signal may be identified at any time during the medical review of
single cases in the course of case processing
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Signal analysis

If the signal is considered “potential”, an “extended evaluation” will be
then carried out.
Further data may include, but is not limited to:

» a search of the scientific and medical literature for other case reports of
relevance to the possible signal including investigation of a possible class
effect

« review of relevant data from clinical and pre-clinical studies and post-
marketing setting (if the product is already marketed)
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Safety Committee

If, following the extended evaluation, the signal has not been refuted,
it will be referred to the Safety Committee that will take appropriate
decisions.

The signal will be referred together with an evaluation of the
significance of the signal, its strength, impact on benefit-risk and a
proposal for any further measures required

Possible measures may be include but are not limited to:
+ keeping the safety issue under review

» obtaining independent expert advice

* instituting enhanced follow-up of future cases

» amending RMP to include the signal (i.e. risk)

+ etc
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Development Update Safety Report (DSUR)

= A thoughtful, comprehensive annual review and evaluation of safety
Information collected during the reporting period related to a drug under
investigation, whether or not it is marketed

= A single DSUR including safety data from all CTs and covering all
indications, all dosage forms, all intended populations, all strengths

= To be only submitted to the national Competent Authority and the Ethics
Committee if the treatment of subjects is still ongoing in that Member state
concerned

* Encourages risk-benefit evaluation and how any changes are
communicated during the given period
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Risk Management

Non-clinical data
Risk Management System e
A set of pharmacovigilance activities E mme Mg
and Interventions designed to | Non interventional studies |

identify, characterise, prevent or iy

minimise risks relating to medicinal
products including the assessment of idontification
the effectiveness of those activities
and interventions .
Risk Management Plan Proactive
g model

The detailed description of the Risk
Management System

e e s )
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Risk Management Plan

= |dentify and characterise the safety profile of the medicinal
product(s) concermned

= Describe what is known (i.e. identified risks) and not known (i.e.
potential risks) about the safety profile of the concerned medicinal
product(s)

* Document measures to prevent or minimise the risks associated
with the product, including an assessment of the effectiveness of
those interventions

* Document post-authorisation obligations

= Indicate the level of certainty that efficacy shown in clinical trial
populations will be seen in every day medical practice and
document the need for studies on efficacy in the post-authorisation

phase
= Plan how the effectiveness of risk minimisation measures will be
assessed
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Risk Management Plan

prg Produc(s) overview
pgg Safety Specification
Part Pharmacovigilance Plan
I
Plans for  post-authorisation
Part efficacy studies

Part Risk minimisation measures

v
Part Summary of the RMP
Vi
Part Annexes
vil
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Risk Management Plan
{M Produc(s) overview
1
Sal Specification » Module SI: Epidemiology
< R Eobcatorts) and gt popation(®)
Part Pharmacovigilance Plan " B R il Bt of'the
113 + Module SIII: Clinical trial exposure
Plans  for  post-authorisation . : ; ,
Pl;\;-t efficacy studies W Population not studied in
Part Risk minimisation measures d W Poet futhorietion
\') 3
. e SVI: Additional EU requirements
Part Summary of the RMP mm
vi *+ Modyle SVII: Identified and potential
Part Annexes .
VI + Module SVIII: Summary of the Safety
Concerns
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Risk Management Plan

Discuss plans to identify andior characterise the
nisks identified in the safety specification

Produc(s) overview

Part
g
part Safety Specification
n

Pha igil Pla Saf
pﬁ.lg rmacovigilance Plan
post-authorisation

Part Risk minimisation measures
v

Part Summary of the RMP

vi

Part Annexes .
vn .
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Risk Management Plan

I

Additional
PV activities

Active survelilance
Case control studwes
Cohoit stidies
Ragisines

Joint studies

Dvug WAsation studes
Chirical tinés
Pre.chncal studies

GChiesi

To provide details of the risk minimisation measures

which are taken to reduce the risks associated with

Part Produc(s) overview individual safety concemns
¢ =
part Safety Specification measures
bid «  The SmPC
Part Pharmacovigilance Plan : }: s S
I Safety concerns The pack size{s)
Part Plans for  post-authorisation
v efficacy studies | Maum-lm
Part Risk minimisation measures
v . Omirolbd distrbusion
Part Summary of the RMP Sﬂmﬂ"ﬁ"’
vi Patient monfonng card
Pk g Tiaining programsme
vl
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developmental Risk Management Plan

= Risk management planning pre-authorisation now more commonly
being defined in a developmental risk management plan (dRMP)

= It is a living document, re-evaluated upon completion of all pre-
clinical or clinical studies, or significant interim safety findings

= Ensures the plan is already implemented and “road-tested” at the
time of marketing authorization application

= Supports identification of known vs potential risks
= Development of safety specifications
» Enables studies to address such concemns

= Supports data with investigator’s brochure

= Define the risk minimization strategies which may include the study
under discussion

79 | ViGWTce of 30wy svares ey deg Seesmen | Gl Cartigiane | 29 Corgress of EAMP. Nertierg 24-7 March 2013 | GChiesi

Vigilance of adverse events during drug development

Question 1

A signal can not be identified by an adequately documented
case with a medically significant ADR

« Yes (green)
« No (red)
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Vigilance of adverse events during drug development

Question 1

A signal can not be identified by an adequately documented
case with a medically significant ADR

* Yes (green)
* No (red)
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Vigilance of adverse events during drug development

Question 2

Should the investigator follow-up AEs/SAEs until recovery or
stabilization of the condition?

« Yes (green)
« No (red)
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Vigilance of adverse events during drug development

Question 2

Should the investigator follow-up AES/SAEs until recovery or
stabilization of the condition?

. No (red)‘
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Vigilance of adverse events during drug development

Question 3

The Risk Management Plan describes, among the others, what
is known (i.e. identified risks) and not known (i.e. potential
risks) about the safety profile of the concerned medicinal
product(s)

« Yes (green)
« No (red)
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Vigilance of adverse events during drug development

Question 3

The Risk Management Plan describes, among the others, what
is known (i.e. identified risks) and not known (i.e. potential
risks) about the safety profile of the concerned medicinal
product(s)

* No (red)
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