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SESSION PROPOSAL 18
ALL FOR ONE, ONE FOR ALL: HOW TO RUN MULTIPLE NETWORKS OF COVID-19 CLINICAL TRIALS
ON A COMMON PLATFORM USING BAYESIAN METHOD
Dong-Yun Kim, Office of Biostatistics Research, NHLIB/NIH

Description of Session:
Session Abstract: Initiated by the National Heart, Lung, and Blood Institute (NHLBI), CONNECTS is a COVID-19
clinical program that utilizes existing clinical research networks to conduct multiple clinical trials to quickly identify
risk factors and potential therapies. The program shares research products and uses common standards in data and the
master protocol. The obvious advantage of this approach is that it can increase efficiency and scope by enabling to
study multiple research questions at the same time. On the other hand, it is considerably more complex than
traditional designs so the program requires more stringent integration and coordination among shareholders. In this
invited session, speakers will share their first-hand experience ranging from technological innovations to design and
implementation as well as statistical issues in monitoring and decision making.
Speaker 1: Scott Berry, PhD. President & Senior Statistical Scientist; Title: The Multiplatform Randomized
Controlled Trial: The Challenges and Efficiencies Abstract: Platform trials, including the ACTIV efforts of the NIH,
have had a huge positive impact on the science of learning about therapeutics for the treatment of COVID-19. For the
question of whether anticoagulants are beneficial for treating hospitalized patients with COVID-19 three different
platforms joined forces creating a single, global, multiplatform, clinical trial. The three platforms all agreed on a
common, integrated, analysis plan. In this talk I will discuss how the three platforms combined together to accelerate
and improve the learnings about anticoagulants and of the challenges involved in a multiplatform integration.
Speaker 2: Sonia Thomas, DrPH. Senior Research Statistician Title: Clinical Trial Paradigm Shifts in the NHLBI
CONNECTS COVID-19 ACTIV 4 Program Abstract: Collaborating Network of Networks for Evaluating COVID-19
and Therapeutic Strategies (CONNECTS) is the National Heart Lung and Blood Institute (NHLBI) COVID-19
clinical program encompassing the ACTIV 4 suite of clinical trials. RTI and Vanderbilt University form the
CONNECTS Administrative Coordinating Center (ACC), and multiple Data Coordinating Centers (DCCs) and
numerous Network Clinical Coordinating Centers have collaborated on the design and implementation of clinical
trials evaluating proposed medications for anti-thrombosis and host tissue response of COVID-19 infected patients.
To address the urgent unanswered questions and changing landscape of the pandemic, these trials needed to be
collaborative, fast, large, and flexible. This talk describes several operational paradigm shifts compared to traditional
NIH clinical trials that were implemented in CONNECTS in response to the pandemic needs, and in particular their
impact on the role of the Data Coordinating Centers and the Administrative Coordinating Center. Topics include
unprecedented level of collaborative team science; use of adaptive platform and remote low-touch designs, frequent
interim analyses often with Bayesian methods, GCP regulatory reporting requirements and 21CFR part 11
technology requirements for treatments under FDA IND; outcome harmonization and data standardization across
platforms; up-to-date study enrollment reported to stakeholders through a central web portal, and speedy submissions
of publications and public-use data sets. Each of these shifts requires considerable input from the DCCs to
successfully obtain quick answers to important COVID-19 treatment questions.
Speaker 3: Christopher J. Lindsell, PhD, Director, Vanderbilt Institute for Clinical and Translational Research
(VICTR) methods program Title:ACTIV6 and other stories: the design and deployment of a no-touch treatment trial
for outpatients with mild to moderate COVID-19 Abstract: We have developed the design and analysis plans for
master platform trials related to COVID-19 host tissue response, as well as leading several multi-center trials using
novel designs for this disease. We will describe the motivations behind our approach to the design and analysis plans
originally developed in CONNECTS, and describe how these have been applied to ACTIV6. ACTIV6 is a master
platform trial designed to evaluate the effectiveness of repurposed medications for improving symptoms and clinical
outcomes in outpatients with mild to moderate Covid-19. The trial is uses a Bayesian approach and is designed for
therapies to be added or dropped, with a shared, concurrent placebo. The trial is innovative in its implementation as it
allows for a participant to be enrolled and to progress through the entire trial with consent and communication
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allows for a participant to be enrolled and to progress through the entire trial with consent and communication
occurring either in person, on the phone, or only using the study’s electronic data system. Medication and study
devices are shipped directly to participant homes, and all evaluations and monitoring occur remotely using
web-based applications. The innovations in implementation are coupled with development of a novel longitudinal
ordinal regression model that can be used to estimate both improvements in symptoms, a patient centered outcome,
and reductions in hospitalization and mortality, which reflect hard clinical outcomes. Beyond the statistical and
design innovations, we will also discuss our experience working with data to make good trial decisions at pace during
a pandemic.
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