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The COVID-19 pandemic is the first vis majors, or natural disaster, that the world has faced since the 
International Council for Harmonization of Technical Requirements for Pharmaceuticals for Human 
Use (ICH) formulated guidelines in 2008 for good clinical practice (GCP) in conducting clinical trials. 
Thus, the situation we face today is unique.

During the pandemic, in order to ensure human safety and the appropriate conduct of trials, it 
has been necessary to temporarily relax clinical trial protocols. Of course, this must be done with 
practical, common sense solutions that also adhere to relevant local laws and regulations as well 
as to ICH GCP guidelines. 

This paper outlines the principles and procedures which we applied to our work on a clinical trial 
for wet age-related macular degeneration (AMD) during the COVID-19 pandemic. Many of the 
decisions we made can serve as guideposts for those sponsoring other ophthalmology trials during 
this or similar crises. 

Conducting Ophthalmology Clinical Trials 
During a Pandemic Outbreak  

Natural disasters, such as a pandemic, can cause major 
disruptions in how ophthalmology clinical trials are conducted. 
This is especially true for studies of the retina, which, per the 
protocol, typically require active intervention via regular visits  
to sites, followed by safety assessments performed by the 
principal investigator.

A Timeline of Impact 

A new strain of coronavirus, SARS-CoV-2, was first detected in China on December 31, 2019, and  
on March 11, 2020, the World Health Organization (WHO) declared COVID-19, the disease it causes, 
a pandemic.1 The COVID-19 outbreak is highly contagious and has created widespread panic, 
human suffering and disruption to the world’s economic and social structures. At this writing, the 
virus has spread to over 200 countries/territories, with reports of local transmission occurring in 
more than 160. Epidemiologists have recommended a lockdown of countries to halt its spread. 

The pandemic is reminiscent of the 1918 Spanish flu, the Asian flu of 1957, the 1968 Hong Kong flu 
and the 2009-2010 H1N1 swine flu, all of which quickly swept across the world. However, in 
these past pandemics some herd immunity was developed, and hence these versions of the flu 
virus were less contagious than the novel coronavirus.2,3 
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Regulatory Guidance

Given the public health emergency posed by the pandemic,  
the U.S. Food and Drug Administration (FDA) and European 
Medicines Agency (EMEA) swiftly implemented guidance on 
conducting clinical trials. 

The FDA published, “Guidance on Conduct of Medical Products during COVID-19 Public Health 
Emergency” on March 18, 2020 while the European Commission, EMEA and the Head of Medicines 
Agency (HMA) issued “Guidance on the Management of Clinical Trials during the COVID-19 
(Coronavirus) Pandemic Version 3.0.”4,5

They did so without seeking prior public comment as it was not feasible. (See section 701(h)(1)(C)(i) 
of the U.S. Federal Food, Drug, and Cosmetic Act (FD&C Act) and 21 CFR 10.115(g)(2)). Therefore 
these guidance documents reflect regulators’ current thinking and should be viewed only as 
recommendations.
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Responses to the Pandemic 

Most countries around the world have decided to contain local 
transmission of COVID-19 through social distancing via lockdown.

Clinics, nursing homes and hospitals have remained open, although they mainly cater to emergency 
needs. Medical labs, pharmacies and daily need stores have also been allowed to remain open. 
There have been widespread restrictions on international and domestic as well as local travel by 
air, rail and road. The conduct of any trial during this pandemic must effectively and strictly follow 
national, provincial and local laws, as well as local hospital regulations and relevant medical 
policies for the prevention and control of COVID-19. 

Against this backdrop, clinical development must go on, albeit under quite different circumstances 
from business as usual. Clearly, the health and safety of sponsor/Contract Research Organization 
(CRO) employees, clinical site staff and trial subjects is a primary concern. 

To accommodate the necessary safety measures, development teams must plan for:

Potential protocol deviations 

Protocol deviations (PDs) will undoubtedly occur due to disruptions in subject visits, site closures, 
missed procedures, investigational product (IP) shipments and dispensing and lab assessments.

Flexible staffing arrangements and additional hours 

Organizations managing and sponsoring clinical trials are experiencing a higher proportion of staff working 
from home during this period. At the same time, the hours budgeted for medical monitors and the 
project team may have to be increased due to a greater number of site queries, in turn requiring the 
creation of additional tracking tools. Biostatisticians and medical monitors may also incur extra hours, 
and there may be a need for additional operational meetings, all of which can impact the budget.

