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ABSTRACT

With the novel coronavirus disease (COVID-19) being declared a global pandemic by the World Health
Organization, the Indian health-care sector is at the forefront to deliver optimal care but with constrained
resources and several challenges. The pandemic has also brought about a state of urgency to develop
suitable management principles for COVID-19 with the help of suitably designed clinical trials. However,
the pandemic along with the lockdown and other restrictions has affected the conduct of clinical trials in
terms of restrictions on travelling, trial site staff availability, investigational product availability, and medical
oversight among others. This article provides structured recommendations for sponsors, investigators, clinical
trial personnel to adapt to the situation by identifying potential risks and challenges and mitigating them
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on March 11, 2020." With millions infected worldwide, and resources diverted to managing
COVID-19, the pandemic has strained health-care systems around the world. In the absence
Quick Response Code: of any proven, specific therapies for COVID-19, management has been restricted to supportive
care. This has created a state of urgency to develop effective interventions for the detection and
management of COVID-19, requiring the conduct of suitably-designed and powered clinical
trials that protect the rights, safety, and well-being of participants.?
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The pandemic has also affected the conduct of clinical trials unrelated to COVID-19, due to
lockdowns, quarantining, and travel restrictions; limitations on the production, distribution, and
dispensing of investigational product (IP); and, constraints on other critical resources, particularly
health-care professionals and other trial staff. These limitations have had major effects on trial
activities, including medical assessment and oversight of trial participants that may constitute
unavoidable deviations from trial protocols. These circumstances necessitate a concerted effort
by sponsors, investigators, and staff to identify potential risks and challenges, and formulate
appropriate solutions that satisfy the relevant regulatory frameworks for conducting clinical trials.
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In this paper, we list and organize these risks and challenges,
along with possible remedial actions that meet local guideline
and regulatory requirements.

INITIATING NEW TRIALS, SITES, AND
RECRUITING NEW TRIAL PARTICIPANTS"

Duringthe COVID-19 pandemic, limited access to health-care
facilities, resources, and manpower constraints - including
availability of trial site staff, diagnostic, and other medical
facilities - are likely to impact the initiation and conduct of
clinical trials. Opening a new trial site in an ongoing clinical
trial, continuing accrual of new trial participants, or starting
a whole new trial, all require careful consideration during a
pandemic emergency, with reference to all the national and
state restrictions enacted during an enforced lockdown. Strict
adherence to the study protocol, the dictum for any clinical
trial, may be compromised by delay or missed conducting
and documenting study procedures, reporting of adverse
events, and performing assessments for safety or eflicacy.
Inability of trial participants to visit health-care facilities may
put severe strains on medical management and oversight.

RISK ASSESSMENT FOR CONDUCTING
CLINICAL TRIALS

The decisions to activate a new trial, open a new site, or
recruit trial participants should all be critically evaluated by
sponsors and investigators. The safety of trial participants
is paramount, and an explicit assessment of the potential
harms versus benefits must be done to weigh the risks to
participants and staff due to the added challenges of the
COVID-19 pandemic, versus the potential benefits for
specific participants, and for the broader community in
general (ref: principle 2.2 of ICH GCP).[ Risk assessments
should be conducted by all involved parties and documented
carefully. The reassessments of risk should be repeated as
the pandemic, or other extenuating situations, evolve, and
circumstances change.”!

CONSIDERATIONS FOR ONGOING TRIALS

Ensuring the safety of trial participants is critical. Decisions
regarding recruitment of new participants, use of IP in
existing participants, and modifications to scheduled
assessments must be documented and communicated
appropriately to trial participants, sponsors, ethics
committee (EC), and regulatory authorities. All relevant
stakeholders, including the sponsor, investigators,
Institutional Review Boards (IRB), and/or ECs must
determine the feasibility of continuing trial activities
including considerations of safety, the nature of the IP,
availability of the IP, and the nature of the medical condition
being studied. Participants who no longer have access to IP

and/or direct access to the trial site (health-care facility)
may need additional safety assessments.

Testing and/or screening procedures for COVID-19
mandated by health-care facilities or other jurisdictions
where a trial is being conducted must be documented and/
or reported according to the prevailing regulatory guidelines,
and as protocol amendments if the sponsor wishes to include
the data collected as part of a new research objective.!

