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ICH E6(R3) GCP Principles

/ Overarching Principles that Apply across the Board

Draft Principles

published in
April 2021

Annex-1

Consideration
s for non-
traditional

interventional

clinical trials

GCP for
Interventional
clinical trials

Annex-2

Additional
considerations for
non-traditional

Annex-2

Annex-1

Reflects the concepts in
E6(R2) (with updates

interventional
clinical trials not
addressed in
Annex-1

and refinements as
needed)
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Approach to E6(R3) Development

» Simultaneous work on the principles & Annex-1

Endorsement of Concept Step-4
Paper —Nov - 2019

Simultaneous work streams / Step-1/2
Principles + Annex 1 in Step-3
l Feedback l

Annex-2

Close
coordination

S,

Develop Updated Concept Annex 2
Paper for Annex 2 reaching Step-1

| Approximately 24 months | | Approximately 12-18 months |
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Engagement

* Many stakeholders are impacted by ICH-E6 GCP
guidelines

* E6 stakeholder outreach approaches are approved by
ICH and are ongoing.

* The knowledge gained by learning from stakeholder
experiences and viewpoints will further enrich EWG
discussions
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E6(R3) EWG Analysis
Process for Analyzing Stakeholder Input

Conduct Data Review Establish Small EWG Review
Gather Data . and Group (Drafting and Stakeholder
Analysis o
Consolidation groups) Engagement

* Goals of this analysis

o Identify opportunities for improvement in E6(R3)

o Provide potential options on how and where to apply the
modifications
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Initial Prioritized Sections

Data Review
and

Consolidation

- Data Management [/ Data Governance
* Responsibilities

* Monitoring

* Informed Consent

* Safety

* Protocol

* Essential Documents
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First Topics for Drafting

Data Review and
Consolidation

° Data Management / Data Governance
o 233 stakeholder comments
o E.g.,digital data flow

* Responsibilities
o 170 stakeholder comments
o E.g.,responsibilities of the concerned parties in relation to new technology

* Monitoring
o 69 stakeholder comments
o E.g., different types of monitoring, on-site, central, and remote
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E6(R3) EWG Analysis
Establishing Small Group (Drafting Groups)

Establish Small

Group (Drafting
groups)

* Small Groups
o Subset of full EWG

o Divided into drafting groups to facilitate topic discussion with full
EWG and leads drafting a specific topic [ section

o Regularly meet to ensure that cross-section topics are addressed
and considerations applicable throughout the guidelines are
aligned
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E6(R3) EWG Analysis
EWG Review and Stakeholder Engagement

EWG Review
and Stakeholder

Engagement

EWG Review and Stakeholder Engagement

O

O

Small group will regularly consult the full EWG

EWG will provide stakeholder representatives with updates on
progress of drafting groups

EWG will prioritize opportunities to engage stakeholder
representatives

EWG will agree on the proposed concepts and draft text
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Considerations for Data Management

* Systems and Data, missing/lack of details regarding
o Data Management and Statistical Analysis (5.5)

o Adding text to bridge between E6 and E9 and include
essential documents regarding these processes

o New technology and data types (e.g., wearables, artificial
intelligence)

o More process and dataflow driven
o IT security, user management and validation
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Considerations for Responsibilities

* Clarifying investigator and sponsor responsibilities in new trial
types (e.g., decentralised clinical trial settings)

* Increasing amount of investigator systems

* Contracts and agreements - clarification of requirements in
relation to investigator or sponsor responsibilities (complex trial
landscape)

* Acknowledgement of the diverse knowledge now required for
trials

* Prequalification and performance evaluation of vendors/CROs
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Considerations for Monitoring

* Clarify some emerging themes and different types of quality
control by different sponsor representatives to ensure data quality
and sponsor oversight such as:

o Source data and metadata review versus source data
verification

o Medical monitoring versus centralised monitoring
o Remote monitoring, use of platforms

* Clarify requirements for review of site systems and for other
prequalification activities
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Areas Needing Additional Clarification

* Protocol

o New trial designs

o New systems

o New data types

o Additional information in some sections where little or no text
* Essential Documents

o Digital documents and their retention

o Highlight importance of recordkeeping in an ongoing manner
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Areas Needing Additional Clarification

Safety - clarity required regarding review of potential safety
data

Use of data monitoring/adjudication committee and their
processes

Informed consent
o Consideration for different patient populations (e.g., assent)

o Potential for use of data collected outside the trial
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