Site closures and visit restrictions 

Potentially, some sites could close, forcing trial work to move to satellite sites. In addition, government 
directives may impose limits on patient travel to hospitals. These situations could create delays in 
screening/randomization and force extensions in scheduled visit windows, requiring new policies 
around missed visits. Travel restrictions could also affect the ability of sponsors/CROs to monitor sites. 

Disruptions to the supply chain 

Potentially, IP shipments, laboratory samples and ancillary supplies from vendors may be delayed. Similarly, 
site closures could cause issues with how investigational products and laboratory samples are stored.

New data management provisions 

Data management will have to consider including and integrating specific data captured by phone 
conversations during the COVID-19 lockdown.

$$

$

$$
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1    Study Start-Up

Studies that are in start-up phase or that have not yet been activated should not proceed with  
site activation. However, sites that have experience in working with Syneos Health might be 
candidates for phone activation. Start-up in ophthalmology trials is complicated by the fact  
that sites need specific equipment and calibrated instruments, e.g., BCVA lane, ETDRS charts,  
a Goldmann applanation tonometer and an OCT model approved by a central reading center.

For studies that have been activated, but that have not yet enrolled subjects, enrollment should 
be postponed until lockdown restrictions are relaxed, and the sponsor should be informed of  
the risks in doing so. Especially in studies where the IP is administered in the form of intravitreal 
(IVT) injections, there is a high risk of not being able to complete invasive procedures  
(such as fluorescein angiography) during screening. There is a subsequent risk  
of missed randomization, as per the protocol. 

For studies in the midst of active enrollment, it may be prudent to suspend 
enrollment to avoid increasing the number of protocol deviations due to COVID-19 
restrictions. Efforts should be focused on addressing the current, active subjects. 

Flexibility should be introduced to the protocol with respect to rescreening, 
missed visits and patient withdrawal from the trial, etc., to allow for as much  
data to be collected as possible. It may be advisable to request that the ethics 
committee (EC)/regulatory authority (RA)/GCP offices review protocol 
amendments or deviations on an expedited basis. 

For instance, the primary endpoint in most ophthalmology studies is best corrected visual acuity 
(BCVA). This measure must be taken at each visit by a certified technician. Due to the lockdown  
and a shortage of site staff, this procedure and its resulting data point are most commonly missed.

There is also a high risk of requiring a protocol deviation related to another diagnostic procedure, 
fluorescein angiograph, which is an invasive procedure that must be done mid-study and at the 
end of treatment to assess secondary endpoints. Missing this visit or splitting the procedure 
between visits would be a protocol deviation.  

Real-World Solutions in a Wet AMD Trial

In conducting the wet AMD trial discussed here, Syneos Health® 
had to make certain adjustments to clinical operations in 
countries experiencing the pandemic outbreak. 

The decisions were made after we shared risk mitigation assessments with all functional leads 
overseeing the trial and following a meeting with the sponsor to agree on the most practical 
solutions to the real-world, emerging situation.

The following recommendations were agreed upon with the sponsor: 

Start-up in ophthalmology 
trials is complicated by 
the fact that sites need 
specific equipment and 
calibrated instruments.
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2    Vendor Management

All vendors should be informed of every update and all relevant government directives within 
each country where the trial is being conducted. 

If travel is restricted or disrupted during an outbreak, it could impede lab assessments.  
In this case, it might be possible to freeze samples for later analysis or to have a local lab conduct 
the analysis. In either case, a protocol deviation would need to be recorded. Additional lab tests 
and imaging can be recommended by individual sites to comply with local hospital regulations, 
although they may need to be approved by the sponsor with a separate budget allocated.

Potential temperature excursions for laboratory samples as well as IP (injection vials) stored  
at sites for retina studies must be communicated to the unmasked monitoring 
team and then noted and monitored by any staff available at the site.

It is important to closely monitor supplies at both the country and site levels, 
with attention to how long current trial supplies will last as well as to expiry 
dates. The expiry dates for any IP currently with subjects (such as a topical or 
systemically administered IP) should also be monitored. 

It may be possible to avoid on-site visits by sending the IP directly to subjects at 
their homes, provided that safety concerns are addressed. This may be the 
case with topical treatments or those administered systemically. 

It may be possible to avoid 
on-site visits by sending 
the IP directly to subjects 
at their homes, provided 
that safety concerns  
are addressed.  
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3     Trial Personnel and Safety Management

Trial-related personnel include investigators, clinical research coordinators (CRCs) and Clinical 
Research Associates (CRAs). 

