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Rapid Availability of Guidance
In response to the health emergency created by COVID-19, 
regulators and government agencies promptly published 
guidance documents to assist Sponsors in understanding 
how best to modify trial practices for the safety of patients 
and staff, while minimizing risks to trial integrity. The 
U.S. Food and Drug Administration (FDA), the European 
Medicines Agency (EMA), and the U.K.’s Medicines and 
Healthcare products Regulatory Agency (MHRA) issued 
their first guidance in March 2020, with various updates 
since then. The agencies have worked to ensure that their 
advice was not contradictory, although they stopped short 
of completely harmonizing their guidance. These guidances 
are “living documents” subject to change as we learn 
more about COVID-19 and new data becomes available. It 
remains to be seen if any of the modifications adopted in 
response to the pandemic will become part of standard 
operating procedures in the future, but in any case, many 
of them represent welcome advances for the clinical 
development industry. 

In the U.S., the National Cancer Institute (NCI) has 
published recommendations (with frequent updates) for 
clinical trial activities affected by the new coronavirus. 
The guidance provides a framework for how to delineate 
between minor protocol deviations that would not 
impact patient safety, compromise the study integrity 
or affect a patient’s willingness to participate, and major 
protocol deviations that would. Substituting phone 
or videoconferencing for in-person visits, delaying 
certain visits, delaying laboratory tests under certain 
conditions and minimal treatment delays are examples 
of protocol deviations typically considered minor. The 
recommendations specifically address alternative 
procedures for oncology trials that may be required 
and considered “necessary/unavoidable deviations to 
protocol-specific requirements.”

It remains to be seen if any of the 

modifications adopted in response 

to the pandemic will become part of 

standard operating procedures in the 

future, but in any case, many of them 

represent welcome advances for the 

clinical development industry.

Introduction
The world — even the clinical world — was caught off guard by the COVID-19 
pandemic. Fortunately, the clinical development industry had already begun to 
adopt a variety of innovative practices designed to streamline clinical trials and 
relieve the burden on patients and clinical trial sites, many of which are well suited 
to keeping patients and site staff safe while research continues during a pandemic. 

It’s becoming obvious to most that the pandemic is not likely to end anytime soon. 
As we find ourselves adjusting to the new reality, it’s time to adopt these practices 
more widely. The health emergency created by COVID-19 may well usher in a new 
wave of innovation in trial operations. 

For oncology patients who are eligible for, or participating in, clinical trials, 
the COVID-19 pandemic creates unique safety challenges that affect their 
emotional state as well as the logistics of trial participation. Oncology patients are 
immunocompromised and often very ill, so Sponsors and sites must take special 
care to minimize patients’ risk of exposure to the virus during their participation 
in any clinical trial. Following is an exploration of the issues that are particularly 
challenging for oncology patients and trial operations. We also present a practical 
guide to innovative approaches, many of which could be adopted as best practices 
on a routine basis. 
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So much of what we do is about being there in the room, offering skin-to-skin 

contact, holding a hand or giving a smile. We’ve lost all that.

Unique Challenges In a 
Universally Challenging Time

Vulnerability to Infection 
The pandemic has presented a number of operational challenges to drug development in all therapeutic 
areas, but perhaps in no area more than oncology. Recent analysis indicates that more than 55 percent of 
the oncology trials managed by Syneos Health® globally have been adversely impacted by the COVID-19 
pandemic. The NCI warns, “Cancer patients are particularly vulnerable to infectious diseases such as 
COVID-19, both because of their underlying health condition and because cancer treatments can suppress 
the immune system.”1  

A recently published study confirmed that chemotherapy is an additional risk factor in developing 
COVID-19 — more so than immunotherapy — as chemotherapy weakens the immune system whereas 
immunotherapy boosts it.2

Increased Fatality Rate
Furthermore, because oncology patients are immunocompromised, they are more likely to have adverse 
outcome from the virus should they contract it. In China, patients with cancer were more vulnerable when 
infected, with a case fatality rate of 5.6 percent, compared to 2.3 percent in the general population.3  

The potential risk for cancer patients of becoming severely ill from COVID-19 caused the U.S. Centers for 
Disease Control and Prevention (CDC) to advise people with weakened immune systems to, as much as 
possible, avoid leaving home and practice social distancing.4 Similar “shielding” strategies have been adopted 
in many other regions. In this environment and in most studies, the logistics of following a clinical trial protocol 
as originally envisioned or instigated almost certainly pose significant risks for oncology patients; every 
trip to the trial site, lab or hospital risks exposing them to the virus. It is therefore incumbent on Sponsors, 
Contract Research Organizations (CROs) and sites to avoid exposing patients to excess risk through their trial 
participation, as compared to the standard of care treatment for their disease. (Sponsors must attest to their 
observance of this requirement in Development Safety Update Reports [DSURs]). 

