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The outbreak of COVID-19 created unprecedented circum-
stances for the conduct of clinical trials across the world. 
While the industry has experienced challenging conditions in 
managing research before, for example, during political unrest 
or natural disasters, this type of crisis was typically local, 
short-term and contingency plans could in many cases utilise 
lessons learnt from past occurrences. Even during the previous 
global health emergencies, for example, the Ebola outbreak in 
2013–2016 or H1N1 in 2009, questions the clinical research 
community faced were primarily concerning how to design and 
manage clinical trials for that particular disease1,2, not how to 
mitigate the impact of those outbreaks on existing or planned 
research in other indications.  

The consequences of the COVID-19 pandemic reach much 
further, affecting trials in unrelated diseases. The strain the 
pandemic has put on the healthcare system, the unique situation 
of patients placed under quarantine or unable to travel to sites 
due to lockdown restrictions, and disruptions in investigational 
medicinal product (IMP) supply made it difficult to adhere to the 
approved research plans and forced urgent modifications to secure 
data validity and, most importantly, safety of trial participants. 
Regulators acknowledged the unique challenges faced by the 
clinical research community and the need for sponsor companies to 
receive guidance on how to navigate through the different choices 
on mitigating the impact of the pandemic on their trials, while at the 
same time maintaining regulatory compliance.  

One of the first responses from regulators came from the UK. 
It was issued on the same day as the UK Chief Medical Officer 
raised the risk of COVID-19 outbreak in the country from moderate 
to high, requesting people with fever and coughing to self-isolate 
and announcing that more social distancing measures would 
be introduced in the upcoming weeks3. In the advice published 
12 March 2020, the MHRA Inspectorate recognised the adverse 
impact COVID-19 was having on the effective management of 
clinical trials. The agency acknowledged the unavoidable increase 
in protocol and SOP deviations and emphasised that they will 
not per se constitute serious breach, but needed to be properly 
documented to allow for the trial evaluation. At the same time, the 
MHRA reminded sponsors that any prospective protocol waivers or 
bypassing eligibility criteria were unacceptable, as the safety of trial 
subjects remained the highest priority. While this announcement 
did not yet introduce any important flexibilities in the regulatory 
process, it reminded sponsors about the tools they already had at 
their disposal, such as urgent safety measures, a temporary halt to 
a trial, or a recruitment halt, which they could use4. 

Not long afterwards, on 18th March 2020, the US FDA provided 
the first release of the FDA Guidance on the Conduct of Clinical 
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Trials of Medical Products during the COVID-19 Public Health 
Emergency. It included general considerations to assist sponsors 
in maintaining GCP compliance. Sponsors were encouraged to 
look at the conduct of the trial in the current circumstances, first 
and foremost from the perspective of the impact this situation 
may have on subjects’ safety. For any new risks, sponsors were to 
consider whether these could be addressed by modifying the study 
or whether discontinuation of participation would be in the better 
interest of the subject. Moreover, FDA reminded sponsor companies 
that implementing protocol modifications to eliminate immediate 
hazards to participants (anticipated due to COVID-19) did not 
require prior IRB/FDA approval5. 

While the main text of the FDA guidance focused on general 
matters, a question & answers appendix provided responses to 
inquiries reported by researchers and sponsors. The appendix has 
expanded from only ten questions in the second release of the 
guidance dated 27 March 2020 to twenty-four questions in the last 
update of 2 July 2020, covering a wide range of topics including 
managing protocol modifications, remote outcome assessments, 
alternative methods of IMP delivery and remote monitoring5. The 
Q&A gives practical advice for the application of FDA guidance on 
actual issues encountered by the clinical research community, and 
is therefore a helpful tool in determining the best practices in the 
management of the study during the current emergency. 

By approximately the end of March, most agencies in North 
America and Europe, together with many regulators in other parts 
of the world, had issued some guidance for clinical studies during 
the pandemic. Such guidance was usually published as soon as 
government restrictions due to COVID-19 were announced, or soon 
afterwards, and tended to evolve over time, adapting to the dynamic 
epidemiological situation. Denmark, for example, released the first 
guidance on 13 March 2020, the day the lockdown restrictions 
became effective6. The Danish guidance has since undergone 
several updates and at the time of writing this article, version 6.0 
was already in effect7. 