Personnel shortages should be anticipated, as anyone who has had contact with someone who 
has tested positive for the virus will have to be quarantined, and as government restrictions  
may prevent team members from working on site.  

Monitoring 

If on-site monitoring by CRAs is halted for some period, the central monitoring 
associate can perform monitoring via phone as needed. The CRA should 
determine which elements of on-site monitoring can and cannot be accomplished 
via phone and train sites on how to record details of phone conversations with 
patients—especially any safety concerns. 

The clinical monitoring team should refer to a separate guidance document on 
how to conduct visits by phone, which has been created and distributed by the 
medical management team. 

The investigator must explain to subjects how the trial will proceed during  
a period of disease outbreak. It is especially important for the subject to 
understand the importance of reporting any serious adverse events (SAEs) so 
that the investigator can notify the sponsor within 24 hours. Any adverse event (AE)/SAE related  
to COVID-19 will be treated according to local government directives, and the fact will be specially  
noted with the local regulatory authorities, but will not be recorded as an SAE if the patient is  
not hospitalized for COVID-19 or its complications. Coronavirus-positive patients with or without 
symptoms self-quarantined at home will be noted as experiencing an AE. However, the sponsor 
should confirm what will be considered for self-quarantining at COVID-19 centers established  
by local governments. 

Study Visits

Unfortunately, the safety assessments in ophthalmology trials (including BCVA assessment, slit 
lamp examination, IOP measurement by Goldmann applanation tonometer and dilated fundus 
examination) cannot be completed without a site visit. The procedures include safety assessments 
that cannot be completed by a phone conversation between the PI and subject.

The investigator shall determine whether the trial treatment/procedure will be beneficial for 
subjects during the outbreak. In cases of wet AMD studies where the subject’s condition may 
deteriorate if more than two injections of IP are missed, the PI can opt to withdraw the subject 
from the trial if the study protocol does not allow for rescue treatment. The end-of-treatment 
procedures should be completed to the degree possible, given any local lockdown.
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If the subject is willing to reach the center but cannot do so due to lack of a support system during  
a lockdown, arranging for travel logistics and reimbursement can be discussed with the sponsor 
on a case-by-case basis, at the investigator’s discretion. If the subject misses a visit and cannot  
be reached by the investigator within a designated period, the visit will be considered missed. If the 
subject cannot be contacted within 30 days, the investigator shall record the subject as lost to follow-up. 

If a subject visits the center as scheduled, but due to the lockdown, certified staff is not on hand 
to perform the study procedures (such as BCVA assessment), a qualified person (as designated 
by the protocol) should perform the procedure, obtaining as much data as possible, without 
breaking the mask. A protocol deviation should be recorded. 

Similarly, if a site is suddenly closed due to the pandemic, allowing the site investigator to perform 
a protocol-related procedure (such as an IVT) at a satellite site can be considered, once the local 
regulatory authority is informed, in accordance with FDA and EMEA guidelines. 

Phone Consultations

When the subject cannot travel to the site within the scheduled visit window or when the IP is  
to be administered, site investigators or site staff must conduct phone consultations with subjects 
to enquire after the subject’s safety and use of concomitant medications. A questionnaire approved 
by the medical team or ethics committee may be used as a reference during the conversation. It 
is crucial to determine if the subject is experiencing any deterioration of vision. If so, the subject’s 
willingness to continue in the trial must be confirmed. 

The phone call must be documented as source data. The data management team, in consultation 
with the sponsor, may opt to create a separate case report form (CRF) page to document AEs and 
concomitant medication information gleaned during such calls. 

It is crucial to determine  
if the subject is experiencing 
any deterioration of vision.  
If so, the subject’s willingness 
to continue in the trial must 
be confirmed.  



4     Protocol Deviations Management

Prospective protocol waivers remain unacceptable to regulatory authorities at any time. 

Study managers should assess protocol deviations that will commonly occur due to disruptions in 
subject visits, site closures, missed procedures, IP shipments and dispensing and lab assessments. 
These protocol deviations should be divided into those related to sites and subjects, those that  
are major vs. minor, and those that are related specifically to the pandemic. All protocol deviations 
should be reported to the ethics committee and regulatory authority office per the study plan. 

Patient Screening 

The eligibility process of screening patients based on the study inclusion and exclusion criteria 
must also be followed, regardless of difficulties in performing assessments with subjects.  
Under the special circumstances of the pandemic, the terms by which subjects can be rescreened 
can be relaxed. 

