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affordable healthcare, to help address 
the differences in spending that underlie 
the injustices highlighted in the study by 
Obermeyer et al.8. And although social 
scientists and ethicists have called for 
such transformations13,14, many health 
practitioners and researchers continue to 
lack proficiency in the basic terminologies 
and concepts of racial justice. These 
competencies need to be required for 
medical licensing and accreditation.

A radically socially conscious approach 
is needed to eliminate subtle but widespread 
discrimination. We urge each reader to take 
action in their institution today and, with 
continued vigor in the upcoming months and 
years, to induce a true culture shift that would 
stop algorithmic design from perpetuating 

inequities. For this, systemic education of 
health practitioners and investigators on 
issues of racial justice is needed, as well as 
standards for anti-racist development and 
analysis of research. ❐
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The ethics of deferred consent in times of 
pandemics
In the current COVID-19 pandemic, many researchers are applying to research ethics committees for 
deferred-consent procedures for protocols that aim either to test treatments or to obtain tissue or samples from 
research participants. However, the deferred-consent procedure has not been developed for pandemics. In this 
Comment, we interpret existing guidance documents and argue when and under which conditions deferred consent 
can be considered ethically acceptable in a pandemic.

Rieke van der Graaf, Marie-Astrid Hoogerwerf and Martine C. de Vries

Currently, several COVID-19 studies 
allow the inclusion of patients in 
their protocols on the basis of the 

so-called ‘deferred consent’ or Exemption 
from Informed Consent procedure used 
in emergency-care research settings. For 
example, the RECOVERY protocol, in 
which patients are randomly assigned to 
various treatment arms (among others, 
dexamethasone), states “Due to the poor 
outcomes in COVID-19 patients who 
require ventilation (>90% mortality in 
one cohort), patients who lack capacity to 
consent due to severe disease (e.g. needs 
ventilation), and for whom a relative to act 
as the legally designated representative is 
not immediately available, randomisation 
and consequent treatment will proceed with 
consent provided by a treating clinician 
(independent of the clinician seeking to 
enrol the patient) who will act as the legally 
designated representative. Consent will 
then be obtained from the patient’s personal 
legally designated representative (or directly 

from the patient if they recover promptly) at 
the earliest opportunity”1.

However, deferred-consent procedures 
have not been developed for pandemics, and 
in the past decade there has been increasing 
debate on the ethical acceptability of this 
procedure2–4. Whether the inclusion of these 
procedures in a study is acceptable deserves 
further scrutiny.

What is deferred consent?
The deferred-consent procedure has been 
developed for two types of emergency-care 
settings: clear-cut cases in which patients are 
incapable of providing informed consent, 
such as seizures, sepsis, shock and severe 
traumatic brain injuries; and a ‘gray area’ 
of emergency-care situations in which the 
ability of patients or their representatives 
to provide voluntary informed consent 
and to understand the information may be 
diminished, such as in the case of respiratory 
distress, depression or acute myocardial 
infarction5.

In a deferred-consent procedure, at the 
time of the experimental intervention, the 
patient is incapable of providing informed 
consent and their legal representative is 
incapable of providing consent or is not 
available. Consent for continuation of 
trial enrollment and data collection is 
obtained only when the patient is capable 
of providing informed consent or the 
representative is available, which renders 
the consent ‘deferred’.

Several documents legislate the right for 
those carrying out the trial to use deferred 
consent6–10, but by and large they have in 
common the following:

•	 the research participant suffers from an 
emergency condition that needs imme-
diate treatment;

•	 this condition renders the participant 
incapable of giving informed consent;

•	 an attempt has been made to obtain 
informed consent from the participant’s 
legal representative;
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•	 the study cannot be conducted in a 
population that has not developed the 
condition under study;

•	 informed consent to remain in the study 
is obtained from the participant or the 
legal representative as soon as possible;

•	 the treatment under investigation is 
considered to be potentially beneficial 
for the participant;

•	 the research participant has not objected 
in advance to research participation;

•	 the research cannot be conducted with-
out the option of deferred consent;

•	 the risks of receiving the intervention 
are minimal, at least in comparison with 
the standard treatment of the research 
participant; and

•	 the research ethics committee has 
approved the deferred-consent 
procedure.

Some guidance documents have 
additional requirements, such as the 
need for community engagement, the 
maximum time of enrollment without 
informed consent from the participant or 
the representative, and the use of advance 
directives before participants become 
incapable of giving informed consent.

