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Drug experimentation at the time of 
covid-19 – “cutting corners?”

“This war will require lines to be drawn: 
what level of uncertainty to accept, 
whether research can be done on 
unconscious patients without consent, 
what level of risk is justifiable, and so on”. 



Phase I trials test the interventions in healthy volunteers and aim to address safety 
issues as well as dose-response characteristics of the drug. Phase II trials are designed 
to determine the evidence of activity or optimal dosage. Phase III trials are designed 
to provide data for approval by authorities and aim to reduce mortality. Phase IV 
studies assess long-term safety data and are often conducted to receive approval for 
expanded indications after initial approval of the intervention (i.e. post-marketing).

Traditional preclinical drug 
development



Covid-19 Accelerated preclinical 
development



This collaborative UK national 
platform, known as ACCORD 
(Accelerating, COVID-19 
Research & Development), aims 
to get an early indication of 
potential drug treatments’ 
effectiveness in treating 
coronavirus. When positive 
results are seen, these drugs 
will advance rapidly into the 
large-scale adaptive trials. Other 
countries have put in place 
similar programmes.

Covid-19 Accelerated preclinical 
development



Before randomly assigning patients to one or more of the competing study arms, 
investigators involved in both design and conduction of clinical trials need to be free 
of any treatment preferences, which means there is genuine uncertainty about the 
best treatment regimen for the disease of interest

Traditional requirement for ethical 
justification of RCTs : Clinical equipoise



Clinical equipoise was first proposed as a solution to the problem of randomisation 
more than 30 years ago (in 1987). It is defined as a state of disagreement or 
uncertainty in the informed, expert medical community about the relative clinical 
merits of the intervention arms in a trial. 

Clinical equipoise as an ethical pre-
requisite to run a RCT



a) That there is insufficient evidence to support a 
judgment that one intervention in the trial is 
inferior to the others. 

b) Or, that there is a ‘genuine disagreement’ 
among experts as to which intervention for the 
same type of patients.

Freedman B. Equipoise and the ethics of clinical research. N Engl J 
Med1987;317:141-5. doi:10.1056/NEJM1987071631703043600702

Clinical equipoise in practice: what 
does it mean?



1. In an adaptive clinical trial, whether participants are assigned to 
receive an active drug or a placebo is not decided at random

2. Also called “learn as you go” trials, they accelerate the preclinical 
process by allowing early results to dictate changes in a trial’s 
objectives,  participants pool and standards of comparison.

3. Both researchers and participants are more likely to know than 
in RCTs which group the participants are in because their doses 
may change, or they may be moved from one group to another 
à NB: clinical equipoise ceases to exist in adaptive clinical trials

Adaptive trials as the new gold 
standards in clinical research?



Covid-19 and adaptive clinical trials: 
more ethical than RCTs?



An example of adaptive covid-19 
trial – the RECOVERY trial

5 key features:
1. Short, flexible protocol (20 pp) that laid out the design and data and regulatory 

requirements, and allowed trial arms to be halted or added. 
2. It received ethical and regulatory approval in just 9 days, compared with the 

standard 30–60 days. 
3. Easier recruitment: two-page consent form and a one-page bedside form to be 

completed by clinicians. 
4. Accelerated data collection and processing through NHS DigiTrials. 
5. Quick results to the public  - a pre-print on the medRxiv server and journal 

publication within a month 



Pandemic research exceptionalism 
– emergence of a new paradigm in 

drug development

1. Less Preclinical Studies / Faster into First-In Human Proof of 
Concept Studies

2. Adaptive Trials (No requirement for clinical equipoise).

3. Expanded access to compassionate/experimental treatment.

What about ethics of clinical research?



Evolving ethical foundations for 
clinical research

Historically  clinical research ethics was “born in scandal and 
reared in protec4onism”. As a consequence, the codes of 
ethics (ie Nuremberg Code, Helsinki Declara4on, Belmont 
Report) have as a central tenet the autonomy of the pa4ent, 
the informed consent process, the possible vulnerability and 
exploita4on of the subject, and view par4cipa4on in clinical 
research as supererogatory.

This tradition can be explained looking back at the historical 
context in which codes of ethics and guidelines were 
produced, namely the post WWII and the scandals that 
affected the US and UK clinical landscape in the '60s and 
'70s. (cfr Tuskegee study, Henry Beecher and Maurice 
Pappworth’s whistleblowing wokr). 



Post-covid, who will serve, and why, in clinical research?
And what will be the new paradigmatic cases 

of clinical research?

Evolving ethical foundations of 
clinical research 



Evolving ethical foundations of 
clinical research 

POST WWII – PRE-COVID
Informed consent
Minimal risk
Clinical Equipoise
Participation super-erogatory

POST-COVID
Informed consent
“Reasonable” risk
No clinical equipoise
A duty to participate

The times are a’-changing.
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