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ICH E6(R3) — Sponsor Interpretations and Applications Session Takeaways:



Turn R3 expectations into action. These actions provide practical steps your organization can take to align with ICH E6(R3) principles and build a stronger foundation for inspection readiness. 

**Actions are not fully comprehensive of all work to be completed, but are used as a starting point to support organizational development*

1. Assessing Compliance: Conduct a Mini R3 Gap Analysis

Action: Select one quality process at your organization (e.g., TMF QC, vendor oversight, SAE reporting, protocol deviation management) and ask:
· What are we doing today in this process? 
· Why are we doing it? 
· Is the rationale documented? 
· Does the activity directly support participant safety, data integrity, or trial quality? 

Deliverable: Identify one process that is being performed primarily because "it's always been done that way" and document whether it should be retained, modified, or retired.

 R3 Mindset: Move from compliance by procedure to compliance by rationale.

2. Ensuring Oversight: Pick One Vendor and Define Oversight Intentionally

Action: Choose a critical vendor and create a simple oversight matrix that answers:

	Question
	Answer

	What risks are we overseeing?
	

	Who, at your organization, performs oversight?
	

	How is oversight conducted AND documented?

	

	How often is oversight performed?
	

	What evidence will be retained?
	

	How long are the remediation periods for escalated issues?
	






Deliverable: Create or revise one vendor oversight plan that clearly defines the "who, what, when, how, and why" of oversight activities.

 R3 Mindset: Oversight is demonstrated through documented actions and outcomes, not just oversight statements and should be fit-for-purpose and tailored based on the level of complexity of and risks associated with the trial. 




3. Monitoring Compliance: Practice Identifying CtQs and Defining Associated QTLs on an Ongoing Study

Example:

Existing QTL: ≥95% of SAEs reported within 5 business days of awareness.
Corresponding Potential CtQ: Timely Sponsor oversight of participant safety. 
Ask:
· Is the CtQ directly linked to participant safety, data integrity, or regulatory compliance? 
· Is the QTL measurable? 
· Is there a defined action if the threshold is exceeded? 

Action: For an ongoing study in which you did not already define CtQs, look at your defined QTLs and consider what critical-to-quality factor it may support.

Existing QTL examples:
· 95% of monitoring visit reports to be finalized within 10 business days of visit end date.
· Protocol deviations to be reported to Sponsor in a timely manner.
Corresponding Potential CtQ: (You define this) – what would you CtQ be for the associate QTL identified?
Ask:
· Is the CtQ directly linked to participant safety, data integrity, or regulatory compliance? 
· Is the QTL measurable? 
· Is there a defined action if the threshold is exceeded? 

Deliverable: Identify one QTL and identify the associated CtQ and risk factors.


R3 Mindset: Quality by Design mindset means proactively identifying CtQs in your protocol. And the CtQs can be managed via measurable QTLs. 





4. Leveraging AI: Create an AI Governance Position Statement

Action: If your organization allows or prohibits AI tools, identify current governance documentation or ensure documentation is created to address, at a minimum, the following:
· Permitted/prohibited use cases 
· Data privacy considerations 
· Human oversight expectations 

Deliverable: Develop a one-page AI usage guidance document for clinical trial personnel.

 R3 Mindset: Organizations should be able to explain not only how AI is used, but also how    associated risks are controlled.
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