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Readers will be well aware of the Coronavirus Disease 2019 
(COVID-19) pandemic that is sweeping the globe, both from 
media coverage and recent publications in the literature 
[1–6]. On January 31, 2020 the US Secretary of Health and 
Human Services determined that a public health emergency 
existed nationwide in the USA [7]. Since then, the US Food 
and Drug Administration (FDA) has been engaged in many 
efforts to combat this disease, including the release of sev-
eral guidances, each of which is available for download at 
www.FDA.gov.

Some guidances focus on topics specifically addressing 
diagnosis and treatment of COVID-19, e.g., policy for diag-
nostic tests for COVID-19 [8] and enforcement policy for 
ventilators and accessories and other respiratory devices dur-
ing the COVID-19 public health emergency [9]. The focus 
of this Editorial is the guidance entitled “FDA Guidance 
on Conduct of Clinical Trials of Medical Products during 
COVID-19 Pandemic: Guidance for Industry, Investigators, 
and Institutional Review Boards.” [10] FDA recognizes that 
the COVID-19 pandemic “may impact the conduct of [all] 
clinical trials of medical products. Challenges may arise, for 
example, from quarantines, site closures, travel limitations, 
interruptions to the supply chain for the investigational prod-
uct, or other considerations if site personnel or trial subjects 
become infected with COVID-19” [10].

Releasing Guidances in Final Form

FDA guidances are typically first released in draft form, 
followed by a period of time (often 60 days) during which 
stakeholders can submit comments to a related FDA docket. 
These comments are then considered during the preparation 
of the final guidance. Given current exigencies, the clinical 

trials guidance (as were others) was released in final form 
and implemented immediately. That said and as is true for 
all guidances, including those that have gone through the 
typical process to become final—public comments may be 
submitted at any time to the respective docket [11] in accord-
ance with FDA’s good guidance practices.

Key Messages in the Guidance on Conduct 
of Clinical Trials of Medical Products During 
the COVID‑19 Pandemic

Clinical trials are governed by study protocols. As Chow and 
Chang [12] observed, the study protocol is “the most impor-
tant document in clinical trials, since it ensures the qual-
ity and integrity of the clinical investigation in terms of its 
planning, execution, conduct, and the analysis of the data.” 
Protocols, typically reviewed by Institutional Review Boards 
(IRBs)/Independent Ethics Committees (IECs), are compre-
hensive plans of action that contain information concerning 
the goals of the study, and details of participant recruitment, 
safety monitoring, and all aspects of study design, meth-
odology, and statistical analysis. As noted in the guidance, 
“changes in a protocol are typically not implemented before 
review and approval by the IRB/IEC and in some cases, by 
FDA” [10]. However, these are not typical times, hence the 
release of this guidance.

The guidance acknowledges that protocol modifications 
may be required, and that unavoidable protocol deviations 
due to the ramifications of COVID-19 may occur. Accord-
ingly, it outlines general strategies to help sponsors ensure 
the safety of trial participants (the paramount consideration), 
maintain compliance with good clinical practice, and mini-
mize risks to trial integrity.

Key take-home messages for investigators and sponsors 
include: (1) keep study participants informed of all changes 
to a trial’s conduct, including continuation of recruitment, 
use of the investigational product for participants already in 
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the trial, warranted changes in monitoring, and even poten-
tial discontinuation of participation in the trial; (2) thor-
oughly document all changes and their effects, including 
but not limited to how restrictions related to COVID-19 led 
to changes in study conduct and their duration, and what 
protocol-specified information may be missing in the overall 
dataset; and (3) engage with IRBs/IECs as early as possible 
when urgent or emergent changes to the protocol are antici-
pated. With regard to the second point, missing information 
may be related to modified study visit schedules, missed 
visits, or participant discontinuations. Documentation of 
specific information explaining the basis for missing data 
should be summarized in the trial’s Clinical Study Report 
as it will be helpful to the FDA.

With respect to participant safety, as some participants 
may not be able to visit investigational sites for protocol-
specified visits, consideration should be given to potential 
alternative methodologies for safety assessment, e.g., phone 
calls, virtual visits, and alternative locations for assessments, 
including local labs and imaging centers, and whether par-
ticipants’ safety can be assured by these alternatives. With 
respect to efficacy assessments, FDA’s recommendation is 
for sponsors to consult with the appropriate review division 
regarding protocol modifications for the collection of effi-
cacy endpoints, such as employment of virtual assessments, 
delays in assessments, and alternate collection methods for 
research-specific specimens, if feasible. Additionally, if pro-
tocol changes will cause amended data management and/or 
statistical analysis plans, sponsors should similarly consult 
with the appropriate review division.

Concluding Comment

The guidance ends with the following message:

Robust efforts by sponsors, investigators, and IRBs/
IECs to maintain the safety of trial participants and 
study data integrity are expected, and such efforts 
should be documented … FDA recognizes that proto-
col modifications may be required, including unavoid-
able protocol deviations due to COVID-19 illness and/
or COVID-19 control measures. Efforts to minimize 
impacts on trial integrity, and to document the reasons 
for protocol deviations, will be important.

Everyone involved in clinical trial conduct, analysis, and 
reporting at this time is strongly encouraged to read the 
guidance.

J. Rick Turner, PhD, DSc, FAHA, FCP
Editor Emeritus
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