The guidance in different countries varied in terms of specific 
topics and level of detail in the regulatory advice. The common 
denominating factor in all cases has been the safety of trial 
participants. The regulators expected sponsors, in collaboration 
with clinical researchers, to continuously assess the risks caused 
by the COVID-19 emergency, such as the reduced availability 
of healthcare professionals or limited access to the trial sites, 
and design mitigation tactics accordingly. This approach is well 
summarised in the guidance from the Hungarian agency OGYEI, 
that states: “A thorough risk assessment of ongoing investigations 
should be carried out considering restrictions already applied and 
expected (...) and measures should be put in place to prioritise 
patient safety and data validation. In the event of conflict between 
these two objectives, patient safety should be prioritised”8.
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The Spanish agency, AEMPS, also emphasised that such 
assessment must be done together with the investigator and 
that critical activities need to be prioritised: “Both [sponsor and 
investigator] must also evaluate the application of these measures 
proportionately to each clinical trial considering its particularities, 
the organisation of each site and the epidemiological characteristics 
of COVID-19 at each site”9. 

 
It is notable that the guidance documents aimed not to re-

invent the regulatory framework to match the new situation, 
but rather encouraged sponsors to, as much as possible, use 
the existing regulatory approaches designed to deal with 
unexpected hazards to subject health, such as urgent safety 
measures, temporary suspension of the study or recruitment halts. 
Flexibilities introduced by the regulators focused on providing 
practical support on the management of critical trial activities. 
A good example of the above approaches are recommendations 
related to ensuring a continued supply of study medication. 
Most authorities, regardless of the regions, took a stand that 
in case of an IMP suitable for home administration, the IMP 
can be delivered from the site directly to a subject’s home if 
onsite visits were not possible or would create unnecessary 
risk. This practical approach was applied across Europe, 
including non-EU countries like Switzerland10 and Serbia11, 
as well as in Latin America (for example Argentina12, Colombia13) 
and the Asia Pacific region (among others, Singapore14).  

 
The amplification of change to clinical studies during the 

COVID-19 outbreak could also put a strain on the agencies’ 
resources, if they were all reported on an ongoing basis. To 
prevent that, regulators included in their guidance a distinction 
between reportable changes and those which did not require 
reporting and were enough to be documented in the study TMF. 
For example, Spain excluded certain urgent measures from the 15-
day reporting requirement, allowing them to be presented along 
with the appropriate justification and risk assessment, within 
four months after the end of the COVID-19 crisis9. Interestingly, 
the categorisation of changes often varied even between different 
EU countries, which presented a challenge for the management of 
multinational studies and required sponsors and/or CROs to have 
a robust system for maintaining the country-specific intelligence 
on that matter.  

To reduce differences at the EU level, the European 
Medicines Agency (EMA), in collaboration with representatives 
of national competent authorities, prepared a harmonised list 
of recommendations for the trials conducted in the EU. The 
EMA’s Guidance on the Management of Clinical Trials during 
COVID-19 (Coronavirus) Pandemic, first published 20 March 2020, 
developed from a top-level document with general considerations 
in version 1 to a comprehensive set of emergency measures and 
practical actions for sponsors and clinical researchers in version 
3, dated 28 April 2020. It has covered all critical trial activities 
including changes to the informed consent, monitoring and IMP 
distribution. However, although EU countries were encouraged 
to implement the harmonised guidance to the maximum extent, 
the differences among countries have not been fully eliminated. 
The most notable example is the approach to remote source data 
verification (SDV), which was allowed by the EMA’s guidance in 
exceptional cases, i.e. for COVID-19 studies and before database 
lock for pivotal trials in serious or life-threatening conditions15. 
Most countries fully incorporated EMA’s recommendation but 
some took a different stand. For example, Belgium completely 
forbade remote SDV due to concerns over a participant’s right and 
the burden it might create for the site. The Netherlands, on the 

other hand, considered remote SDV a non-substantial change that 
does not require an approval prior to implementation17.

 
The COVID-19 pandemic has required sponsor companies 

to urgently design multi-level contingency plans for their 
studies in the conditions of a worldwide health crisis and a 
dynamically changing epidemiological situation. That could not 
be achieved without active participation of the regulators who 
have played a vital role in outlining the relevant considerations 
and providing practical recommendations and flexibilities in 
the process. Although the advice of the regulatory agencies in 
different regions has followed similar principles and focused 
on the safety of trial participants and data validity, the specific 
recommendations have varied country to country. Regulators 
have shown their rapid response during the pandemic and this 
could possibly open another area for collaboration between 
regulators in the future.
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