Varying local conditions and the consequences of the
COVID-19 pandemic may lead to different risk-mitigation
strategies for different sites participating in the same multi-
center trial. Therefore, any additional measures need to be
considered, documented, and communicated to sponsors and
regulatory authorities. The potential impact of COVID-19
on trial participants at increased risk of infection should be
carefully considered before deciding whether to continue
their participation in a trial, or withdraw them from it.

Due to physical and social restrictions during the COVID-19
lockdown, study participants may not be able to attend
trial sites for required study assessments. Sponsors and
investigators should consider provisions for contact that meet
local regulatory requirements, for example, by telephone,
videoconference, or at alternative assessment centers. In
deciding whether to continue with the investigational
therapy, the investigators must ensure the safety of trial
participants regardless of changes in medical oversight.

Amendments to the protocol, informed consent documents
(ICDs), and other study documents are usually not
implementable before IEC/IRB review and approval; and
in some cases require approvals by regulatory agencies.
However, urgent amendments to minimize or eliminate
immediate risks due to the COVID-19 pandemic can be
implemented by sponsors and investigators before these
approvals have been granted, post-submission.™

The implementation of changes to trial procedures during
the COVID-19 pandemic needs to be as consistent as
possible with the study protocol. Proper documentation
must be maintained regarding any changes in study conduct,
which trial participants were affected, and how they were
affected. The anticipated duration of any changes should also
be documented.”

Missed study assessments and investigations may affect the
scientific integrity of a study by hampering the analysis and
reporting of major endpoints. The nature and reasons for any
such protocol deviations should be documented, including
any relationship with the COVID-19 pandemic.

The assessments for the efficacy of study treatment should be
carefully monitored and any necessary protocol amendments
should ensure their accuracy and timelines, even if done
remotely by telephone or other means. Delayed assessments,
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and changes to schedules for follow-up or sample collection,
should also be documented.

If changes to the study protocol could affect the statistical
analysis plan, then sponsors and investigators should
consider and specify how any such changes and protocol
deviations will be considered and managed in the statistical
analysis, before locking the study database.”

COMMUNICATION WITH REGULATORY
AUTHORITIES AND SAFETY REPORTING

Regulatory authorities and ECs must consider the COVID-19
pandemic and adjust their processes to cope with the
unprecedented conditions.®”!

e New clinical trial applications related to the management
of COVID-19 infection should be prioritized and receive
expedited evaluation and approval, if appropriate.

e  Priority should also be given to applications for crucial
amendments to protocols for ongoing studies required
as a result of COVID-19.

e In cases, where events due to the COVID-19 pandemic
may pose risks to the safety of trial participants
and unfavorably alter the balance of risks versus
benefits for the trial, sponsors and investigators may
implement immediate actions without prior approval
to the regulatory authorities. However, the sponsor and
investigators must inform regulatory authorities of these
changes providing relevant details and justifications.

e Sponsors, investigators, and other study staff must
continue their required regular reporting of adverse
events to EC and regulatory authorities (as required),
and to continue appraising them of any relevant safety
issues and remedial measures to maximize the safety of
trial participants.

Informed consent

Amendments to the patient information and ICDs

necessitated by the COVID-19 pandemic must comply

with applicable regulatory requirements. Amendments
and approvals for trials investigating the management of

COVID-19 and related conditions should be prioritized.

Obtaining physical informed consent from participants

in such trials may be particularly challenging because of

isolation measures required for COVID-19 patients.”

e  DParticipants with COVID-19 who are in isolation may
not be able to provide written consent. Oral consent
observed by an impartial witness may be obtained
according to the applicable regulations. The impartial
witness must sign and date the consent document.

