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harmonisation for better health

E19: Optimization of
Safety Data Collection

Dr. Jean-Marc Guettier

Rapporteur
U.5. Food and Drug Administration
June 1, 2017

°
) ICH | Etg: Optimisation of Safety Data Collection

o bt Pl

Perceived Problem

* |In some |late stage pre-marketing and post-marketing
studies, when the safety of a drug has been adequately
characterised, collection of certain data

o May not contribute to ensuring study participant safety
o May not yield important new actionable information

o May be unnecessarily burdensome to study participants and
investigators

o May be an important barrier to the conduct of informative clinical
studies

* Examples of data that may fall in this category include

o non-serious adverse event data, routine laboratory data, physical
examination data, vital sign data, and concomitant medication data
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L
’CH:H Eig: Optimisation of Safety Data Collection

Solution to the Perceived Problem

* It may be reasonable to follow a selective
approachto safety data collection

* Only safety data that

o Are needed to ensure participant safety or that

o May yield important, new, actionable information would
be collected

L
’CH:H Eig: Optimisation of Safety Data Collection

Issues to be Resolved

* There is no widely adopted guidance on when the use
of a selective approach to safety data collection may
be appropriate or on how to implement such an
approach

* It would be useful, therefore, to develop internationally
harmonised guidance to

o Define when a selective approach to safety data collection
may be considered

o Describe how such an approach could be implemented
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L
’CH:H Eig: Optimisation of Safety Data Collection

Type of Harmonisation

* We propose to develop a new ICH Guideline to provide
internationally harmonised guidance on when and how
it would be appropriate to use a selective approach to
safety data collection

* Qur tentatitve goal is to achieve this in 3 years

L
’CH:H Eig: Optimisation of Safety Data Collection

Accomplishments in Montreal

* Reached agreement on a final concept paper

o Discussed
- Feasibility given regional specificities and requirements
- Potential barriers or problems to be addressed
- ldeas laid out in the concept paper (e.g., adequate
characterization)
- Scope of gquideline (e.g., types of data, types of studies, types of
populations, types of programs)

* Reached agreement on timeline, milestones and
work plan

* Began drafting the outline for the technical
document
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°
) ICH Etg: Optimization of Safety Data Collection

Next Steps

+ June to November 2017
First draft of the technical document

* MNovember 2017 and May 2018
Face to Face meeting to discuss resolve issues and draft as a group

* November 2018
Finalise the technical document and sign off on Step 1
adoption of Step Z2a/b

+ November 2019
Finalise Step 3

= June 2020
Adoption of Step 4

°
) ICH Etg: Optimization of Safety Data Collection

v ior bartier el

Requests to Assembly

* The timeline for ICH E19 includes a six month hiatus
between final sign off on step 1 and adoption of step
2a/2b

* The hiatus between Step 1 and 2 gives MHLW/PMDA
fime to obtain input on the finalized technical document
from Japanese patient advocacy groups

* Feedback/comments from Japanese patient advocacy
groups will be addressed In Step 3

* |s the Assembly in agreement with this approach?
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rarmonisation for bether haals

E19

Mon-serious adverse events

//’//_'__

Serious adverse events

Safely Knowleds e

Patient-Years of Exposure

ICH

harmonisation for better health

Questions

imernationa! Council for Karmonization of Technical Ragquiramans
for Regstration of Parmaceuticals for Human Use
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s PF 2 WS (concept letter) 2

