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SESSION PROPOSAL 18
DESIGN AND IMPLEMENTATION OF CLINICAL TRIALS IN A PANDEMIC – REFLECTING ON THE ACTT
STUDIES
Tyler A Bonnett, Leidos Biomedical Research, Clinical Monitoring Research Program Directorate, Frederick
National Laboratory

Description of Session:
This one-hour session will use examples from the Adaptive Covid-19 Treatment Trial (ACTT) to explore the unique
challenges that the pandemic setting raises for clinical trials. The session will begin with three 10-minute talks from
statisticians on the ACTT study team. These talks, described in more detail below, are arranged to outline statistical
considerations for trial design, trial implementation, and effective communication of trial results. These will be
followed by 7-minute talks from two discussants: one member of the ACTT Data and Safety Monitoring Board
(DSMB) and one member of the National Institute of Allergy and Infectious Diseases (NIAID) COVID-19 Treatment
Guidelines Panel. The session is designed to highlight lessons learned by the ACTT team and to explore applications
of those lessons to other trials in similar settings. The session will conclude with 10 minutes for questions and
comments.
Dr. Lori Dodd, blinded statistician for the ACTT protocol, will be the speaker for talk one— “Planning for the
Unknown: Designing trials in a pandemic setting” (12 minutes). This talk will provide a brief background of the
ACTT study platform and will then highlight issues that arise at the start of the clinical trial process during an
outbreak. The talk will address considerations for endpoint selection in settings where knowledge of the disease is
rapidly evolving.
Dr. Mat Makowski, unblinded statistician for the ACTT protocol, will deliver talk two— “Handling the Curve: Data
cleaning and interim monitoring during rapid enrollment” (12 minutes). This talk will focus on strategies for handling
rapid enrollment during trials in outbreak settings and will discuss how the extraordinarily high number of Covid-19
cases during the conduct of the ACTT trials challenged the usual approach to interim monitoring and what was done
to address these challenges.
Tyler Bonnett, unblinded statistician for the ACTT protocol, will be the speaker for talk three— “Getting the Word
Out: Communicating trial results when the world is watching” (12 minutes). This talk will use examples from multiple
ACTT studies to highlight how the study team navigated release of trial results with a focus on the tension between
the ethical obligation to quickly disseminate findings and the merits of rigorous data cleaning and peer review.
These three speakers will be followed by talks from two discussants.
Dr. Peter Sasieni, ACTT DSMB member, will then provide the first of two discussant talks— “Data Monitoring like
Never Before: Reflections from participating in DSMB deliberations during a pandemic”. This 7-minute talk will
highlight challenges faced by the ACTT DSMB and give guidance on various questions surrounding the role of the
DSMB during a pandemic.
Dr. Birgit Grund, NIAID Treatment Guidelines Panel member, will then conclude the speaking portion of the session
with the final discussant talk— “Treatments: Weighing emerging evidence for benefit or harm”. This 7-minute talk
will address challenges in synthesizing information from multiple clinical trials and observational studies in a
pandemic, and challenges in interpreting potentially different signals in subgroups of participants; for example, in
ACTT-1, the estimated treatment effect in critically ill patients was different from the effect in less severely ill
patients.
The remainder of the session (10 minutes) will be devoted to a question-and-answer session.
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