Delayed Treatment
At the same time, there are risks to cancer patients of delaying assessments and standard tests due to fear 
of the virus. For instance, to what extent are patients put at risk because they’re not getting a liver biopsy, 
echocardiogram or PET scan that is part of the study protocol? 

Added Stress for Patients

The complications that the pandemic presents 
to trial conduct have without doubt added to the 
stress and anxiety that oncology patients already 
experience as a result of their diagnosis. 

Newly diagnosed patients who were planning to 
enter a trial have often found that enrollment was 
put on hold. According to representatives of the 
Academy of Oncology Nurse & Patient Navigators 
(AONN+) with whom Syneos Health spoke, this 
has been very upsetting for patients who had 
pinned their hopes on the investigative therapy. 
Trial delays have been especially challenging, 
since the decision to take part in a trial is often an 
agonizing one for oncology patients and typically 
involves a great deal of education and discussion 
— which now needs to be managed by phone 
without the benefit of face-to-face interactions. 
After this significant effort to educate themselves 
and potentially wrestling with the decision to 
participate, patients are having to grapple with 
indefinite delays. Depending upon where patients 
are in their disease progression, this setback can 
accelerate discussions of hospice care.

Patients who are able to continue with trials 
in which they had been enrolled prior to the 
pandemic have become more cautious about 
visiting sites. Most of these patients are now 
receiving treatment without the benefit of family 
members at their side, and are experiencing a loss 
of human interaction, which is so important.  As 
Lillie D Shockney, RN, BSN, MAS, HON-ONN-CG, 
nurse navigator and AONN+ cofounder explains, 
“Navigators have many roles and responsibilities, 
including patient education, barriers to care 
assessment and resolution, coordination of 
referrals and psychosocial support. So much of 
what we do is about being there in the room, 
holding a hand or giving a smile or a hug. We’ve 
lost all that. Obviously, with COVID-19, the more 
distance, the better, so we’ve had to find new ways 
to comfort patients without physical contact. 
Being unable to show emotional support is a huge 
loss that can’t be underestimated.”   

And some patients have withdrawn from ongoing 
trials, unwilling to risk exposure to the virus at site 
and diagnostic visits. On a positive note, AONN+ 
reports that home visits and web conferences, 
which are an alternative to on-site visits, have been 
well received by many patients. 
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Impact of Pandemic Data 
Collection and Integrity 
There is also great risk that important data will be missed 
from ongoing oncology trials, either because patients miss 
visits or because reliance on telehealth visits impacts the 
timing of key lab values and/or visual assessments. This 
can be the case despite the best efforts of the site staff 
to respect the planned schedule of assessments. When 
key data points are missed, it is a serious issue that could 
drastically compromise inferences in the clinical trial. 
Missing data may reduce the power of the statistical analysis 
or may even invalidate it. Ultimately, this could affect the 
data for submission to an agency and prevent an approval. 

Hence, protocol amendments may be required to introduce 
more sophisticated statistical ways of managing the problem. 

Industry and regulatory authorities are working closely 
together to provide guidance on handling statistical analyses 
amid missing data due to COVID-19. The impact of missing 
data may require further in-depth evaluation over time. 

Additionally, in many regions key site staff have found 
themselves redeployed to front-line roles managing the 
pandemic. This has the potential to impact sites’ ability to 
stay current with data recording activities in the electronic 
data capture (EDC) system, to reduce the visibility of 
missed visits and to limit the ability of study oversight 
teams to propose mitigations. 

Another possibility is that deaths related to COVID-19 could 
negatively affect survival endpoints.5   

Regulators and the industry have been working together to 
develop and adopt risk mitigation strategies to ensure that 
data collected is sufficient and fit for the purpose. The goal 
is to ensure that no oncology trial fails due to the pandemic 
— an outcome that would have added to patients’ risk with 
little or no benefit to society.

Technology-Assisted Remote Monitoring 

Technology that permits remote 
monitoring can be used to minimize data 
issues arising from Clinical Research 
Associates (CRAs) not having access 
to sites to perform source document 
verification (SDV). An example of this is 
evidenced in the umbrella trial Beat AML, 
which Syneos Health is supporting. 

The Beat AML program is sponsored 
by the Leukemia & Lymphoma 
Society (LSS) in partnership with the 
FDA, leading leukemia MDs in North 
America and several biopharmaceutical 
companies,and is designed to speed 
the development of therapies for 
newly diagnosed patients with acute 
myeloid leukemia (AML). It involves 12 
active subprotocols at over 100 sites 

in the U.S., through the auspices of 16 
leading research institutions and eight 
Sponsors. Through active partnering 
with the FDA, positive data from Phase 
II trials can advance drugs straight to 
registration, meaning that the data 
must be clean from the get-go so as not 
to cause unnecessary delays. 

