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First name Surname Organization
Monica Da Luz Carvalho Soares ANVISA, Brazil
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EC, Europe
Gabriele Schwarz
Rebecca Stanbrook EFPIA
Amy Chi
M. Khair ElZarrad
FDA, United States
Tala Fakhouri
Kassa Ayalew
Carole Legare Health Canada , Canada
Sumitra Sachidanandan HSA, Singapore
Bo Fu I[FPMA
Gerald Beuerle IGBA
Machiko Sumi JPMA
[zumi Oba
MHLW/PMDA, Japan
Eriko Yamazaki
Runyi Ma NMPA, China
Julia Dibello PhRMA
Weifang Liang TFDA, Chinese Taipei
Nihan Burul Bozkurt TITCK, Turkey
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harmonisation for better health

E6(R3)

Good Clinical Practice

Report to the Assembly
Vancouver Biannual meeting, June 2023

Dr. Khair ElZarrad, FDA, United States, Rapporteur
Dr. Andrew Thomson, EC, Europe, Regulatory Chair

rternations] Counal for Harmarisstion of Tachnécal Fr-_]l- TRITIEnts
tor Phapmaceuticals for Homan Use
L
’C'CH i E6(R3) Annex 2 Subgroup Report to the Assembly
Outline

* Overview of topic

* Status before the meeting

* Progress made at the meeting

* Status at the end of the meeting

* Work Plan: Key Milestones and Activities
* Conclusions

* Requests to the Assembly
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Q
) ICH E6(R3) Annex 2 Subgroup Report to the Assembly

harmonisation for better haakh

Overview of topic

* Full rewrite of ICH-EG(R2)
o Principles document and Annexes
o Align with ICH-E8 as appropriate
o Address gaps between ICH guidances
o Annex-2

* Clear and concise scope

o Expectations should be fit for purpose (focus on principle, objectives, and
how to achieve them)

* Focus on principles and objectives
o Proportionality
o Critical to quality factors

* Provide flexibility
o Acknowledge the diversity of trial designs and data sources

Q
) ICH E6(R3) Annex 2 Subgroup Report to the Assembly

harmonisation for better haakh

Overview of topic

* Annex-2 Concept _Paper

—_—

| - Decentralised elements, where some or all trial-related activities occur at locations!

| other than traditional clinical trial sites, such as patient homes, mobile trial units, ;'
or local clinics, and data collection may occur remotely. |
2- Pragmatic clements. reflecting trials that closely resemble routine clinical practice.‘
3. Real-world data (RWD) sources®, for example, the use of registries, electronic [

| health records (EHR), hospital data, pharmacy and medical claims data or
| wearables. S B o - J

* Annex 2 focuses on the above-mentioned design elements and data source,
their mention is not intended to be a recommendation for a specific clinical
trial design

* Itis important to note that clinical trial designs will evolve, and the

innovations and data sources utilised will quickly expand, therefore the
content of Annex 2 is not meant to be comprehensive.
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)CECH e E6(R3) Annex 2 Subgroup Report to the Assembly

Status before the ICH meeting

E6(R3) Principles and Annex 1
* May 19, 2023 — Step 3 Begin Public Consultation

* E6 Video posted and Step 2 Presentation slide set to
be posted

* Will start meeting again once initial comments start
arriving to coordinate review of the comments

* Small group working on training materials to start
meeting

@
)CECH e E6(R3) Annex 2 Subgroup Report to the Assembly

Status before the ICH meeting

E6(R3) Annex 2
* Annex 2 Concept Paper Updated

* MC endorsement/approval of updated Concepted
Paper for Annex 2

* April 26, 2023 - Finalisation of Annex 2 Subgroup
expert members

* May 16, 2023 — Annex 2 Subgroup Kick-off Meeting

17
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Q
) ICH E6(R3) Annex 2 Subgroup Report to the Assembly

Progress made at the meeting

* Drafted the introduction and formalised the scope
o Additional considerations beyond those in Annex 1

* Brainstormed the content of the body of Annex 2

* Identified Annex 2 initial sections and began drafting
{preliminary and will likely change)

o Fit-for-Purpose

Early Engagement

o Protocol

Data Considerations
Responsibilities and Oversight
Investigational Product Management
Ethical Considerations

o

(=]
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) ICH . E6(R3) Annex 2 Subgroup Report to the Assembly

harmonisation for better haakh

Important Considerations

* Remain concise, but meaningful

* Careful judgement on what to include (focuses on the conduct of interventional
clinical trials with specific design elements and RWD sources)

* Challenges that are unique to the designs we are addressing (decentralized
and pragmatic design elements or the use of RWD sources)

* Enabling the conduct of these trials with a focus on fit-for-purpose and
proportionality. Example of group discussion topics:
Inherent variabilities between RWD sources - Managing data variability
Linkage between data sets
Data access
Ethical considerations
Comparability of data from different sources