©
ICH

1

? harmonisation for better health

3

4 DRAFT Concept Paper

5 E19: Optimisation of Safety Data Collection

6 Endorsed by the Assenbly-Management Committee on 1 June, 2017

7

8 Type of Harmonisation Action Proposed:

9  We propose development of a new ICH Guideline to provide internationally harmonised
10  guidance on when it would be appropriate to use a tailored approach to safety data collection in
11 some late-stage pre-marketing or post-marketing studies, and how such an approach would be
12 implemented.
13 Statement of the Perceived Problem:
14  Recognising that protection of patient welfare during drug development is critically important,
15  unnecessary data collection may be burdensome to patients, and serve as a disincentive to
16  participation in clinical research. Regulators and industry have a shared interest in reducing the
17  burden to patients and facilitating the conduct of studies that could yield important new medical
18  knowledge and advance public health. ,
19  Specifically, in the later stages of drug development, when the common side effects of a drug are
20  well-understood and documented, a more tailored approach to safety data collection may be
21  appropriate, as long as patient welfare is not compromised. Under such circumstances, some of
22 the data routinely collected in clinical studies may provide only limited additional knowledge.
23 These data may include: non-serious adverse events, routine laboratory assessments, physical
24 examinations, vital signs, and concomitant medications.
25 By tailoring safety data collection in some circumstances, the burden to patients would be
26 reduced, a larger number of informative clinical studies could be carried out with greater
27  efficiency, studies could be conducted with greater global participation, and the public health
28  would be better served.
29  Issues to be Resolved:
30 There is no widely adopted guidance on when the use of tailored safety data collection would be
31  appropriate in late-stage pre-marketing or post-marketing studies, or on how to implement such
32 anapproach. Thus, this topic represents an ideal opportunity for international harmonisation.
33 Background to the Proposal:
34  The FDA currently provides guidance for situations where selected data collection may be
35 sufficient (see FDA Guidance for Industry: Determining the Extent of Safety Data Collection
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Draft Safety Optimization of Safety Data Collection Concept Paper Endorsed: XX

Needed in Late Stage Premarket and Post-approval Clinical Investigations, February, 2016,
available at

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm

291158.pdf).

The proposed Guideline would be consistent with risk-based approaches and quality-by-design
principles.

Type of Expert Working Group Recommended:

The EWG will require experts in clinical medicine, biostatistics, pharmacy, drug safety, and
regulatory science, to be nominated from the Members and Observers in line with the applicable
Rules of Procedure. It is expected that consultation will be sought from patient representative(s)
during development of the Guideline.

Timing:

e First face-to-face EW-G-Informal Working Group Meeting: May 2017
e Endorsement of Concept Paper: TBD
o Seeend-First face-to-face EWG Meeting: November 2017; Step I draft
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Business Plan
Title: ICH E19 Optimization of Safety Data Collection
Endorsed by the Assembly on day/Month/Year
1. The issue and its costs

What problem/issue is the proposal expected to tackle? In situations where some, but not all, regulatory
authorities would accept an approach that relies on selective safety data collection, companies will collect
comprehensive data in all regions. There is no widespread agreement on when, or even whether, selective data
collection is appropriate. It would be useful, therefore, to develop internationally harmonised guidance on when
and how use of an approach that relies on selective safety data collection would be appropriate. Thus, this topic
represents an ideal opportunity for international harmonisation.

What are the costs (social/health and financial) to our stakeholders associated with the current situation or
associated with “non-action”? In the later stages of drug development, when the safety of a drug has been
adequately characterised, excessive data collection may be unnecessarily burdensome to patients and
investigators. By allowing selective safety data collection in some circumstances, a larger number of informative
clinical studies could be carried out, drug development could be more efficient, inclusive of more regions, and
the public health would be better served.

2. Planning

What are the main deliverables? The main deliverable will be a new guideline defining when it may be
appropriate to follow an approach that relies on selective safety data collection and how this approach can be
implemented.

What resources (financial and human) would be required? The convening of an Expert Working Group to work
on this project is required. Financial resources to attend face to face meetings are required.

What is the time frame of the project? 3 years.

What will be the key milestones? Step 1, Step 2a, and-May-2018, -Step 2b-November 2018, Step 3-November
2019 and Step 4-June 2020.

3. The impacts of the project

What are the likely benefits (social, health and financial) to our key stakeholders of the fulfilment of the
objective? It is hoped that implementation of the guideline will reduce the burden to patients and investigators,
result in a larger number of informative, generalizable, clinical studies, and improve public health,

What are the regulatory implications of the proposed work — is the topic feasible (Implementable) from a
regulatory standpoint? We believe that harmonization and implementation are feasible.

4. Post-hoc evaluation

How and when will the results of the work be evaluated? Data from various sources (i.e., survey of
manufacturers, clinical trial registries, and experience with specific products that implemented the principles of
the guideline in their development) will be used to evaluate the impact of the guideline. This will occur after
implementation of the final guideline,
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