Thus, since 2016, all subprotocols in 
the program have been using remote 
monitoring made possible by Source 
Upload, a platform that allows site 
coordinators to upload unredacted 
source documents to CRAs working 
remotely. The CRAs or monitors can view 
the files alongside data in any standard 
EDC system. The monitor can mark data 
as reviewed, issue queries to the site for 

clarification and generate reports for 
management, or download them to the 
Clinical Trial Management System (CTMS) 
or the electronic trial master file (eTMF). 

This technology has allowed monitoring 
to continue uninterrupted in the Beat 
AML program, even as social distancing 
and travel restrictions were imposed 
with the spread of COVID-19. In fact, 
COVID-19 had very little impact on site 
monitoring across the active U.S. sites. 
The Beat AML project director reported, 
“When COVID-19 hit, we didn’t miss a 
beat.” Overall, the tool has reduced site-
monitoring time by 80 percent and cut 
offsite planning time as well as the time 
needed for EDC review outside of visits. 
It’s also slashed travel expenses.  

Modifications to Trial Conduct 
While most oncology studies were initially subject to enrollment hold, most have been proceeding with treatment for those 
patients who had already been randomized, albeit with amended protocols to minimize patient exposure to the virus. From 
our experience at Syneos Health, a substantial number of these relate to site visit windows. While in some studies the window 
is left open for flexibility, in others, a limit is provided — meaning that at some point, data collected outside of that window is 
treated as missing data. 

Other common protocol amendments are designed to minimize the number of site visits required. And some Sponsors have 
reconvened with their biostatisticians and preclinical teams to re-evaluate their requirements around pharmacokinetics (PK)/
pharmacodynamics (PD) sample collection time points, and to introduce some degree of flexibility. 

For their part, sites are typically going to extraordinary lengths to serve oncology patients and limit their opportunity for 
exposure. These steps, which encompass protocol amendments, changes that must be reported to institutional review 
boards or changes that must be reflected in informed consent forms (ICFs), include:

Relying on  
Technology   

•    Using telemedicine to reduce the 
number of on-site visits required

•    Asking patients to review and 
report their symptoms via portal, 
email, phone or video 

•    Conducting screenings by phone 

•    Using e-signatures for informed 
consent and other study docs 

•    Installing new tools that will 
accommodate 100 percent  
remote SDV

Taking the Trial  
to the Patient

•    Shipping oral doses of the study 
drug to the patient’s home. 
Obviously, this can’t work with 
certain types of infusions

•    Sending trained site staff or home 
healthcare specialists to patients’ 
homes to administer the drug

Finding Local 
Alternatives 

•    Turning to local oncologists from 
non-research sites to provide 
safety assessments   

•    Allowing patients to go to local labs 
(which may be less busy) for lab 
work. Note that the workload of 
local labs will, of course, depend on 
the incidence of COVID-19 in the area

•    Transferring patients to other 
facilities as necessary, for example 
when a site is designated as a 
COVID-19 hospital

Safety precautions at many sites include testing all patients and staff for the virus regularly. For instance, patients may be 
tested for the virus before screenings, before biopsies and before the first day on therapy. 
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Proactive Steps
to Protect Patients, Maintain Smooth Trial 
Operations and Preserve Data Integrity  

Sponsors with oncology trials in progress or in planning should be prepared for:

Patient Safety
•   Work with patient advocacy groups to ensure that the 

patient perspective is reflected in the protocol. This step 
can help Sponsors ensure that they are not overburdening 
patients and collecting only data that will be essential. 

•   Work closely with sites to practice extra precautions in 
arranging and during patient visits. By working together, 
they can develop checklists of COVID-19-specific 
precautions or reminders of steps to follow. Checklists 
may be specific to the study and consider a range of 
topics, from scheduling, to preparing and conducting 
patient visits. Such tools should be revisited periodically 
and updated as needed. 

•   Confer with sites regarding their needs during these 
extraordinary times. Are they set up to visit with patients 
via telemedicine? Do they need training? Encourage them to 
access approved vendors for patient travel to enable safe 
transit to site. 

•   Release back payments to site. If studies are on hold, 
payments will be too, and most sites rely on commercial 
drug activity to cover their staffing costs. 