Annex 2 subgroup is considering appropriate engagement with stakeholders

18
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)' ICH

E6(R3) Annex 2 Subgroup Report to the Assembly

Work plan: Expected future Key Milestones
(based on maximum duration scenario)

E6(R3) Principles and Annex 1

Expected Completion Deliverable
date

| Mov 2023 + Step 3 End of Public Consultation (Principles and Annex 1)
Mov 2023 + Begin review of public comments for Principles and Annex 1
» Interim meeting to incorporate public comments for final version

| Q12024
|

i Jul 2024 — Aug 2024

Plenary Working Party (PWP) Consultation Period prior to Step 3
Sign-off of Technical Document (Principles and Annex 1)

| Aug 2024 - Sep 2024

L]

Step 3 Sign-off of Technical Document (Principles and Annex 1)

} Sep 2024 — Oct 2024

Step 4 Adaption of Technical Document (Principles and Annex 1)

harmonisation for better haakh

)' ICH

Y

E6(R3) Annex 2 Subgroup Report to the Assembly

Work plan: Expected future Key Milestones

E6(R3) Annex 2

Expected Deliverable

Completion date

Nov 2023 « Complete initial draft — Consensus version for Annex 2

Dec 2023 « Compiete Annex 2 Caucus Review

Feb 2024 +  Plenary Working Party (PWF) Consultation Period prior to Step 1
Sign-off of Technical Document (Annex 2)

Mar 2024 «  Complete Annex 2 caucus review comments with final consensus
version for Annex 2

| Mar 2024 «  Step 1 Sign-off of Technical Document (Annex 2)

Apr 2024 « MC endorsed Step 2a/2b Endorsement of Technical Document

(Annex 2)
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harmonisation for better haakh

Work plan: Expected future Key Milestones

E6(R3) Annex 2
Expected Deliverable
Completion date
Apr 2024 « Step 3 Begin Public Consultation (Annex 2]
- Sep 2024 « Step 3 End PWP Consultation Period prior fo Step 3 Sign-off of
Technical Document of Fublic Consultation (Annex 2)
. Oct 2024 + Step 3 End of Public Consultation (Annex 2)
| Dec 2024 « Step 3 Sign-off of Technical Document (Annex 2)
Q12025 + Step 4 Adoption of Technical Document (Annex 2)
@
) ICH E6(R3) Annex 2 Subgroup Report to the Assembly
harmonisation for bester haalh
L ]
Conclusions

* Face-to-face meeting proven very productive
* Meaningful progress on Annex-2 was accomplished

* The Annex 2 subgroup finds it helpful having
additional colleagues with expertise in RWD/DCTs
and RWD uses

20
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Requests to the Assembly

* Endorsement of work plan (slides 9, 10 and 11)

* Annex 2 subgroup request to participate in the Fall
2023 ICH meeting in Prague for 5 days to assure
finalisation of draft Annex 2

* Interim meeting to incorporate the comments for
Annex 1 Q1 2024 for E6 EWG for 4 days to address the
large volume of comments

* Annex 2 subgroup is considering appropriate
engagement with stakeholders

* Consideration of the concept of streamlined targeted
updates — reminder from last ICH meeting

o
) ICH - O E6(R3) Annex 2 Subgroup Report to the Assembly

harmonisasion fork

Proposal for robust targeted updates to E6 moving

forward (Request sent for consideration during Nov 2022 Incheon
meeting)

The pandemic exhibited that there is a great need for targeted and rapid
policy development

Considering the evolution of designs and technologies relevant to clinical
trials, it is imperative to have an agile GCP guidelines, that are
contemporary and responsive

An approach that retains the transparency and engagement provided by the
ICH process but allows for flexibility and rapid updates is needed

Such approach will show ICH responsiveness and solidify its continued
importance

Having annexes and potentially appendices in E6 will provide us with an
opportunity for targeted updates with limited scope within in 6-12 months

21



).

ICH E6(R3) Annex 2 Subgroup Report to the Assembly

harmonisation for better haakh

Proposal for robust targeted updates to E6 moving forward
(Request sent for consideration during Nov 2022 Incheon meeting)

For example, if changes to certain concepts relevant to the use of digital health
technology are needed, a streamlined process can be followed, such as:

Q

Small group is selected to provide a brief scope statement for MC
endorsement on the desired changes (online)

Small group works on updating the language
Wider consensus from other ICH members via online review
Short public consultation {1 months)

Changes implemented and guideline updated after MC endorsement (6-
12 months duration) — may involved consulting with academics

This will ensure robustness and continued relevance of
overarching ICH guidelines

ICH

harmonisation for better health

Thank you!

ICH Secretariat
Route Pré-Rois 20
1215 Leneva

Switzerland

E-mail: admin@ich.org
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