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PERSPECTIVE

The COVID-19 pandemic is a catastrophic event that has
resulted in unprecedented disruption of clinical research and
could have grave long-term consequences on the integrity and
rigor of funded research. Clinical research improves lives and
has a significant impact on economic productivity, and ad-
vancement of science, worldwide. '* Scientific progress relies
on systematic and continuous funding of innovative and trans-
formative ideas, and requires dedication to funding both edge
science (the regular exercise of trying out new ideas) and high
impact science.** The initial phase of the COVID-19 pandem-
ic shutdown much of clinical research through quarantines,
site closures, social distancing restrictions, travel limitations,
interruptions in the supply chain, and increased risk to both
personnel and study participants.” Recovery and reopening
has been slow due to a shortage of consistent access to per-
sonal protective equipment (PPE), limits on the size of gath-
erings impacting recruitment and consent procedures, the need
for staff to quarantine after suspected exposure due to limited
rapid test options, and impacts on transportation and stability
of many research participants.

Though some flexibilities in federal clinical research spend-
ing were provided through the end of September 2020° %, the
resurgence of COVID-19 in many regions and difficulties in
restarting research, particularly randomized controlled trials,
make it unlikely that the majority of clinical research will meet
pre-COVID milestones and deadlines for recruitment. In ad-
dition, many funding agencies and research institutions are
focused on prioritizing COVID-19 research studies, although
the public health challenges and clinical problems that existed
before COVID-19 are still very relevant. Important research
questions on chronic disease, cancer, drug development, and
aging, for example, will remain even after a vaccine is
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developed for COVID-19. Therefore, it is necessary to protect
non-COVID-19 focused clinical research.

There are four primary challenges facing ongoing non-
COVID-19-related research that will require flexibility in ap-
proach, timelines, and targets to ensure research integrity.
First, disruption of research studies and changes in safe pro-
cedures for recruiting and monitoring participants will require
accommodations by research teams. Second, research partici-
pants now face additional challenges and considerations,
which will require accommodations specific to their needs.
Third, there will be difficulty in completing funded research
projects within original timelines. Funders, including the Na-
tional Institute of Health (NIH), Department of Veterans Af-
fairs (VA), Department of Defense (DoD), Federal Drug Ad-
ministration (FDA), pharmaceutical companies, and funding
agencies worldwide will need to work with research teams to
identify and accommodate changes identified as necessary to
maintain integrity of research studies. And finally, there will
be challenges in timely publication of non-COVID trial re-
sults, which can be facilitated by journals and editors. Table 1
provides a summary of suggestions to address each of these
challenges with further details below.

Accommodations for Research Teams

Investigators have published a variety of strategies to address
the impact of COVID-19, including study modifications, re-
vision of protocols, modified or adaptive designs, and statisti-
cal analysis modifications.” ' Changes in how participants
can safely be engaged in studies may require data collection
using electronic data capture or telephone interviews.”'? Stud-
ies unable to use remote study visits should combine or reduce
the number of essential in-person visits, and studies using sites
with large numbers of individuals should identify alternative
locations that are less crowded.'®'* To ensure transparency in
changes to the study and allow for consideration during sta-
tistical analysis, study staff should document when participa-
tion in the study was affected by COVID-19, and dates and
reasons for changes in data collection.”'" Given staff disrup-
tion is possible as individuals quarantine after suspected ex-
posure, organizing virtual daily staff “huddles” can be used to
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Table1 Recommendations for Accommodations to Ensure Integrity
of Non-COVID Research, Completion of Non-COVID Studies, and
Timely Publication of Non-COVID Trial Results

Accommodations for research teams to ensure research integrity

1. Use electronic data capture or telephone interviews to minimize in-
person visits.

2. Combine or reduce the number and length of essential in-person
visits and use locations that are less crowded.

3. Document how participation in the study was affected by COVID-
19, including dates and reasons for changes in data collection
procedures.

4. Organize daily staff check-in to discuss operational challenges and
promote consistent procedures.

5. Critically examine methods and frequency of protocolized safety
assessments.

6. Discuss how to handle trial data collected during disruption, and
document changes in the statistical analysis plan prior to completion
of study.

7. Consider additional analyses including center-by-treatment interac-
tions, time trends, and cohort effects.

Accommodations for research participants to address additional challenges

1. Adjust compensation for participants to take into account additional
time and modifications to daily life needed to participate.

2. Provide flexibility in visits, such as offering hybrid visits with only
biospecimen collection requiring in-person Visits.

3. Consider changes in transportation options for participants, such as
providing home visits.

4. Incorporate community advisory boards and stakeholder engagement
activities as part of research recovery.

5. Consider use of home telemonitoring devices to capture clinical
outcomes.

Accommodations for funders to facilitate completion of studies

1. Give program officers the authority to approve reduction in or
changes in scope of funded research without penalty.

2. Relax research progress reporting requirements, specifically for
milestone plans in clinical trials.

3. Provide administrative supplements to support changes necessary to
accommodate COVID-19.

4. Consider extensions with cost for 12-months after the original end
date of funded projects.

5. Extend deadlines for completion of clinicaltrials.gov reporting and
timelines for depositing of data to allow completion of additional
analyses.

6. Build in reporting on impact of COVID-19 either through the final
report or clinicaltrials.gov.

Accommodations for journals and editors to facilitate timely publication

1. Set reasonable expectations to ensure that rigor is maintained in
reporting of results from clinical trials impacted by COVID-19 but
be realistic and flexible during review.

2. Accept documentation of changes shown through IRB amendment
approvals indicating changes in procedures or changes to statistical
analysis plans.

