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            Overview
On January 6, 2025, the International Council for Harmonisation  (ICH) issued its final version of the “Guideline for Good Clinical Practice E6(R3)” to update its 2016 E6(R2) GCP guideline. This brief review discusses the impact of the guidelines on trial conduct at UCSF.

Overarching Themes and Impact

· Quality by Design (QbD): recognizing that one size does not fit all (fit for purpose)
· systems and processes capturing/managing/analyzing data need to be fit for purpose, capturing data required by the protocol and addressing key risks to subjects and data
· Proportionate, risk-based approach in clinical trial design, conduct, and monitoring
· critical to quality risks should be managed proactively to maintain reliability
· trial risks should be compared to standard care
· Incorporates lessons from public health emergencies/pandemics (e.g., decentralized trials)
· Encourages exploration of technology and participant inclusivity
· e.g., the acceptability of remote consent, a definition for data acquisition tool, a reference to home nurses, a reference to remote monitoring and audit
· requirement for sponsors to clearly describe the rationale for inclusion/exclusion of participants to improve trial generalisability.
New Principles

· Risk Proportionality: Clinical trial processes, measures, and approaches should be implemented proportionally to the risks to participants and to the importance of the data collected and that avoids unnecessary burden on participants and investigator.
· Roles and Responsibilities: sponsor/investigator should maintain appropriate oversight
· sponsor may transfer or the investigator may delegate their tasks, duties or functions, but they retain overall responsibility for their respective activities
· agreements should clearly define the roles, activities, and responsibilities for the clinical trial and be documented appropriately
Revised Principles (significant changes)

· Ethical principles: should not unnecessarily exclude particular participant populations
· Science: periodic scientific review to determine whether modifications to trial are needed.
· Reliable Results: trial processes should support the key trial objectives, efficient and well-controlled processes data integrity, clinical trial registration and results reporting.
· Investigational Products: maintain binding where applicable; investigational products provided to the trial participant should retain their quality.
Institutional Review Board (Annex I)

· Updated to reflect digitization and variable approaches to obtaining consent
· Clarified the potential for participants to be compensated for participation costs
· Clarified that the IRB/IEC should review the assent information, considering the age, maturity, and psychological state of the minor, as well as applicable regulatory requirements
Investigator (Annex I)

· Informed Consent: flexibility in approach to the provision of consent information (images, videos, interactive methods, remote); clear and concise, simple language; documentation
· New information: considerations for re-consent (stage of trial, relevancy)
· Minors: age-appropriate assent information, reaching age of legal consent process
· Qualifications/Training: flexibility in evidence of qualification (not just CV)
· Communication: submission to the IRB/IEC can also be made by the sponsor
· Training requirements for Staff: necessary to fulfill delegated activities
· Medical Care: other qualified health professionals may be involved in the trial
· Safety Reporting: reporting requirements of events prior to IP administration (screening)
· Removal of the strict requirement for all suspected unexpected serious adverse events (SUSARs) to be individually expedited to investigators and IRBs/IECs.
· Responsibilities: service provider expectations, ultimate responsibility for all delegated activities, oversight for delegated activities proportionate, delegation documentation 
· Computerized Systems: clarified responsibilities
· Data and Resource Records: identification and maintenance of source record; data access
· Investigational Product (IP) Management: sponsor may facilitate IP management; level of investigator oversight will depend on characteristics of IP, route and complexity of administration, levels of existing knowledge about IP’s safety, marketing status of IP
· Alternative approaches to IP documentation may be considered 
· Capable of unblinding without undue delay and hindrance in the case of emergency
· IP may be shipped directly to participants or managed through local pharmacies
Data Governance
· New section that provides guidance on appropriate management of data integrity to allow accurate reporting, verification, and interpretation of clinical trial-related information.
Appendices 
· Investigator’s Brochure (Apx A): clarity and organizational updates
· Protocol (Apx B): addresses implication for withdrawal of consent/ trial discontinuation 
· Essential Records (Appendix C): clarity and organizational updates
· Now lists records applicable to all trials and records applicable to some trials.
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