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Report to the Assembly
Incheon Biannual meeting, November 2022
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Mr. Peter Twomey, EC, Europe, Regulatory Chair

rternations] Councl for Harmanisstion of Tachnécal Fr-_]l. TRTIerts
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L)
’C'CH - E6(R3) 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
o Input on Annex 2 proposed CP

o Face-to-face meeting — 2023 Spring Biannual Meeting in
Vancouver
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Overview of topic

* Full rewrite of ICH-E6(R2)
o Principles document and Annexes
- 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

L)
) ICH . E6(R3) Report to the Assembly

harmonisation for better haakh

Status before the ICH meeting

* Draft E6(R3) consensus document completed on 6/30/2022

* Agency/Office Caucus Review began in July 2022 and
completed by August 2022 (over 1,500 comments received)

* EWG began reviewing Caucus comments September 2022

* Successful face-to-face (hybrid) interim 4-day meeting in

Amsterdam, September 2022 (addressed comments for sections
1, 2, 3, and started on section 4)

* Small group of EWG members convened to provide draft
language based on caucus comments

16
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) |CH E6(R3) Report to the Assembly

Progress made at the meeting

* Progress

o Reviewed and completed caucus comments for Sections:
" 4 — Responsibilities — Investigator
= 5 — Responsibilities — Sponsor

o Developed and reviewed draft Annex 2 concept paper

o EWG planning to continue reviewing caucus comments for
Sections 5t0 9

o
) |CH E6(R3) Report to the Assembly

saiton for better hoakh

Examples of areas addressed after significant
discussion

* Provisions on the shipping of IP

+ Reconsent expectations

Responsibilities around third party service providers

Withdrawal of participants

Documenting and reporting protocol deviations

17
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). ICH E6(R3) Report to the Assembly

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

Expected Completion Deliverable
date

Nov — Dec 2022 «  Concept Paper for Annex 2 developed and seek MC endorsement
Feb - Mar 2023 «  Complete review of Caucus Comments
Mar — Apr 2023 +  Complete editorial review
«  Perform consistency review and reference check
Apr 2023 «  EWG member organization final review for deal-breakers
Apr — May 2023 +  Step 1 Sign-off of Technical Document (Principles and Annex 1)
May — Jun 2023 »  Step 2a/2b Endarsement of Technical Document (Principles and Annex 1) |
May — Jun 2023 + Step 3 Begin Public Consultation (Principles and Annex 1)
May 2023 «  Update EWG membership and establish a small group to develop Annex 2 |

suggested content (e.g., what efement

harmonisasion for better haakh

L)
) ICH E6(R3) Report to the Assembly

Work plan: Expected future Key Milestones

(based on maximum duration scenario)

Expected Deliverable
Completion date

May - Jun 2023 «  Begin draft for Annex 2 (utiized Vancouver meeting if approved)

Nov 2023 *  Step 3 End of Public Consultation (Principles and Annex 1)
Apr 2024 «  Step 3 End PWP Consultation Period prior fo Step 3 Sign-off of
Technical Document of Public Consultation (Principles and Annex 1)
May 2024 + Step 3 Sign-off of Technical Document (Principles and Annex 1)
| Jun 2024 «  Step 4 Adoption of Technical Document (Principles and Annex 1)

18
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’ ICH E6(R3) Report to the Assembly

Conclusions

* Face-to-face meeting proven very productive
* Significant progress on Annex-1 was accomplished

* EWG continues to address key items that will help ensure responsiveness to
stakeholder needs and advancements in design and technologies

* Stakeholder engagement continues to be an extremely valuable tool for the
EWG to refine the work

Challenges:

* Considering the number of comments and high-level of interest, and to avoid
further delays, more frequent hybrid meetings are needed (small group
approach to be refined further), and an extension is needed

* Significant effort is needed to support implementation and training programs

* Careful planning is needed to advance Annex-2

@
') ICH
harmonisaiion {or better hoash
! Membership based
appropriate sxpertise
Reducing redundancies
Annex-2

Maximizing efficiency

1. Clinical trials with decentralised elements,
where some or all trial-related activities
occur at locations other than traditional
clinical trial sites, such as patient homes or
local clinics.

| Annex-2
| Drafting
Group

Potentially2

2. The use of real-world data (RWD) sources in
the context of interventional clinical trials.

This will focus on addressing considerations ol b il
. . Cont I le,
for using electronic health records (EHR) or binizerlagh
. " amphasizing key concepts
reglstrles. (e.g., proportionality)

- This does not include observational studies.
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Restructuring E6

* Move Glossary to the end of the document

* Establish appendices for listings, such as
essential documents in Section - 8

@
)CICH E6(R3) Report to the Assembly

Training Program Taking Shape

Training is of fundamental importance to ensure that E6
provisions are understood, well implemented, and are not
over interpreted by inspectors, investigators or sponsors.

* EWG is identifying a set of concepts that will need to be
addressed in training programs to ensure appropriate
implementation.

* Engaged with MRCT for an initial discussion on expected
elements in the training program

* Planning to engage with PIC/s for inspector-focused training

20
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U
) ICH E6(R3) Report to the Assembly

Proposal for robust targeted updates to E6 moving
forward

* 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

®
‘) ICH E6(R3) Report to the Assembly

harmonisation for better haakh

Proposal for robust targeted updates to E6 moving forward

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:

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

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

o 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
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Requests to the Assembly

* Endorsement of work plan (slides 7 and 8)

* EWG request to participate in the Spring 2023 ICH
meeting in Vancouver

* Consideration of the concept of streamlined targeted
updates

* Annex-2
o Input Annex-2 scope and development process
o Re-evaluate E6 EWG membership for Annex 2

ICH

harmonisation for better health

Thank you!

ICH Secretariat
Route Pré-Rois 20
1215 Leneva

Switzertand
E-mail: admin@ich.org
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