3. Encourage clinical trials to discuss how COVID19 impacted the
integrity and validity of results and provide insight into the impact of
COVID-19 on their findings.

discuss operational challenges and promote consistent proce-
dures.”® To ensure all staff are following standard safety
procedures that account for new COVID-19-specific consid-
erations, methods and frequency of protocolized safety assess-
ments should be critically examined.'* Given that changes to
the initially planned analysis may be necessary, investigators
should discuss how to handle trial data collected during dis-
ruption prior to study completion. Changes in the statistical
analysis plan should be documented through a protocol
amendment and provided to journals at the time of manuscript
submission.” Additional analyses may include investigation
for center-by-treatment interactions, time trends, cohort ef-
fects, possible spurious inflation of events, or decrease in rates
due to changes in health care access.'”

Accommodations for Research Participants

Research participants may have significant disruption in their
daily lives, including loss of employment, so will require
accommodation. First, it may be necessary to increase com-
pensation to participants, which may require rebudgeting or
supplemental funding. Second, study visit flexibility may be
necessary. Hybrid of in-person and virtual visits where sur-
veys can be conducted virtually and biospecimen collection
in-person may be needed. For teams that decide to use web-
based, clectronic data capture tools, consideration should be
given to potential negative impact on vulnerable populations
and pros and cons of these challenges will need to be factored
into decisions. Third, transportation options may be limited
due to disruptions from the pandemic; therefore, alternatives
like offering home visits using appropriate safety precautions
should be considered. Fourth, given the multiple layers of
disruption from the pandemic, study teams should consider
convening community advisory boards to help them tailor
recruitment, retention, and study completion strategies to
match the unique needs of their population. Finally, consider-
ation should be given to using home telemonitoring devices to
collect clinical outcomes data with appropriate calibration.

Accommodations for Funders

Several accommodations by funders may be necessary to
mitigate the impact of the pandemic and ensure maximum
flexibility for research teams, while maintaining the rigor of
funded research. These accommodations need to be transpar-
ent and consistently applied across programs. We propose a
series of accommodations in a 12-month cycle based on
experience and feedback from investigators. Within 12
months of studies being reactivated, program officers should
have the flexibility to approve reductions or changes in the
scope of funded research without penalty to the investigative
team. The scope of previously funded research should be
reevaluated within the reality of COVID-19 and necessary
modifications should be determined as a collaborative process.
These modifications may include changes in study aims, mod-
ifications to intervention delivery, or changes in study sites.
Additional modifications may include changes to intervention
procedures such as smaller group sessions, virtual intervention
delivery, use of home telemonitoring devices for capturing
outcome measures, and consideration of electronic health
records for primary outcome data capture when feasible. Sec-
ondly, relaxed research progress reporting requirements may
be necessary to minimize penalties incurred for not meeting
pre-COVID timelines. This will be particularly important for
NIH milestone plans for clinical trials, which tie funding
continuation to recruitment and retention goals set prior to
the pandemic.

Between 12 and 24 months following research activation,
investigators should have assessed the true needs of their study
and may need the ability to request administrative supple-
ments for non-COVID-19 studies. Many NIH institutes and
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other US federal funding agencies currently offer administra-
tive supplements; however, most are specific to COVID-19
research conducted in addition to the funded study. Adminis-
trative supplements may be needed to support changes neces-
sary to accommodate COVID-19, such as the need to hire
more personnel, increase incentives or provide transportation
for participants, purchasing of PPE or other changes necessary
to ensure safety of study participants and research personnel,
or the cost of adding new sites to existing studies.

Then, between 24 and 36 months following research acti-
vation, consideration should be given to approving a 12-
month extension with cost for studies that do not have ade-
quate time left to meet their pre-pandemic study timelines.
Given the slow process for restarting recruitment, additional
time may be needed to finish with the appropriate sample size,
and therefore sufficient power, to answer their primary re-
search question. In addition, requirements for completion of
clinicaltrials.gov reporting or depositing data within 12
months of study completion should be extended to allow
additional analyses that investigate the impact of COVID-19
on findings. Finally, funders should build in new reporting
requirements that include a report of the impact of COVID-19
on recruitment, retention, study completion, and power, and
investigators should be encouraged to report similar data in
clinicaltrials.gov for clinical trials.

Accommodations for Journals and Editors

Lastly, it will be necessary for editors of peer-reviewed
journals to set reasonable expectations to ensure that rigor is
maintained in reporting of results from clinical trials impacted
by COVID-19 but be realistic and flexible during review.
Clinical trials should be required to report the specific amend-
ments made to modify recruitment methods, intervention de-
livery, or statistical analyses. As many studies have already
published protocol papers, journals should accept documenta-
tion of changes shown through IRB amendment approvals
indicating changes in procedures or changes to statistical
analysis plans. Editors and reviewers should be flexible and
realistic in evaluating studies forced to reduce sample size or
modify intervention delivery. Journal editors should also en-
courage authors of clinical trials papers to discuss how
COVID-19 impacted the integrity and validity of results and
provide insight into the impact of COVID-19 on their findings.
This may be done through secondary analyses using such
approaches as interrupted time series that look at the disruptive
effect of COVID-19, or through more qualitative discussion of
the unique and unexpected challenges experienced and how
this may have influenced recruitment, retention, intervention
delivery, and study results.

Clinical research has substantially advanced the health and
economic wellbeing of the global population. Given the wide
ranging effects of COVID-19 pandemic on investigator-
initiated clinical research, a series of accommodations by
research teams, research participants, funders, and journals

may be necessary to mitigate the impact of the pandemic and
ensure maximum flexibility for research team, while maintain-
ing rigor of funded research.
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