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Disclaimer

• This material and opinions expressed here are those of the task force 

discussants and are not intended to represent the position of Brigham and 

Women's Hospital, Mass General Brigham, Harvard University, Medable, HHS, 

FDA, or any organization, institution, or entity. Participants serve and served in 

their individual capacities.

• The MRCT Center is supported by voluntary contributions from foundations, 

corporations, international organizations, academic institutions, and 

government entities (see https://mrctcenter.org/), as well as by grants. We are 

committed to autonomy in our work and to transparency in our relationships. 

• This work is licensed under a CC BY-NC-SA 4.0 license.

https://mrctcenter.org/
https://creativecommons.org/licenses/by-nc-sa/4.0/legalcode
https://creativecommons.org/licenses/by-nc-sa/4.0/legalcode
https://creativecommons.org/licenses/by-nc-sa/4.0/legalcode
https://creativecommons.org/licenses/by-nc-sa/4.0/legalcode
https://creativecommons.org/licenses/by-nc-sa/4.0/legalcode
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Agenda

1. Collaborative work on Decentralized Clinical Trials (DCTs)

2. Ethical review of DCTs

3. ICH E6(R2) → ICH E6(R3)

4. Tools for Monitoring and Oversight of Clinical Trials with 

Decentralized Elements

5. Open discussion

6. Please enter questions or comments in the Q&A bottom button.

This presentation is being recorded. 
The webinar and slides will be publicly posted next week.
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The Journey

IRB review of trials with 
DCT elements

Ethics committees carried an 

uneven and growing review 

burden as decentralized 

elements entered protocols.

IRB / EC review of trials with DCT elements are challenging
• Variability in process, requirements, expectations, and time to approval.

• Which ethical issues, if any, differ in the review or approval of a trial 

with DCT elements versus a traditional trial?

• Which technology changes need an amendment or IRB re-review?

A multi-stakeholder group addressed

• Participant burden • Security of data and device

• Minimum necessary data • Safety monitoring

• Connectivity, cost • Changes in relationships and culture

• Access, complexity
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MRCT Center and Medable DCT resources

Published June and November 2023, as open access

Checklist – November 2023

mrctcenter.org/wp-content/uploads/2023/06/Revised-Full-Document-
CompiledDCT-14-June-23-final-2.pdf

Checklist  ·  November 2023

mrctcenter.org/wp-content/uploads/2023/11/Check-List-61423-EDITED.pdf

Full document  ·  June 2023
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Investigator Oversight: Background

Decentralization widened who touches a trial while the investigator's obligation stayed where E6(R2) left it.

The Opportunity

Decentralized trial 

elements improve 

participant access and 

protocol performance.

Our Response

A cross-functional team 

built four resources, 

published September 

2026.

ICH E6(R2) 

ICH E6(R3) 
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FDA Guidance on Decentralized Elements

Draft cover, May 2023. Finalized 18 September 
2024. fda.gov/media/167696/download

FDA regulatory requirements for DCTs are the same as those 

for traditional site-based clinical trials.

PI

Sub-I HCP HCP Home health

Research staff Research staff

Delegation reaches further in a decentralized trial and, 

with it, investigator responsibilities for supervision (ICH E6(R2))

and Investigator responsibilities for oversight (ICH E6(R3))
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Key Conceptual Shifts in Investigator Oversight

Principles and Annex 1 in effect as of 23 July 2025. Annex 2 adopted 3 June 2026, in effect 15 January 2027.

Dimension E6(R3) changes

Language "Oversight" indicates broader, more strategic accountability than supervision

Scope
R3 defines the investigator site as the location(s) where trial activities are conducted or 
coordinated under the investigator's oversight, which includes participants' homes

Delegation Principle 10 and Section 2.3 codify delegation and require proportionality

Service providers Investigator must maintain oversight of sponsor-identified service providers

Data governance Investigator and sponsor share it under the new Section 4

Proportionality Level of oversight must be proportionate to risk; threaded throughout the guideline

Documentation Proportionate documentation; clinical practice activities may not require delegation logs

ANNEX 2
Annex 2 carries the decentralized-trial provisions. ICH adopted it 3 June 2026 and it comes into effect 15 

January 2027, which gives study teams about 16 weeks to align site oversight practice.
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Resources & Tools

Together, the four documents become a 

coherent, integrated system for DCT 

conduct — sponsor-driven design, 

investigator-calibrated oversight, HCP-

executed delivery, and a clear escalation 

structure when reality diverges from plan. 
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Four Tools and a Guide to the documents

How These Four Documents Work Together: A Practical Guide for Sponsors, Investigators, and HCPs

Sponsors should start with the Optimizing 
DCTs document 

When an HCP enters the picture, the HCP 
Instruction Sheet is their operating document. 

The Framework document is where sponsor 
decisions become investigator action. 