Visit Windows  

When subjects miss a scheduled visit due to the pandemic, they should be rescheduled as quickly 
as possible. 

The window for those scheduled visits that measure the primary endpoint of the study should be 
extended to allow for maximum data collection while simultaneously not compromising the quality 
of the data. Based on a given protocol, the decision may be, for example, that Visit 5 during Week 8, 
which measures BCVA, should not be extended to a window beyond seven days to safeguard data 
quality. In the case of wet AMD studies, the window for scheduled visits can be extended, provided 
that it conforms to the minimum/maximum safety interval between two IVT injections. 

The trial subject’s safety will, of course, be the primary concern 
when decisions are made about a subject continuing in the trial. 
Should a patient miss two consecutive scheduled visits or 
treatment doses, the lapses will have a significant impact on 
subject safety as well as on data integrity. The decision on the 
subject’s continued participation will be at the PI’s discretion. 

The sponsor and investigator should keep in mind that they  
may use urgent safety measures, or other measures, such as 
temporarily halting a trial or patient recruitment and allowing trial 
personnel to use a satellite center for continuing protocol related procedures, if such measures are 
appropriate. Any such temporary measures, including for logistical reasons such as the trial team 
being unavailable, should be submitted as a substantial amendment, which will be fast-tracked by 
the ethics committee and regulatory authority.

The trial subject’s safety will, of 
course, be the primary concern 
when decisions are made about  
a subject continuing in the trial. 
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Data Collection and Analysis

The ability to enter data into the electronic case report 
form (eCRF) and the quality of the data entered may be 
affected by a lack of staff at sites and fewer site monitoring 
visit by site CRAs. This could give rise to a backlog of 
queries and follow-up queries on data during data-listing 
reviews. A joint operation by medical monitors, data 
managers and clinical monitors can help in cleaning  
such data. Separate budget allocations may have to be 
negotiated with sponsors to facilitate such activities.

All possible data collected during the COVID-19 pandemic 
must be shared with the study biostatisticians, in particular 
the statistical lead, to determine the data viability and 
support the overall study analysis. It is most important  
to determine if the study data is viable for analysis 
according to protocol design. To facilitate data viability 
and to compensate for slow recruitment, there may  
be a need to increase the number of subjects in some 
countries or decrease them in others, depending on 
lockdown situations. Even the timelines for recruitment 
may need to be extended. 

With respect to statistical analysis, the following factors 
will affect the power and quality of the study data:

• Violating the inclusion/exclusion criteria due to  
shortage of site staff, monitoring visits and 
necessary lab facilities

• Significant non-compliance to the study medication 
regimen (i.e., missing doses at more than one visit)

• Efficacy assessments taking place far outside  
of the planned visit window

• Use of prohibited medications 

To facilitate data viability and to 
compensate for slow recruitment, 
there may be a need to increase  
the number of subjects in some 
countries or decrease them in 
others, depending on lockdown 
situations.  
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General Advice to Sponsors 

Sponsors should to be prepared to deal with the risks of timeline extensions, more missed/
unscheduled visits, more SAEs and an increase in protocol deviations, any of which contribute  
to an increase in the trial budget.  More specifically, we recommend that sponsors think through 
their policies and procedures with respect to:

Screening

•   Consider increasing the screening period, as COVID-19 assessments  
become a necessity prior to performing any hospital procedure

•   Build flexibility into procedures for screening assessments, while  
keeping masking intact, given the potential shortage of site staff  
secondary to pandemic restrictions 

•  Consider using satellite centers and local labs to complete assessments

•  Consider reviewing the terms of rescreening patients

Other Visits

•   In order to assimilate as much data as possible, as per the protocol,  
build flexibility into study visits 

•   Consider split visits for data collection due to pandemic restrictions

Budget

Prepare for the need to increase the budget to address:

•   COVID-19-related assessments during screening and other visits

•   Patient travel, lodging and boarding

•   Contracts for satellite or additional sites 

•   Protocol amendments and data review, if required 

•   An increase in the number of SAE reviews and safety reports

•   Demands on the medical management team 

$

$
$
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Conclusion 

In the particular situation discussed here, the work is continuing around the world, despite the 
concerns and risks from the pandemic. The sponsor and CRO teams are working responsibly,  
with greater diligence, and their human resources, business services and information technology 
support teams are working overtime to ensure the mental and physical well-being of the virtual 
teams. This progress is proof that the industry can find innovative ways to proceed during this 
pandemic, as well as to work toward its cure and prevention.
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