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SESSION PROPOSAL 2
MANAGING PRAGMATIC CLINICAL TRIALS IN THE TIME OF COVID-19
Qilu Yu, National Center for Complementary and Intergrative Health, National Institutes of Health

Description of Session:
Managing Pragmatic Clinical Trials in the Time of COVID-19
The clinical research enterprise across many disciplines is expanding rapidly to incorporate methods and best
practices for conducing pragmatic clinical trials (PCT). Such trials can embed interventions within routine clinical
care and enable testing of interventions in real-world settings. The sudden onset of the COVID-19 pandemic,
however, has resulted in significant disruptions in US health care delivery within systems, and presented significant
challenges for planning and conducting PCT. Unique strategies for design and analysis, intervention adaptation, and
stakeholder engagement have been considered across several NIH- and PCORI-funded programs. Consideration of
dissemination and implementation issues during the pandemic have also raised challenges and opportunities for PCT
researchers. This session will provide examples of how these issues are being addressed in the context of NIH and
PCORI projects.
Moderator – Qilu Yu, PhD, National Center for Complementary and Integrative Health (NCCIH)
Design and Statistical Analysis Considerations for Pragmatic Trials during the COVID-19 Pandemic – Qilu Yu, PhD,
NCCIH During the COVID pandemic, pragmatic clinical trials embedded in the health care systems face special
challenges for both design and statistical analysis. NIH programs like the Health Care Systems Research
Collaboratory have noted several examples of pandemic induced changes in trial design, including indefinite
interruptions in stepped-wedge design trials; post-randomization modifications in number of clusters and/or cluster
size in cluster-randomized trials; as well as new considerations of clustering effects due to requisite switching of
planned in-person to virtual delivery of interventions. To deal with COVID-19 pandemic impacts, analytic plans may
need to consider heterogeneity of treatment effects and COVID-19 confounding with timing/phases of trials. Also,
strategies must consider the likely enhanced missing data fraction caused by pandemic disruptions. Several
corresponding analytic strategies for PCTs will be discussed, including subgroup analysis of heterogeneity of
treatment effect, analysis of modality of intervention delivery and dosing and time-specific mediation analysis of the
COVID-19 impact.
Pragmatic Clinical Trial Adaptations During the COVID-19 Pandemic – Can We Do This? – Robin Boineau, MD,
MA, NCCIH With the advent of the COVID-19 pandemic, embedded pragmatic clinical trial investigators have
considered multiple issues in conducting their trials. Lessons from both the NIH Health Care Systems Research
Collaboratory and the NIH/VA/DoD Pain Management Collaboratory have provided insights on maneuvering the
disrupted landscape for research embedded into routine clinical care. At first pass, teams needed to address whether
stopping study recruitment or study intervention was necessary for the safety of investigators, staff, and subjects or
required due to closing of health care system clinics and pivoting resources to COVID-19 pandemic. Other critical
issues included: how continuing recruitment would be feasible and under what conditions; potential changes in
delivery of interventions from in-person to fully remote; determining when pilot testing of remote interventions
would be needed; and how to alter randomization schemes if sites or treatment arms could not provide remote
interventions. The likely sustained heterogeneity of intervention delivery across sites and systems also needed to be
addressed by teams. Changes to remote interventions frequently required shifting to remote data collection methods as
well, including clinical outcome data, patient reported outcomes, safety data and bio-samples. Strategies implemented
by several trials included pivoting to mail-in testing kits, testing kits with remote viewing of results, video or phone
calls, and providing internet access to subjects with limited access.
To Adapt or Not to Adapt – What is the Role of Methodologists and Stakeholders in Managing Trial Disruptions Due
to the COVID-19 Pandemic? – Anne Trontell, MD, MPH, Patient Centered Outcomes Research Institute Like other
funding institutions, the Patient Centered Outcomes Research Institute (PCORI) is confronting significant disruptions
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to its portfolio of pragmatic comparative clinical effectiveness trials. In immediate response to suspensions and
slowdowns of research activities early in the pandemic, PCORI instituted rapid response reviews to assist funded
researchers in making immediate adjustments to recruitment, informed consent, intervention delivery, trial operations,
and data collection. As research institutions and local pandemic control measures have fluctuated over time, PCORI
systematically examines proposed adaptations to determine whether they represent an acceptable modification to the
original study design both scientifically and to the involved patient and stakeholder communities. Proposed changes
are reviewed using PCORI’s Methodology Standards with focused attention to standards for complex interventions
and causal inference as well as for their acceptability and feasibility to participants and stakeholders. For obligatory
in-person interventions which cannot otherwise be carried out, testing of alternative or remote delivery may be
allowed to assess if they can be substituted with acceptable validity. Other review considerations include trial status at
the time of disruption, possible selection biases due to access differences to a revised intervention or its delivery
method, intervention validity and fidelity with modification(s), variation across sites in their regulatory permissions
and ability to accommodate changes, and impacts upon the statistical analysis plan and planned subgroup analyses.
Analysis of PCORI’s experience with adaptations will be directed to examination of themes and approaches to
discern best practices which may be generalized.
How Can Implementation Science Help During the Pandemic? – Wynne Norton, PhD, National Cancer Institute With
the rapidly changing healthcare delivery landscape during the COVID-19 epidemic, it may be more difficult to both
implement pragmatic trials and study the implementation of interventions embedded within pragmatic trials.
Implementation science—the scientific study of methods and strategies needed to implement evidence-based
interventions into routine care delivery settings—can offer both scientific and practical guidance for ongoing trials
and the future implementation of results of such trials. Using an implementation science lens can help better
understand and measure context, including adaptations to intervention components and delivery options, trial
components, data collection methods, patient-, provider-, and system-level re-engagement in trials,
de-implementation of trial components, and strategies for translating and sustaining trial results in practice.
Implementation science offers an important perspective to help optimize the conduct of pragmatic trials and the
integration of trial results into real-world settings.
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