The Check-In Questions are the HCP’s 
structured guide for routine participant visits. 
However well-designed a trial is, the 
unexpected may occur.

1

2

3

4

Optimizing DCTs

Proportionate 
Oversight 
Framework

HCP Instruction 
Sheet

HCP Check-In 
Questions for 
Participants

INVESTIGATORS

SPONSORS

HCPs, HHNs

HCPs →  PARTICIPANTS
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This is the first document in a 

two-part series. 

It addresses the sponsor’s role: designing 

DCT elements into the protocol, 

identifying critical-to-quality (CTQ) factors, 

and implementing a proportionate and 

risk-based approach to quality 

management into the trial plan. 

Sponsor focuses on trial design and 

quality management

Optimizing Decentralized Elements in Clinical Trials
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Optimizing Decentralized Elements in Clinical Trials

Apply Quality by Design (QbD) approach during study planning. 

Protocols should be fit-for-purpose and clear.

Identify critical-to-quality factors (CTQs) and identify risks to the CTQs 

Mitigate or eliminate risks with attention to participant safety and 

impact on data reliability

CTQs –and the ability to mitigate risks to those CTQs--should guide 

sponsor quality assessment and management.

Introduction of flexibilities and design methods for the conduct of each

Communicate oversight plan to investigators.
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This is the second document in a 

two-part series. 

This document is a practical decision-

support tool intended to support 

implementation of existing regulatory 

requirements, expectations, and 

standards, and is not intended to go 

beyond current regulatory requirements.

The investigator focuses on the oversight 

of delegated activities wherever they 

occur, reviewing safety signals, ensuring 

protocol compliance, and escalating 

issues to the sponsor, including when the 

investigator is not sure whether controls 

are working. 

Proportionate Oversight Framework
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Focused on CTQ factors and their risks

Proportionate to the trial related activities, 

importance of the data being collected, and the 

risks to participant rights, safety, and well being, and 

data reliability.

Proportionate Oversight Framework

DCT activities can be organized along three dimensions:

• Who performs the activity

• Where it occurs

• What enabling technology 

is used

Consider:
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This document is designed to be 

completed collaboratively by the 

sponsor and the research site before it 

reaches local HCPs

Colored-text placeholders mark every 

field requiring site or sponsor input 

prior to delivery to the HCP. The HCP 

reads it, performs the visit, documents 

the findings, and transmits them to the 

research site. 

Instruction Sheet for Local HCPs

The document consolidates the 
expected management, 
communications, logistics, 
documentation, and reporting 
for local HCPs. 
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. 

Instruction Sheet for Local HCPs

The document consolidates the expected management, 
communications, logistics, documentation, and reporting 
for local HCPs. 

© 2026 MRCT Center & Medable, CC BY-NC-SA 4.0 license. 16
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The document helps the HCP 
consistently ask key questions, record 
the participant’s response, and identify 
the appropriate immediate action.

HCP Check-In Questions for Participants
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The questions structure each visit and ensure key safety, 

adherence, and protocol-relevant issues are consistently assessed.  

• Study Participation

• Decision-Making Capacity

• Averse Events/SAEs/UPs

• Unscheduled procedure and hospitalizations

• Medication Adherence

• Lost/Damaged Study Medication

• New Concomitant Medicines

• Pregnancy/Suspected pregnancy

HCP Check-In Questions for Participants

© 2026 MRCT Center & Medable, CC BY-NC-SA 4.0 license. 18



Launch Webinar  |  24 September 2026 © 2026 MRCT Center & Medable, CC BY-NC-SA 4.0 license. 19

DCT Task Force Members 

Lora Black
Stanford Health

Dave Borasky
WCG

John Campbell
Walgreens

Karen Hartman
Mayo Clinic

David Jensen
Duke Clinical Research Institute

Hassan Kadhim
Vertex

Maimah Karmo
Tigerlily Foundation

Greg Licholai
ICON (currently Syneos)

Trevan Locke
Amgen

Therica Miller
UT Health San Antonio

Amy Nos
Minnesota Cancer Clinical Trials Network (currently Hawthorne Health) 

Julie Ozier
Advarra

Denise Snyder
Duke University

Theresa Strong
The Foundation for Prader-Willi Research

Colleen Tenan
Javara

Ramya Thota
Intermountain Healthcare

Rebecca Stanbrook
Novartis (currently European Industrial Pharmacist Group (EIPG))

Gabriele Schwarz
BfArM - Germany

With thanks to Lindsey Henriques
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Panelists and Discussion

Cheryl Grandinetti

Associate Director for Clinical Policy
Division of Clinical Compliance Evaluation
Office of Scientific Investigations
Office of Compliance/CDER/FDA

Nicole Stansbury 

Senior Vice President, Global Clinical 
Operations
Premier Research

Therica Miller

Associate Vice President, Clinical 
Research Administration 
UT Health San Antonio
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Discussion 
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