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Roundtable Recording

The roundtable is available on CRDSA’s YouTube channel: https://youtu.be/1WGWTbMU83g

Chapter Locations:
• 00:00 Overview and Objectives
• 11:30 Why alternative control designs?
• 40:00 Overview: Regulatory Challenges
• 41:30 Source Data Access
• 1:07:50 Trust and Provenance
• 1:15:30 Guidance Scope
• 1:34:15 RCT Benchmarking
• 1:48:00 Final Thoughts

https://youtu.be/1WGWTbMU83g
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Housekeeping (1/2)

This meeting is being recorded. 

Please post your questions through the Q&A function. 

 

All users can also upvote and comment on questions.

Please note that questions and comments are not anonymous.
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Housekeeping (2/2)

All attendees will be muted.

If you need assistance during the webinar, please direct your 
questions to Jessika via the “Host and Panelists” chat option. 

After the meeting we will send a link to the recording and slides. 
We will also be preparing and sharing a summary report.
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Today’s Agenda

• Welcome

• Overview and Objectives

• External and Supplemental/Hybrid Trial Design

• Key Regulatory Challenges

• Actions/Next Steps

• Audience Q&A
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Overview and Objectives
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Overview

• The FDA posted the draft guidance on 
January 31, 2023, and comments closed on 
May 2, 2023

• https://www.regulations.gov/docket/FDA-
2022-D-2983/document

• The guidance encompasses both prior clinical 
trial and real-world data

• 205 comments were received / 182 have 
been publicly posted

• Approximately 2/3 are from individual patients

• Today’s agenda has been informed by:
• An analysis of over 30 organizational 

comment documents
• The pre-meeting registrant survey

Biopharma
51%

Service and Technology 
Partners

27%

Consortia
16%

Other
6%

Registrations

https://www.regulations.gov/docket/FDA-2022-D-2983/document
https://www.regulations.gov/docket/FDA-2022-D-2983/document
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Objectives

1. Identify key regulatory barriers to the adoption of trials using external and 
supplemental/hybrid control designs

2. Determine collaborative actions to address those barriers, supporting FDA and 
other regulatory agencies to ensure a regulatory environment that supports 
alternative control trial designs
•  Promote awareness, participation, and collaboration with current and planned 

initiatives  
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Definitions

External Control

Comparator

Concurrent 

Synthetic / 
Virtual

Historical

Supplemental

Hybrid

• Many commenting 
organizations asked for clarity 
on various terms

• Definitions are out of scope 
for today’s discussion, but 
alignment is needed

Courtesy: COTA
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Audience Poll

Have you been or are you currently involved in clinical trials using either 
fully external or supplemental/hybrid controls?

• Yes
• No
• No, but we are actively exploring future use
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Why alternative control
trial designs?
video timestamp: 11:30
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Key Regulatory Challenges
video timestamp: 40:00
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Discussion: Challenge Areas

• Access to Source Data
• Data Provenance (Traceability)
• Selection Methodologies
• Guidance Scope
• RCT Benchmarking
• Additional Considerations

Today is about understanding, not problem-solving!
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Source Data Access
video timestamp: 41:30
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Trust and Provenance
video timestamp: 1:07:50
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Guidance Scope
video timestamp: 1:15:30
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RCT Benchmarking
video timestamp: 1:34:15
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Final Thoughts
video timestamp: 1:48:00



For additional resources and 
information, please visit:
https://crdsalliance.org/resources/#itd

Thank you!


