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Abstract 
The COVID-19 pandemic revealed significant challenges and opportunities in the ethical review and regulatory 
oversight of clinical trials. This paper outlines essential lessons learned, emphasizing the need for adaptable ethi-
cal and regulatory frameworks, supported by comprehensive guidelines, to effectively address future public health 
emergencies.  
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Introduction 
Following the outbreak of COVID-19 in December 
2019, there was an unprecedented global effort to ad-
dress the overwhelming impact of the pandemic. This 
led to a significant increase in all areas of research 
including clinical trials which overwhelmed ethical 
and regulatory approval processes which were only 
designed to function within stable research environ-
ments. The system faced serious challenges in re-
sponding to the higher volume of clinical and public 
health research during the pandemic. 
 
In the first 100 days of the pandemic, more than 500 
Randomized Clinical Trials (RCTs) had already been 
registered on ClinicalTrials.gov and the World Health 
Organization International Clinical Registry Platform 
(1). However, not all of these trials were completed 
due to several challenges.  COVID-19,  not only had it 
brought several challenges to the ethical and regulato-
ry oversight but also brought opportunities with valua-
ble lessons learned to prepare for future similar out-
breaks and pandemics.  
 
This article aims to highlight some of the challenges, 
opportunities, and lessons learned particularly regard-
ing ethical and regulatory oversight of clinical trials 
during the COVID-19 epidemic. 
 

Challenges 
During infectious disease outbreaks of public health 
importance, health institutions and ministries of 
health have moral obligations to gather information as 
rapidly as possible, to inform the ongoing public 
health response, and to enable scientific evaluation of 
new interventions being tested. 
 
During the COVID-19 pandemic, the most demand-
ing challenge for ethics committees was the need to 
accelerate the review process of the protocols submit-
ted to learn more about infectious agents and to in-
form policy decisions. This raised ethical concerns 
and necessitated the need to put in place policies and 
innovative informed consent processes consistent 
with social distancing. The whole undertaking might 
have potentially compromised the quality of informed 
consent processes, including limiting the potential for 
rigorous or authentic community/stakeholder engage-
ment (2). 
 
In many settings, ethics committees confronted chal-
lenges in their deliberations on research ethics, due to 
the overlapping public and global health ethical issues 
that emerged alongside and consequent to the COVID
-19 pandemic (3). Additionally, the committees en-
countered complexities in conducting risk-benefit 



 52 

 

 
 

analysis with the constantly evolving standards of 
treatment and new data (4) and tried to deal with the 
various ethical dilemmas related to more complex 
clinical trial designs, such as adaptive clinical trial 
design. 
 
The impact was substantial, particularly in clinical 
trials. The prioritization of COVID-19 research, 
along with the suspension of non-COVID-related 
research including therapeutic clinical trials, and re-
search on HIV and TB  raised critical questions re-
garding public health equity(3). There has been dis-
continuation of trials; suspensions; participant recruit-
ment challenges; resource allocation; changes in 
guidelines; changing landscape of participants follow
-up; exclusive use of virtual platforms; delay in study 
timelines and increased protocol deviations (5). Simi-
larly, COVID-related trials were also impacted due to 
the suspension of trials as guidelines were updated. 
The impact on COVID-19 trials was attributed to 
social distancing, quarantine, remote follow-up, use 
of virtual platforms, new and rapidly evolving clini-
cal trial designs, gaps in ethical review guidelines, 
lack of capacity to review new designs and oversight, 
and the challenges in separating research activities 
from clinical service or public health activities (6). 
Even though COVID-19 has affected low and middle
-income countries, efforts in clinical research in these 
resource-constrained settings were very limited (7).  
 
Opportunities   
The increase in research activities during the COVID-
19 pandemic has brought meaningful changes in vari-
ous aspects of health research approaches, through 
the introduction of new research designs, networking, 
and harmonization of guidelines.  
 
All stakeholders of research including, ethics com-
mittees, regulatory bodies, data monitoring commit-
tees (DMCs), and funders have stepped up efforts to 
the urgency of the situation, with many countries im-
plementing a fast-track procedure for review and au-
thorization of clinical trials (1). It has been shown 
that adaptive platform trials embedded in routine clin-
ical care have efficiently and largely contributed to 
evidence generation and created synergies for collab-
orations. The lockdown and social distancing 
measures have accelerated the implementation of 
innovative and remote approaches to conducting clin-
ical trials. 

 

 
Lessons learned 
 
Drawing from the challenges faced and the opportu-
nities accrued, the following lessons can be recapitu-
lated to bolster future endeavors in clinical and public 
health research.  
 
1) The health research ethics committees develop 
procedures to ensure appropriate, expedient, and flex-
ible mechanisms and procedures for ethical review 
and oversight and expand opportunities for joint or 
centralized approval processes.  
 
2) Stakeholders and the research community are bet-
ter off by investing in large-scale clinical trials that 
can promote international collaboration instead of 
isolated single-center trials, and coordination can 
generate more impactful results. The use of adaptive/
platform trial designs and decentralized clinical trials 
(DCTs)  promoted by social distancing has also been 
recommended for maximizing flexibility in the con-
duct of trials without compromising their integrity 
and validity (8 ). 
 
3)The globalization of clinical trials and the in-
creased opportunity for networking should be har-
nessed by strengthening the capacity of developing 
countries for research through training and increasing 
their engagement in research. Noting that developing 
countries are marginalized in research activities, es-
pecially in conducting clinical trials (9), there is a 
critical need for enhanced capacity-building efforts. 
Developing countries have severe gaps in clinical 
research infrastructure and lack systems for prepared-
ness. Global support is needed to ensure increased 
opportunity for networking by way of globalization 
of clinical trials; harmonization of standards; devel-
opment of responsive systems instituting robust yet 
flexible regulatory guidelines, enhancing public en-
gagements, capacity building, and international part-
nerships enabling information sharing and resource 
utilization. These initiatives should be supported by 
developing robust national guidelines and leadership 
in these countries.  Within the research community, 
there is a crucial need for fostering collaboration and 
coordinated responses to surmount future global pub-
lic health crises (7).   
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