e In situations where vulnerable participants are unable
to give consent, for example, minors, those with severe
debilitating conditions, or severe COVID-19, a legally

acceptable representative must be present during the
consent process (ref: ICH GCP E6 4.8.9).1

e Datients can be recruited without prior consent if
it is not possible to obtain prior informed consent
from the patient or her/his legal representatives(s),
and the protocol specifies the required provisions for
recruitment of such patients, and there is documented
prior approval from the responsible IRB/EC and
regulatory authorities to allow recruitment of such
patients. All of these requirements must be met before
recruiting a patient without prior consent. The patients
or their legal representative must be informed about the
trial as soon as possible and their consent requested and
documented in accordance with applicable guidelines
(ref: ICH GCP E6 4.8.15).14

e Modifications of the patient information and ICD
may require re-consenting of patients in ongoing
trials. Patients should be provided with the updated
information before re-consenting. Alternative methods
of re-consenting after due approval from the EC through
telephone or videoconferencing must be recorded and
documented in the patient’s medical record (source
files). Once the lockdown and/or other restrictions
are relaxed allowing participants to visit the study site,
consent obtained virtually, or orally should be confirmed
and suitably documented in the source files.!'”

e Validated and secure electronic systems already
approved for obtaining consent in a trial can be used
according to the standard practice in compliance with
national legislation.

MONITORING AND AUDITING OF CLINICAL
TRIALS

Monitoring and quality assurance activities should take into

account the national and state restrictions, the necessity and

availability of trial staff, and other limitations of resources

during the COVID-19 pandemic. Changed monitoring

plans should aim for an optimal balance between adequate

oversight, practicalities at sites, and compliance with the

relevant regulations. Modifications to monitoring can

include:

e Increased use of central and remote monitoring.!"

e Virtual on-site monitoring plans using telephone or
video calls.

e  Adaptive monitoring plans with increased use of remote
or central monitoring.

e Postponing or cancelling on-site monitoring visits.

Clinical trial audits should be delayed and only conducted
during the COVID-19 pandemic if they are essential,
or required to investigate serious deviations or non-
compliance.!!
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ROLES OF SPONSORS, CONTRACT RESEARCH
ORGANIZATIONS, AND ACADEMIC RESEARCH
ORGANIZATIONS

IP management

e Sponsors must ensure adequate stocks of IP at study
sites to allow ongoing conduct of the trial and to reduce
avoidable visits of participants to study sites.

e For externally-sponsored trials, study sites are
responsible for dispensing IP to trial participants (ref:
ICH GCP E6 4.6). If restrictions due to the COVID-19
pandemic hamper the participants’ ability to visit study
sites, then sponsors may decide to allow supply of IP
from study sites to participants homes using secure,
authorized delivery services.

e IP requiring administration by health-care professionals
at study sites set-up may require alternative arrangements
for administration by suitably trained staff who are not

on the study-delegation log and should be notified to
EC.

e IP accountability must be maintained strictly in
accordance with applicable guidelines.

There may be circumstances in which a trial participant may
be benefitting from the IP. During the challenging conditions
of the COVID-19 pandemic, distribution of IP from the
sponsors to the trial sites may be difficult or impossible. In
such cases, the sponsor needs to work with investigators to
solve distribution problems.

The risks of continuing study treatment versus switching to
an alternative, or stopping treatment, need to be considered
carefully on a case-by-case basis. In study, participants for
whom discontinuing the IP might present substantial risk,
protocol amendments can be made to specify criteria to
redistribute the limited stocks of IP to trial participants
most in need, and discontinuing it in other participants. In

Table 1: Frequently encountered scenarios and relevant suggestions

New trials
Should new trials be initiated during this time?

After due risk assessment by the sponsor or investigator in case of investigator
initiated trials (ICH GCP section 5.0)

Ongoing trials

Documentation
How to overcome shortage of trial staff to document
deviations, violations, SAE?
How to address the issue of missing information due to
missed visits due to COVID-19 pandemic?

How to manage increased number of protocol
deviations and violations during the COVID-19
pandemic

Consider alternative means such as phone calls, emails, and other online tools to
maintain medical oversight of patients. Record all deviations and reporting of SAE.
Specific information needs to be recorded in the source documents
(participant’s medical records) and trial CRF that explain the basis of any
missing information

Should be managed as per SOP. Periodic assessments should be done
regarding the nature and frequency of deviations to assess whether protocol
amendments are needed.

Communication
Can urgent amendments to study protocol or
documents be made without informing regulatory
authorities when it concerns patient safety?