At the same time, deferred-consent 
procedures are also debated. For example, 
one of the questions is which alternatives 
exist when a conventional informed-consent 
process in an emergency-care situation 
is impossible2–4. In particular, patients 
who fall into the ‘gray area’ may be 
able to understand aspects of the study 
that could be explained in a modified 
informed-consent procedure, which could 
be done instead of the use of merely waivers 
or deferrals of consent4.

deferred consent and cOVId-19
In the context of COVID-19, respiratory 
distress is the prime symptom of COVID-19,  
and the condition of a patient may 
deteriorate soon after they are admitted in a 
relatively stable condition at the emergency 
department. In the intensive care unit, 
the treatment of patients with COVID-19 
consists mainly of ventilator support with 
supportive case measures.

Additional experimental anti-viral or 
anti-inflammatory medications may be 
added to this standard treatment, and 
these are assumed to be most effective 
when administered as soon as possible 
after symptom onset11. In many settings, 
additional medications are provided mainly 
within the context of clinical trials11.

In the case of COVID-19, patients may 
be intubated early after admission, which 
makes it impossible for them to provide 
consent. The fact that this is happening as 

part of a pandemic, such as COVID-19, 
makes contacting the legal representative 
much more complicated. They might not be 
immediately available because they may not 
be allowed in the intensive care unit because 
of lack of protective equipment, because 
they are in self isolation or because travel is 
not recommended. If the legal representative 
cannot be physically present to sign papers, 
organizing informed consent remotely is an 
alternative but can be logistically difficult, 
which may cause delays.

Because of such foreseen complications, 
for some COVID-19 studies, several 
protocols have included deferred-consent 
procedures. However, we believe that in 
practice, there are very few situations in 
which deferred consent will be needed or 
is warranted. In our experience, only a few 
patients need immediate intubation, and 
in most cases, successfully contacting a 
remote legal representative does not lead 
to a life-threatening delay in the provision 
of care. In many COVID-19-related 
studies there is a ‘therapeutic window’ 
(Clinical Trial Regulation 35)6 for obtaining 
informed consent. Patients may be coherent 
when they are admitted to a COVID-19 
ward. In these COVID-19 wards, patients 
can sign an informed-consent document 
preemptively, for inclusion at a later time 
when their condition deteriorates and 
authorization is no longer possible, or they 
may be pointed to potential COVID-19  
studies and express their interest in 
participation, such as by means of an 
advance directive (e.g., Council for 
International Organizations of Medical 
Sciences guideline 16)7.

Moreover, as has been seen with 
hydroxychloroquine, which has been widely 
used as a possible treatment for COVID-19 
but has been shown to cause substantial 
toxicity without any current proven 
benefit12,13, some of these experimental 
treatments may worsen symptoms and 
put the patient at higher risk than if they 
were receiving supportive care only. If this 
is known in advance, the minimal-risk 
requirement for acceptance of deferred 
consent cannot be met.

We argue that as long as researchers 
and sponsors have an opportunity to 
enroll patients in advance of intubation, 
such as admission to a COVID-19 ward, a 
deferred-consent procedure in a pandemic 
should not be regarded as acceptable.

However, in the case of observational 
studies investigating COVID-19, such as 
obtaining blood to determine viral load and 
collecting inflammation-related parameters 
in patients who are severely ill, we believe 
that the requirements that need to be met for 
deferred consent may be too stringent.

Obtaining these data in the context 
of an ongoing pandemic can be of major 
importance for quickly learning about the 
disease, which immediately affects the 
treatment of subsequent patients14. It poses 
a minimal risk to patients but has no direct 
benefit for these patients either. We think 
the following conditions should apply 
when collection of tissues or samples with a 
deferred-consent procedure is proposed:
 (a) for studies with a therapeutic intent, 

it is not possible to enroll patients in 
advance of intubation;

 (b) there is no way to obtain samples (and 
the related data) other than through the 
use of a deferred-consent procedure;

 (c) the study cannot be done with compe-
tent patients (e.g., when this leads to 
bias in sample collection) or incompe-
tent patients are needed to obtain the 
sample (subsidiarity);

 (d) all other conditions for deferred consent 
are fulfilled; and

 (e) applicable ethical and legal procedures 
for data collection are followed, such 
as protection of confidentiality of the 
personal data collected and mitigation 
of risks to privacy15.

These conditions may be relevant only 
to this very unique situation of a pandemic 
that presents a new pathogen for which no 
vaccine or effective treatment is available, for 
which it may be of the utmost importance to 
collect real-time data and samples to guide 
treatment decisions and to understand this 
emerging disease. In these cases, deferred 
consent should be allowed under the 
conditions that we have outlined. ❐
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