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Understanding the Use of Negative Controls to Assess the Validity of Non-
Interventional Studies of Treatment Using Real-World Evidence

Virtual Public Workshop
March 8, 2023, 10:00 AM — 3:00 PM ET

10:00 a.m. Welcome and Overview
Rachele Hendricks-Sturrup, Duke-Robert J. Margolis, MD, Center for Health Policy

10:10 a.m. Introduction to Negative Controls
A key challenge when working with RWE is identifying and reducing bias and
confounding in observational studies due to limitations of the underlying data and
available study designs. Negative controls are potentially useful methodological tools to
address these issues and support the validity of results. This session will provide a level-
setting discussion on how negative controls can support more robust analyses to
support causal inferences in medical product safety and effectiveness studies.

Moderator: Rachele Hendricks-Sturrup, Duke-Robert J. Margolis, MD, Center for Health
Policy

Panelists:
e Fang Tian, U.S. Food and Drug Administration
e Hector lzurieta, U.S. Food and Drug Administration
e Zafar Zafari and Jeong-eun Park, University of Maryland School of Pharmacy

Moderated Discussion and Q&A

10:55 a.m. Overview of Analytic Techniques: A review of Negative Controls
This session will provide an overview of techniques related to the use of negative
controls. A series of focused presentations will consider existing methods with regard to
strengths, limitations, key assumptions, and readiness of these techniques for
regulatory assessments.

Moderator: Rachele Hendricks-Sturrup, Duke-Robert J. Margolis, MD, Center for Health
Policy

Panelists:
e Eric Tchetgen Tchetgen, University of Pennsylvania
e  Xu Shi, University of Michigan
e Erich Kummerfeld, University of Minnesota
e Patrick Ryan and Martijn Schuemie, OHDSI

Moderated Discussion and Q&A

12:15 p.m. Break
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12:45 p.m. Utilizing Negative Controls in Safety and Effectiveness: Methods development and key
considerations
This session includes two presentations that will outline the proposed methods
development projects for both safety and effectiveness studies when utilizing negative
controls as part of the regulatory assessment. Following the presentations, panelists will
provide feedback on FDA proposed projects and explore key methodological and
operational considerations to further inform the development and use of negative
controls in support of regulatory decision making.

Moderator: Mark McClellan, Duke-Robert J. Margolis, MD, Center for Health Policy

Presentations: Overview of FDA Methods Development Projects
e Richard Wyss, Brigham and Women's Hospital
e Yun Lu, U.S. Food and Drug Administration

Panel discussion:
e Rohini Hernandez, Amgen
e Josh Gagne, Johnson & Johnson
e Susan Gruber, Putnam Data Sciences
e Daniel Morales, European Medicines Agency

Moderated Discussion and Q&A

2:00 p.m. Key Stakeholder Perspectives
Stakeholders will provide their feedback and comments on the approaches and
proposed demonstration projects presented throughout the workshop with a focus on
key opportunities and challenges for incorporating negative controls as a tool in FDA’s
regulatory toolbox.

Moderator: Mark McClellan, Duke-Robert J. Margolis, MD, Center for Health Policy

Panelists:
e Rima lzem, Novartis
e Leah McGrath, Pfizer
e Alan Brookhart, Duke University
e George Hripcsak, Columbia University

Moderated Discussion and Q&A

2:45 p.m. Closing Remarks and Adjournment
Mark McClellan, Duke-Robert J. Margolis, MD, Center for Health Policy

This public workshop is supported by the Food and Drug Administration (FDA) of the U.S. Department of Health and Human Services (HHS) as
part of a financial assistance award [U19FD006602] totaling S4,241,714 with 100 percent funded by FDA/HHS. The contents are those of the
author(s) and do not necessarily represent the official views of, nor an endorsement, by FDA/HHS, or the U.S. Government.