If the amendment or changes concern potential threats to participants’ safety
and are intended to protect the trial participants’ safety, then the sponsors/
investigators can proceed.

However, the ethics committee and regulatory bodies should be informed in
due to course of time

IP management
Decision to continue administration of study treatment
that appears to be benefiting a trial participant

Sponsor should consider amending the protocol, for example, to limit
investigational product use to those patients with apparent benefit and
discontinue investigational product use to other participants.

Informed consent
Recruiting or re-consenting trial subjects who are being
isolated according to the COVID-19 infection control
policies

Oral consent observed by an impartial witness
In case of vulnerable population, in the presence of a LAR
All of this should be followed by regular consent process once situation normalizes

Monitoring and auditing
Regular onsite monitoring may not be feasible due to
the COVID-19 pandemic restrictions

Consider risk-based monitoring, centralized monitoring using telephone,
videoconferencing, email, or other online tools with robust follow-up when
circumstances allow

Trial participants’ site visit
Trial subjects are not able to reach trial sites during
scheduled visits

Virtual medical oversight through telephone, video calls can be arranged

CREF: Case report form, SAE: Serious adverse event, SOP: Standard operating procedure, LAR: Legally acceptable representative
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participants who stop or change study treatment, additional
visits, or tests may be required for safety assessments.

Trial-monitoring and quality assurance activities need to
be reassessed and temporary, alternative mechanisms for
oversight may need to be implemented to assess the impact
of changing conditions due to the COVID-19 pandemic.

SUSAR reporting must be done as diligently as possible, and
any delays in reporting must be reported as deviations with
appropriate corrective actions documented and implemented.

Inadvertent expenses for study participants due to conduct of
a trial during the COVID-19 pandemic must be reimbursed
by the sponsor according to applicable local policies.!'”

CONSIDERATIONS FOR INVESTIGATORS AND
TRIAL SITE STAFF

Challenges such as difficulty in visiting health-care facilities for

the trial participants and trial staft will impact medical oversight

and could adversely impact activities required for trial conduct
such as completion of study assessments, study visits, and the
availability of investigational drugs and therapies.**!

e Appropriate risk-benefit assessments should be
done to confirm that the required study assessments
for eligibility, safety, and efficacy can be completed
safely. Consideration should be given to suspending
trial recruitment, at least temporarily. Investigators
and sponsors should consider whether it is safe for
participants to continue study treatment.”’

e If study participants are unable to attend their site for
clinical assessments of follow-up or adverse events, then
contact by telephone, video, or home nursing might be
suitable to maintain medical oversight.

e Participants at increased risk, for example, the
immunocompromised, elderly, or debilitated - should
be assessed carefully to decide whether they should
continue trial participation.

e  Protocol deviations are likely to occur more frequently
during the COVID-19 pandemic. These should be
appropriately documented and reported to ECs and
regulatory authorities according to the applicable
timelines and guidelines.

e If increased risks due to COVID-19 are anticipated
for trial participants, and the decision is to proceed
with recruitment and/or study treatment, then suitable
amendments to the study protocol, participant
information, and ICDs must be made and must be
approved by the EC and regulatory agencies before any
further study related procedures are conducted.

COVID-19 RESEARCH

In the absence of proven, specific treatments for COVID-19,
clinical trials of diagnostics, treatments, and management

strategies for COVID-19 are of high priority. There have been
many reports of in vitro studies suggesting anti-coronaviral
activity of  drugs including  hydroxychloroquine,
lopinavir-ritonavir, remdesivir, and IL-6 inhibitors. However,
there is limited clinical evidence about the safety or
efficacy of drugs directed against SARS-CoV-2.12! Off-label
“compassionate” use of these drugs has not resulted in
reliable observations or actionable conclusions. Serious
concerns have also been raised about the risk of adverse drug
reactions associated with these agents. Suitably-designed,
randomized clinical trials of the most promising candidates
for treatments are desperately needed to provide reliable
evidence to guide research and practice.!! We cannot afford
to cut corners in the design and conduct of trials testing new
treatments for COVID-19. Adaptive and platform designs
that test the most promising candidates with a background of
optimal supportive care are sorely needed.
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