Regulatory Considerations 
Work with regulatory experts to develop/amend 
protocols while avoiding the need for regional-level 
amendments, which add a high degree of complexity 
and become impractical to navigate at the global study 
oversight level. This requires Sponsors and CROs to 
work within the common confines of the regulations, 
and demands an intimate understanding of what is 
acceptable, region by region. 

Operational Efficiency
•   Implement flexible remote solutions (including but not 

limited to access to electronic medical record (EMR), 
telemedicine or home nursing solutions) to mitigate the risks 
of site visits for patients and monitoring staff. Such solutions 
can be implemented without increasing the burden on sites 
or patients. Indeed, many sites already have telemedicine 
capabilities as they already may be conducting standard of 
care visits using video chat and similar tools. 
When technology is required beyond what the site already 
has, a number of platforms can be leveraged to support the 
protocol design while easing the burden for patients and 
sites, providing near real-time access to data and reducing 
transcription errors. These technologies encompass not 
only patient engagement applications and telemedicine, but 
also eConsent, eSource, eCOA modalities and integrated 
IRT. The overall experience is a more efficient visit, either 
remotely or on site, that also sends collected data straight 
to the clinical database. Organic and custom reporting 
and visualizations round out this approach. The intent is to 
provide a dynamic, innovative and complementary suite of 
systems or platforms. 

•   Support sites in developing and documenting “backup plans” 
to mitigate for unexpected site staff shortages/sickness. 
This should include a provision for training back-up staff for 
the study-specific requirements and for efficient tracking of 
training via the study trial master file (TMF).

•   Review investigator and site payment schedules to ensure 
a rapid release of earned fees to institutions to ensure 
ongoing support of funded site staff/viability of clinical 
research coordination posts etc.

•   Implement flexible remote solutions (including but not 
limited to access to EMR, telemedicine or home nursing 
solutions) to mitigate the risks of site visits for patients 
and monitoring staff. Such solutions can be implemented 
without increasing the burden on sites or patients. Many 
sites already have telemedicine capabilities and already may 
be conducting standard of care visits using video chat and 
similar tools. 

When technology is required beyond what the site already 
has, a number of platforms can be leveraged to support the 
protocol design while easing the burden for patients and 
sites, providing near real-time access to data and reducing 
transcription errors. These technologies encompass not 
only patient engagement applications and telemedicine, but 
also eConsent, eSource, eCOA modalities and integrated 
IRT. The overall experience is a more efficient visit, either 
remotely or on site, that also sends collected data straight 
to the clinical database. Organic and custom reporting 
and visualizations round out this approach. The intent is to 
provide a dynamic, innovative and complementary suite of 
systems or platforms. 

Data Integrity
•   Develop appropriate processes to permit consistency across 

sites in how they should handle missed treatment/visit 
windows (and remain in compliance with local institution 
requirements with different authorities in each locale).     

•   Where possible, provide flexibility for patients in terms 
of where they can receive laboratory tests, while also 
ensuring that any alternative laboratory clinics are current 
with Clinical Laboratory Improvement Amendments (CLIA) 
accreditation. Sites/study teams will need to obtain the 
necessary documentation from them, to include current 
CLIA certification and validation reports. The lab machines 
must meet validation requirements consistent with the 
sites’ local labs to ensure consistent test results and normal 
ranges across labs. 

This requires having good quality control measures in 
place as well as a carefully developed plan for laboratory 
safety monitoring. 

•   Perform an impact assessment on missing visits and 
electronic case report form (eCRF) pages as well as a 
validity assessment. While this is a typical process, it is not 
normally required on this scale. It may also need to be done 
periodically as the pandemic continues. 

•   Turn to trusted biostatisticians to determine approaches 
to data analysis to evaluate whether the trial will hit the 
intended endpoint, given missing data points. One solution 
is to convene a cross-functional team to assess the impact of 
missing data on the final analysis. 

•   Consult with regulators to determine if the data available 
will be sufficient for a submission. FDA guidance clearly 
recommends that Sponsors work with their institutional 
review boards (IRBs) and consult with the FDA to review 
if changes in the protocol will lead to amending data 
management and/or statistical analysis plans. 

•   Prior to locking down the database, the statistical analysis 
plan should address how protocol deviations related to 
COVID-19 will be handled for the prespecified analyses. 

•   Flag data points or visits that are missing or impacted 
by COVID-19, as well as indicate the level of site data 
verification achieved.  

•   Periodically review issues from patient visits (e.g., the 
inability to collect certain data due to emerging situations) 
and seek for resolution. 
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Conclusion

The COVID-19 pandemic has accelerated the adoption of 
several innovations that many forward-thinking Sponsors have 
been using in recent years. These strategies and tools can help 
protect oncology patients from possible exposure to the virus, 
improve trial efficiency and ensure data integrity. 
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